February 24, 2006

Division of Dockets Management

Food and Drug Administration
Department of Health and Human Services
5630 Fishers Lane, Room 1061

Rockville, Maryland 20852

CITIZEN PETITION

REQUEST FOR
STAY OF FURTHER APPROVALS OF RITUXAN

The undersigned submits this Petition under 21 C.F.R. § 10.30, § 351 of the Public
Health Service Act and the Federal Food, Drug and Cosmetic Act (“FDCA”) to request that the
Secretary of Health and Human Services (the “Secretary”) and the Commissioner of Food and
Drugs (the “Commissioner”) stay the approval of any pending supplements to biological license
applications submitted by or on behalf of Genentech or Biogen for Rituxan (Rituximab), and
more specifically, Genentech’s and Biogen’s request for a biologics license to market Rituxan
(Rituximab) for the treatment of patients with rheumatoid arthritis. The Petitioner hereby
requests such a stay as a deterrent to Genentech, Inc. (“Genentech”) and IDEC Pharmaceuticals
Corporation (now operating as Biogen Idec, Inc.) (“Biogen”) to stop their wide-spread and
illegal marketing of Rituxan (Rituximab) for uses not approved in their biologics licenses. The
bases for this Citizen Petition and request for Stay of Approval are set forth below.

A. ACTION REQUESTED

The Petitioner requests that the Commissioner stay the further approval of all
supplements to biologics licenses issued to Genentech (BLA# 103705) and Biogen (BLA#
103737) for Rituxan (Rituximab). Copies of the letters approving these licenses are attached
hereto as Exhibits A and B. Copies of the letters approving supplements to these licenses are
attached hereto as Exhibits C, D, E and F.

The Petitioner specifically requests that the Commissioner stay the approval any pending
supplemental biological license application submitted by or on behalf of Genentech or Biogen
for Rituxan (Rituximab), including their application to market Rituxan (Rituximab) for the
treatment of patients with rheumatoid arthritis.



Because the illegal conduct of Genentech and Biogen is ongoing, and because the FDA’s
decision with respect to Genentech’s and Biogen’s application to market Rituxan (Rituximab) for
the treatment of rheumatoid arthritis is anticipated on February 28, 2006, the Petitioner requests
that the Commissioner immediately stay the approval of the supplemental application or that this
Petition be decided on an expedited basis. The Petitioner requests a decision on this Petition on
or before any final agency action is taken with respect to the Rituxan (Rituximab) supplemental
application for the treatment of rheumatoid arthritis or, in the alternative, that the FDA stay its
decision on Genentech’s and Biogen’s application to market Rituxan (Rituximab) for rheumatoid
arthritis until an investigation is undertaken, a decision has been made on this Petition and the
Petitioner is given the opportunity to exhaust all administrative remedies.

B. STATEMENT OF GROUNDS
1. Introduction

The Federal Food, Drug, and Cosmetic Act is designed to protect the public from unsafe
and unproven drugs while minimizing its interference with the practice of medicine by allowing
physicians to prescribe new and developing drugs to their patients based on their independent
medical judgment. Thus, while physicians are free to discuss with their patients the risks and
benefits of the use of a particular drug that has not been approved by the FDA, and may freely
prescribe the drug for that “off-label” use, drug manufacturers are prohibited from marketing or
promoting a drug for a use that has not received FDA approval. 21 U.S.C.A. § 331(a), (b) and
(d); 21 C.F.R. § 202.1(e)(4) and (6).

The purpose of these regulations is simple. FDA approval is granted only after it has
been proven, through independent investigations and studies, that a drug is both safe and
effective in use. 21 U.S.C.A. § 355(b). When a new drug has not been proven safe and
effective, drug companies, who have a substantial financial incentive to promote positive aspects
of their drugs while minimizing negative aspects, are prohibited from marketing the drug. On
the other hand, physicians are equipped with the requisite experience, educational background
and familiarity with a patient’s medical history to provide unbiased and candid information with
respect to both the benefits and the risks associated with a drug whose safety and efficacy have
not been fully investigated and vetted. These regulations, as one court put it, were designed to
“protect consumers from the products of a profit-seeking drug industry bent on increasing its
sales and profits.” Richardson v. Miller, 44 SW.3d , * 10 (Tenn. Ct. App. 2000), citing James
R. Bird, Package Inserts for Prescription Drugs as Evidence in Medical Malpractice Cases, 44 U.
Chi. L. Rev. 398, 406 (1977).

Prohibiting drug manufacturers from promoting unapproved uses also provides an
incentive for the sponsoring drug manufacturer “to conduct the adequate and well-controlled
clinical investigations that are necessary to demonstrate whether products are safe and effective
for each of their intended uses, and prevents patients from being exposed to unnecessary harms.”
Final Guidance on Industry-Supported Scientific and Educational Activities, 64 FR 64074,
64081, 1997 WL 740420 (F.R. 1997) (citing examples of drug manufacturers’ efforts, through
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lectures, presentations and other means, to promote drugs for unapproved uses that were later
discovered to be harmful, and even fatal, to patients).

The importance of these regulations cannot be understated. Until a drug has been proven
safe and effective to the FDA, only the independent and unbiased advice of medical
professionals can be disseminated in the public domain. If a drug company violates this policy,
federal laws and regulations and sound public policy require the FDA to fully investigate the
matter and take appropriate enforcement action seeking large civil fines, criminal penalties and a
consent decree to send a strong message to companies who continuously and willfully violate the
FDCA and FDA regulations by promoting products for unapproved uses.

Genentech and Biogen have made a mockery of these regulations and frequently market
and promote their drugs for uses that have not been proven safe and effective under the FDCA.
Genentech and Biogen, among other things, have paid kickbacks to physicians for promoting
off-label uses of Rituxan, promoted off-label uses of Rifuxan to physicians during so-called
“Roundtable Dinners” and “Regional Advisory Board Meetings,” and paid physicians to be
named as purported authors of articles and case studies promoting off-label uses of Rituxan that
were drafted in part by Genentech and/or Biogen. The intended purpose and result of this illegal
scheme was to skew the informed and impartial judgment of medical professionals in order to
increase Rituxan sales and, ultimately, company profits.

And this is not an isolated incident. Genentech was previously the subject of a criminal
investigation and charges involving the illegal marketing of another drug, Protropin. Protropin
was approved for “the long-term treatment of children who have growth failure due to a lack of
adequate endogenous growth hormone secretion.” From 1985 to 1994, however, Genentech
promoted Protropin for the treatment of other medical conditions that were not approved by the
FDA. Genentech plead guilty to the criminal charges and paid $50 Million in criminal fines and
civil restitution. A copy of the plea agreement in that case is attached hereto as Exhibit G.

This prior criminal indictment and corresponding multimillion dollar fine 'has not
deterred Genentech from continuing to illegally market drugs or biologics for non approved uses.
In its Memorandum in Aid Of Sentencing in the Protropin case, as part of its plea for leniency,
Genentech trumpeted its role in the development and introduction of Rituxan. Shortly after the
resolution of the Protropin indictment by the payment of $50 Million dollars in fines and
restitution, Genentech commenced its campaign to illegally market Rituxan for non-approved
uses. Rituxan sales in the U.S. for 2005 were in excess of $1.8 Billion dollars. Approximately
75% of these sales were for non-approved uses. To date, Genentech has treated criminal fines
and indictments as a cost of securing additional market places for its products and it has not been
deterred from continuing to aggressively illegally market this biologic for non-approved uses.

The only way to get the full attention of Genentech and Biogen is for the FDA to pursue
criminal investigations, lawsuits and impose large civil fines and seek a consent decree to deter
drug manufacturers from illegally marketing their drugs and frustrating the policies of the
FDCA. The sanctions imposed by the agency must be large enough and sufficiently severe so
that they cannot be swept aside by a simple cost-benefit analysis. Repeat, willful offenders such
as Genentech can not be permitted to blatantly disregard the law.
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II. Factual Background

In 1997, Genentech and Biogen obtained approval from the FDA to market Rituxan for
the treatment of patients with relapsed or refractory, low-grade or follicular, CD20-positive, non-
Hodgkin’s lymphoma, a cancer of the immune system. A copy of Rituxan’s initial FDA
approved label is attached hereto as Exhibit H. Supplements to these licenses were
subsequently approved in 2002, 2003 and 2004. See Exhibits C, D, E and F. In February of
2006, Genentech and Biogen obtained approval from the FDA to market Rituxan for the first-line
treatment of diffuse large B-cell, CD-20-positive, non-Hodgkin’s lymphoma in combination with
CHOP or other anthracycline-based chemotherapy regimens. A copy of Rituxan’s most recent
FDA approved label is attached hereto as Exhibit I. Other than for these treatments, and
supplements thereto, the FDA has not approved the use of Rituxan for any other purpose.

Under applicable federal laws and regulations, Genentech and Biogen, as manufacturers
of a prescription drug regulated by the FDA, may not promote or market to physicians
prescription drugs such as Rituxan for purposes or in dosages other than those approved by the
FDA. 21 US.C. § 331(a), (b) and (d); 21 C.F.R. § 202.1(e)(4) and (6). The uses of a
prescription drug for purposes other than those approved by the FDA are referred to as “off-
label” uses.

After obtaining FDA approval of Rituxan for treatment of patients with non-Hodgkin’s
lymphoma in 1997, Genentech and Biogen jointly developed a scheme to illegally market and
promote Rituxan for off-label uses. Among other off-label uses, Genentech and Biogen have
illegally marketed Rituxan for the treatment of rheumatoid arthritis, or RA. The use of Rituxan
for treating RA is not included in the FDA-approved package insert, nor is it recognized as an
FDA-approved indication in widely accepted pharmacy/medical publications such as the
American Hospital Formulary Service Drug Information, the United States Pharmacopeia-Drug
Information, or the American Medical Association Drug Evaluations, or by any peer-reviewed
medical literature.

The illegal scheme of Genentech and Biogen was implemented by employing, among
other things, the following:

1. The Illegal Direct Solicitation of Physicians for Off-Label Uses of Rituxan

Genentech and Biogen directly solicited physicians and their medical professional staff
members to illegally market off-label uses of Rituxan for treating RA. For example, in 1994 and
1995, Genentech BioOncology sales representatives solicited physicians and medical
professionals associated with Rheumatology Associates, a rheumatology practice located at 49
Seekonk Street, in Providence, Rhode Island, to participate in roundtable dinner meetings and
advisory panels marketing and promoting the use of Rituxan in treating rheumatory arthritis
patients. The solicitations included in office visits to discuss these marketing and promotional
efforts.
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As part of these marketing and promotional efforts, Genentech BioOncology sales
representatives promised staff members that they would forward written instructions and
materials demonstrating the ease with which they could administer Rituxan to their RA patients
through intravenous injections. Genentech and Biogen do not offer any drugs for sale that are
FDA approved for treating rheumatic diseases including arthritis or related disorders of joints,
muscles and bones. Rheumatologists do not treat patients with non-Hodgkin’s lymphoma. The
only purpose for Genentech BioOncology or Biogen sales representatives to conduct in-office
visits to rheumatologist offices is to solicit the illegal promotion of off-label uses of Rituxan for
treating RA.

2. The Formation of a Nationwide Network of Employees
Assigned to the Promotion of Off-Label Sales and Marketing

Genentech and Biogen created a nationwide network of employees falsely referred to as
“Professional Educations Liaison’s” (“PEL’s”) and “Clinical Education Liaisons” (“CEL’s”)
whose assigned duties involve the marketing and promotion of off-label sales rather than any
legitimate educational activity.

3. The Illegal Kickbacks of Monies and Consideration to Physicians Who,
Under the Guise of “Consultants,” Promote Off-Label Uses of Rituxan

Genentech and Biogen provide illegal kickbacks of monies and other consideration to
physicians through the use of “sham” consulting agreements to illegally market Rituxan for off-
label uses. PEL’s employed by Genentech and Biogen are responsible for identifying and
selecting rheumatologists as Key Opinion Leaders (“KOL’s”). Once a KOL is identified, it is
the PEL’s responsibility to persuade the KOL to enter into a “Synergy Consulting Agreement”
with Genentech or Biogen.

Once a rheumatologist is signed to a “Synergy Consulting Agreement,” he or she receives
payments for sham services. The purpose of Genentech and Biogen in having KOL’s sign sham
“Synergy Consulting Agreements™ is to convert rheumatologists into active promoters of the off-
label use of Rituxan for treating RA. With the execution of a “Synergy Consulting Agreement,”
Genentech and Biogen attempt to transform a KOL from a practicing rheumatologist (with
whom Genentech and Biogen could not legally discuss or disseminate information regarding off-
label uses of Rituxan) into a consultant (with whom Genentech and Biogen could ostensibly
promote off-label uses of Rituxan for RA).

Once a rheumatologist was purportedly transformed into a “consultant,” Genentech and
Biogen could leverage the physician’s credibility in his or her professional community to
identify additional target rheumatologists and to expand their promotion of off-label uses of
Rituxan. Materials promoting Rituxan for off-label treatment of RA are more fully accepted and
integrated into physicians’ personal belief systems when they are presented as educational in
nature in contrast to material that is clearly identified as promotional.

Using these sham consulting agreements, Genentech and Biogen were able influence and
control the content of presentations made by consulting rheumatologists to their peers at
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purported educational presentations without disclosing the payments and consideration provided
to such “consulting” speakers.

4, The Illegal Kickbacks of Monies and Consideration
to Physicians Who, Under the Guise of Acting as Moderators
of Roundtable Dinners, Promote Off-Label Uses of Rituxan

Once a physician is signed to a sham “Synergy Consulting Agreement,” the next step in
Genentech’s and Biogen’s illegal scheme is to further leverage such a physician through a series
of dinner meetings known as “RA Roundtable Dinners.” The “consulting” rheumatologist is
paid a fee, typically $2,000-$2,500, to “moderate” an RA Roundtable Dinner. The purpose of
such dinners is to use the rheumatologist “moderator” as an advocate in promoting the sales of
Rituxan for off-label treatment of RA.

Pharmaceutical company sales and marketing research demonstrate that the use of
physicians to pitch and promote drugs in a peer-to-peer context is much more effective than the
use of pharmaceutical company salesman. A Genentech PEL or Biogen CEL will obtain from
the “consulting” rheumatologist his physician letterhead and with his assistance prepare a
targeted list of at least fifteen area rheumatologists. Using the “consulting” rheumatologist’s
professional letterhead, invitations are forwarded to area rheumatologists under his signature.

Genentech and Biogen contract with a third party pharmaceutical sales promotion firm,
Health Answers Education, to assist in organizing and holding the dinners. Health Answers
Education is utilized as a “sham” front for the dinners. Genentech and Biogen exploit Health
Answers Education as a fagade in order to present the RA Roundtable off-label promotional
dinners under the guise of an educational event produced by an independent continuing medical
education  organization. Health  Answers Education maintains a  website,
www.RARoundtables.healthanswers.com, for meeting information and materials.

All decision making regarding the substance of RA Roundtable dinners is controlled and
dictated by Genentech and Biogen and their sales and marketing staffs. In addition to jointly
planning the RA Roundtable Dinners, each Roundtable Dinner would typically have at least one
attendee from Genentech and one from Biogen. Biogen employees that attended Roundtable
Dinners included William Reiss, Trista King and Henry Leher. A standard topic for the RA
Roundtable dinner series is “Pathogenesis of Rheumatoid Arthritis: An in-depth look at B-cells”.
The venues for RA Roundtable dinners are usually up-scale area restaurants or dining facilities.

The following is a list of RA Roundtable Dinners held in 2004, including the date,
location, the attending personnel from Genentech and Biogen and the attending personnel from
the third-party pharmaceutical sales training firm Health Answers Education:

1) August 4, 2004 RA Roundtable Dinner at Morton’s, 551 Fifth Avenue, New York,
New York, attended by Dan Yip of Genentech and P. Evans of Health-Answers;
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2)

3)

4)

5)

6)

7)

8)

9

August 5, 2004 RA Roundtable Dinner at Ruth Chris, 431 North Dearbomn, Chicago,
Illinois, attended by Dan Yip of Genentech, Margaret Masterson of Genentech and J.
Thompson of Health Answers;

August 18, 2004 RA Roundtable Dinner at Morton’s, 699 Boylston Street, Boston,
Massachusetts, attended by Paul McDermott of Genentech, Bill Reiss of Biogen and
J. Thompson of Health Answers;

September 8, 2004 RA Roundtable Dinner at Morton’s, 1411 Walnut Street,
Philadelphia, Pennsylvania, attended by Lisa Kruse of Genentech, Bill Reiss of
Biogen, Larry Grogan (affiliation), and M.J. Holden of Health Answers;

September 8, 2004 RA Roundtable at Ruth Chris, 2525 N. Federal Highway, Ft.
Lauderdale, Florida, attended by J. Thompson of Health Answers;

September 9, 2004 RA Roundtable at Fleming Steakhouse, 103 Summit Blvd.,
Birmingham, Alabama, attended by Dan Yip of Genentech, J. Thompson of Health
Answers;

September 15, 2004 RA Roundtable at Morton’s, 501 Elm Street, Dallas, Texas,
attended by Margie Murdock of Genentech, Henry Leher of Biogen, and M.J. Holden
of Health Answers;

September 22, 2004 RA Roundtable at Morton’s, 1050 Connecticut Ave. NW,
Washington, D.C., attended by Dan Yip of Genentech and J. Thompson of Health
Answers;

September 28, 2004 RA Roundtable at Ruth Chris, 800 Fifth Avenue, Seattle,
Washington, attended by Tina Chang of Genentech, Susan Peper of Genentech, Bill
Reiss of Biogen, and R. Trovinger of Health Answers;

10) September 29, 2004 RA Roundtable at Morton’s, 30 State House Square, Hartford,

Connecticut, attended by Karen Dittrich of Genentech, Trista King of Biogen, and J.
Thompson of Health Answers;

11) October 7, 2004 RA Roundtable at Maize, 50 Park Place, Newark, New Jersey,

attended by Dave Metzer of Genentech, Henry Leher of Biogen, and M.J. Holden of
Health Answers;

12) October 12, 2004 RA Roundtable at Morton’s, 7822 Bonhomme Avenue, Clayton,

Missouri, attended by Margie Murdock of Genentech and J. Thompson of Health
Answers;

13) October 13, 2004 RA Roundtable at Morton’s, One Towne Square, Southfield,

Michigan, attended by Henry Leher of Biogen, Margaret Masterson of Genentech and
J. Thompson of Health Answers; and
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14) October 27, 2004 RA Roundtable Dinner at Morton’s, 300 South Charles St.,

Baltimore, Maryland, attended by Dave Metzer of Genentech, Bill Reiss of Biogen,
Larry Grogan of Genentech, and Renee Trovinger of Health Answers.

The following RA Roundtable dinners were also scheduled to be held in 2004 and, upon
information and belief, were held on the following dates and with the following Genentech,
Biogen and Health Answers attendees:

1)

2)

3)

4

5)

6)

7

8)

October 28, 2004 RA Roundtable Dinner at Morton’s, 435 South La Cienaga,
Beverly Hills, California, attended by Darlene Fujimoto from Genentech, Bill Reiss
from Biogen, and P. Evans from Health Answers;

October 28, 2004 RA Roundtable Dinner at Morton’s, 400 Post Street, San Francisco,
California, attended by Kerri Ford of Genentech, Trista King of Biogen, and J.
Thompson of Health Answers;

November 4, 2004 RA Roundtable Dinner at Third Street Pier, 1110 N. Old World 3™
Street, Milwaukee, Wisconsin, attended by Margaret Masterson of Genentech, Trista
King of Biogen, Elizabeth Haney of Genentech and J. Thompson of Health Answers;

November 4, 2004 RA Roundtable Dinner at Morton’s, 1710 Wynkoop Street,
Denver, Colorado, attended by P. Evans of Health Answers;

November 10, 2004 RA Roundtable Dinner at Morton’s, 1200 Brickell Avenue, Suite
100, Miami, Florida, attended by Margie Murdock of Genentech and J. Thompson of
Health Answers;

November 11, 2004 RA Roundtable Dinner at Ruth Chris, 1700 Westshore Blvd,
Tampa, Florida, attended by S. D. Doolan of Genentech, Henry Leher of Biogen and
P. Evans of Health Answers;

November 16, 2004 RA Roundtable Dinner in Cincinnati, Ohio, attended by Margaret
Masterson of Genentech and M.J. Holden of Health Answers;

November 17, 2004 RA Roundtable Dinner at Morton’s, 1600 West Second Street,
Cleveland, Ohio, attended by Margaret Masterson of Genentech and M.J. Holden of
Health Answers.

Although RA Roundtable dinners are structured to present the appearance that the
information being provided has been developed, at least in part, by the “consulting” moderator as
a practicing rheumatologist, in fact, the moderator is presenting information and materials
prepared and packaged by Genentech and Biogen marketing personnel and consultants.
Moderators are not allowed to make any additions, deletions or edits to the materials given to
them by Genentech and Biogen for presentation. The materials given to the moderator for
presentation are prepared by Genentech and Biogen marketing personnel or consultants
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including Dr. Alvin Wells, Kerri Ford, and William Reiss. Reiss was originally employed by
Biogen and now is employed by Genentech. Ford is a Genentech employee. Wells is a
rtheumatologist that consults with Genentech and Biogen and was previously employed by
Abbott Laboratories.

The presentation materials prepared by Genentech and Biogen do not fairly balance the
available information on B-cell therapy and the efficacy of available medications. In some
instances, prospective moderators have refused to “moderate” such RA Roundtable dinners after
reviewing the packaged materials prepared by Genentech and Biogen because they failed to
present independent, fair and balanced information and data.

As an example, Genentech and Biogen secured the agreement of a KOL rheumatologist
in Providence, Rhode Island, to moderate an RA Roundtable dinner on or around October of
2004. Upon being advised by Genentech and Biogen, however, that he could not make any
changes to, and was required to present, the Genentech and Biogen slide decks as prepared, the
KOL rheumatologist decided not to proceed with the planned dinner. The KOL rheumatologist
recognized the role that Genentech and Biogen intended for him was a sham, namely, the
promotion of Rituxan off-label uses of in treating RA under the guise of a medical educational
program regarding the treatment of RA.

Genentech and Biogen use these RA Roundtable dinners to promote Rituxan’s attributes
in treating RA and to disseminate data to generate off-label use in treating RA. Genentech and
Biogen have been very successful in their off-label promotion as evidenced by the tremendous
growth in the last four years of Rituxan sales in the United States along with its correspondingly
high percentage of off-label use.

5. The Illegal Kickbacks of Monies and Consideration
to Physicians Who, Under the Guise of Participating in
Regional Advisory Boards, Promote Off-Label Uses of Rituxan

The next level in Genentech’s and Biogen’s scheme to promote off-label uses of Rituxan,
involves the use of “Rituxan in Rheumatoid Arthritis Regional Advisory Board” meetings.
Unlike the RA Roundtable promotional dinners held locally in the community of each
“consulting” rheumatologist moderator, the Regional Advisory Board meetings are two day
events held regionally at exclusive hotels in major cities throughout the United States. For
example, the Regional Advisory Board meeting on March 25-26, 2004 was held at The Carlyle
Hotel in New York City.

Genentech and Biogen again leverage “consulting” rheumatologists under contract to
promote off-label use of Rituxan in treating RA under the guise of acting as a “chair” for a
Regional Advisory Board Meeting. A stock agenda created by Genentech and Biogen is used for
Regional Advisory Board meetings. The agenda and materials distributed at these meetings are
created by Genentech and Biogen and the sham “chair” is not allowed to make any additions,
deletions or edits to the packaged materials provided. Genentech and Biogen marketing
personnel also attend and present at these meetings. Genentech and Biogen use these meetings
to promote Rituxan’s attributes in treating RA and to disseminate off-label treatment data. The
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sham “chair” is used as a vehicle to present this information which includes an unbalanced
presentation of information regarding the inadequate responses of other RA therapies.

6. The Illegal Kickback of Monies and Consideration to
Physicians Who, Under the Guise of Publishing Independent
Articles and Case Studies, Promote Off-Label Uses of Rituxan

As an additional prong to their illegal strategy, Genentech and Biogen identify and
persuade rheumatologists to participate in the publication of articles promoting Rituxan’s use in
off-label treatments of RA. The subject and scope of such articles would be selected by
Genentech marketing staffers. Genentech staffers would assist in drafting the articles and the
“consulting” rheumatologists would be listed as authors. Articles purportedly authored by
rheumatologist peers would be used to induce other physicians both to prescribe Rituxan for off-
label treatment of RA and to recommend its use to others.

7. The Training of Genentech and Biogen Employees in
Methods of Avoiding the Detection of Their Off-Label
Sales and Marketing Activities Regarding Rituxan

In order to implement their illegal scheme to market Rituxan for off-label uses,
Genentech and Biogen trained their employees in methods of concealing and avoiding detection
of their off-label sales and marketing activities. For example, upon reporting to Genentech
management his knowledge of the existence of direct in-office promotional and marketing of
Rituxan for off-label treatment of RA by Genentech BioOncology sales representatives, Paul
McDermott, a former Genentech PEL, was warned by Genentech management to avoid creating
any record by fax, e-mail or voicemail of these discussions.

Upon hiring, the job title assigned by Genentech to Mr. McDermott was “Professional
Educational Liaison Rituxan RA” (RA is an abbreviation for rheumatoid arthritis) as reflected on
Mr. McDermott’s business card provided by Genentech. More than six months after his hiring,
the “Rituxan RA” language was deleted from Mr. McDermott’s business cards identifying him
as a Genentech Professional Education Liaison. Mr. McDermott understands that the “Rituxan
RA” deletion was ordered by Genentech’s Legal Department when it discovered that his real, but
illegal, job responsibility was being openly listed on his business card. No substantive changes
were made in Mr. McDermott’s job responsibilities or the techniques described previously other
than deleting this language from his business card so as to avoid the detection of PEL off-label
sales and marketing activities regarding the use of Rifuxan in treating RA.

In November of 2004, a meeting was held at Genentech World Headquarters in South
San Francisco, California hosted by Douglas Love, a member of Genentech’s Legal Department.
At that meeting, Rituxan RA PEL’s were cautioned to make sure that their business
communications in promoting Rituxan for off-label treatment of RA did not adversely effect
Genentech’s position in any investigation or litigation. The PEL’s were counseled to avoid
communicating in writing unless necessary and to confer with the Legal Department before
putting any sensitive material relating to their promotional work in writing. The PEL’s were
cautioned that, if anything was required to be put into a permanent writing or e-mail, it must be
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written in a way where it could be published in the New York Times without any negative
impact. The PEL’s were cautioned that conduct that they personally deemed to be unethical or
immoral was not necessarily improper or unlawful and therefore they should avoid describing it
as such. During the meeting, Legal Department attorney Love characterized United States
Government investigations of the pharmaceutical industry as nothing more than improper efforts
to extort monies from pharmaceutical companies. The meeting ended with a reminder from
Love for PEL’s to comply with Genentech’s record retention policy. No such policy was ever
provided.

The promotion or marketing by Genentech and Biogen of “off-label” uses of prescription
drugs such as Rituxan for the treatment of rheumatoid arthritis is illegal and contrary to the
explicit policies and regulations of the United States government. 21 U.S.C. § 331(a), (b) and
(d); 21 C.F.R. § 202.1(e)(4) and (6). In addition to rheumatoid arthritis, Genentech and Biogen
also market Rifuxan for other non-FDA approved uses, including uses for front-line therapy,
alone or in combination, for treating low-grade non-Hodgkin’s lymphoma; front-line therapy,
alone or in combination, for treating chronic lymphocytic leukemia; front-line therapy, alone or
in combination, for treating intermediate/high-grade non-Hodgkin’s lymphoma; alone or in
combination for treating patients with relapsed chronic lymphocytic leukemia; alone or in
combination for treating intermediate/high-grade non-Hodgkin’s lymphoma; alone or in
combination for treating patients with autoimmune disease, idiopathic thrombocytopenic purpura
(also known as immune thrombocytopenic purpura); autoimmune hemolytic anemia;
Waldenstrom’s macroglobulinemia; Mantle cell lymphoma; bone marrow transplants; pure red
cell aphasia; Hodgkin’s disease; systemic lupus erythematosus; and generally for maintenance
therapy and front-line therapy in any of the above listed lymphomas or leukemias.

I11. Legal Grounds

1. Misbranding Rituxan

Through their illegal promotion of Rituxan for the treatment of RA, Genentech and
Biogen have caused the product to be misbranded under the FDCA.

Under 21 U.S.C.A. § 352(f)(1), a drug is deemed to be “misbranded” if its labeling does
not include “adequate directions for use.” In addition to information on how the drug is to be
used, this section also requires a drug’s labeling to include information on all intended uses of
the drug. Alberty Food Products Co. v. U.S., 185 F.2d 321 (9™ Cir. 1950) (finding a drug
“misbranded” because its labeling failed to state the intended uses of the drug (arthritis and
rheumatism) suggested by the drug company in newspaper advertisements). The “intended use”
of a drug refers to the “objective intent of the persons legally responsible for the labeling of
drugs.” 21 C.F.R. § 201.128. This intent “is determined by such persons’ expressions or may be
shown by the circumstances surrounding the distribution of the article.” Id.

Not only can the intended use or uses of a drug be determined from the actual label or
labeling, but also from “advertisements, promotional material, oral statements by the product’s
manufacturer or representatives, and any other relevant source.” Decision in Washington Legal
Foundation v. Henney, 65 FR 14286, 14286, 2000 WL 278003 (F.R. 2000) (“The intended use
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or uses of a drug or device may also be determined from advertisements, promotional material,
oral statements by the product’s manufacturer or its representatives, and any other relevant
source.”), citing Action on Smoking and Health v. Harris, 655 F.2d 236, 239 (D.C. Cir. 1980)
(“[1]t is well established that the ‘intended use’ of a product, within the meaning of the [FDCA],
is determined from its label, accompanying labeling, promotional claims, advertising, and any
other relevant source”) (internal citations omitted); see also 21 C.F.R. 201.128. If these
statements or materials promote a use of the drug inconsistent with its approved labeling, the
drug is misbranded under 21 U.S.C.A. § 352(f)(1) for failure to bear labeling with adequate
directions for all intended uses. Henney, 65 FR at 14286 (“An approved new drug that is
marketed for a ‘new use’ is also ‘misbranded’ under the FDCA, because the labeling of such a
drug would not include ‘adequate directions for use.” 21 U.S.C. 352(f).”), citing U.S. v. Articles
of Drug, 625 F.2d 665, 673 (5™ Cir. 1980).!

As set forth above, Genentech and Biogen presented information regarding uses of
Rituxan that are not contained in its approved labeling. While Genentech and Biogen attempted
to skirt federal laws and regulations by employing practicing physicians to actually present this
information, these individuals were paid by Genentech and Biogen to act on their behalf and
were not allowed to make additions, deletions or edits to the packaged materials created by
Genentech and Biogen marketing personnel. The dissemination of this information is
inconsistent with Rituxan’s approved labeling and, thus, results in the drug being “misbranded”
under the federal laws and regulations set forth above.

Furthermore, 21 C.F.R. § 202.1 provides that an advertisement constitutes misbranding in
violation of Section 502(n) [21 U.S.C.A. § 352(n)] of the FDCA, if it:

Contains a representation or suggestion, not approved or permitted for use in the
labeling, that a drug is ... useful in a broader range of conditions or patients.. ..

[or]

! “Labeling” is defined as “all labels and other written, printed, or graphic matter (1) upon any article or
any of its containers or wrappers, or (2) accompanying such article.” 21 U.S.C.A. § 321(m). The phrase
“accompanying such article” has been interpreted to include all materials and literature used in the sale of
drugs, regardless of whether it is distributed separately from the label or product. Kordel v. U.S., 335
U.S. 345, 349, 69 S. Ct. 106, 109 (1948) (holding that false or misleading material distributed separately
from the article still constitutes “misbranding” of a drug); U.S. v. Urbuteit, 335 U.S. 355, 357, 69 S. Ct.
112, 113 (1948) (same); V.E. Iroms, Inc. v. U.S., 244 F.2d 34, 39-40 (1* Cir. 1957) (holding that
“labeling” must be defined to include all literature used in the sale of food and drugs regardless of
whether or not it is shipped into interstate commerce along with the article); see also 21 C.F.R. §
202.1(1)(2) (defining “labeling” as “[b]rochures, booklets, mailing pieces, detailing pieces, file cards,
bulletins, calendars, price lists, catalogs, house organs, letters, motion picture films, film strips, lantern
slides, sound recordings, exhibits, literature, and reprints and similar pieces of printed, audio, or visual
matter descriptive of a drug and references published (for example, the ‘Physicians Desk Reference’) for
use by medical practitioners, pharmacists, or nurses, containing drug information supplied by the
manufacturer, packer, or distributor of the drug and which are disseminated by or on behalf of its
manufacturer, packer, or distributor.”).
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Uses literature, quotations, or references for the purpose of recommending or
suggesting conditions of drug use that are not approved or permitted in the drug
package labeling,

21 C.F.R. § 202.1(e)(6)(i) and (xi).

The FDA has interpreted the term “advertisement” to include “information (other than
labeling) that originates from the same source as the product and that is intended to supplement
or explain the product.” Final Guidance on Industry-Supported Scientific and Educational
Activities, 64 FR 64074, 64076, 1997 WL 740420 (F.R. 1997). The information provided by
Genentech and Biogen about Rituxan during Roundtable Dinners, Regional Advisory Board
Meetings and other events was clearly “intended to supplement or explain the product.” By
representing and suggesting uses for Rituxan that are not permitted in its FDA approved labeling
through these means, Genentech and Biogen have “misbranded” Rituxan under 21 C.F.R. §
202.1(e)(6) as well.

2. Submission of a False Certification in Applications for FDA Approval

Genentech and Biogen have, on information and belief, provided false and misleading
certifications to the FDA in seeking prior biologics licenses, and supplements thereto, for
Rituxan. According to the most recent form application (Form FDA 356h) to market a new drug
or biologic, all drug companies are required to certify as follows:

If this application is approved, I agree to comply with all applicable laws
and regulations that apply to approved applications, including, but not
limited to the following:

1. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or
applicable regulations, Parts 606 and/or 820.

2. Biological establishment standards in 21 CFR Part 600.

3. Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.

4. In the case of a prescription drug or biological product, prescription
drug advertising regulations in 21 CFR Part 202.

5. Regulations on making changes in application in FD&C Act section 506A,
21 CFR 314.71, 314.72, 314.97, 314.99 and 601.12.

6. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

7. Local, state and Federal environmental impact laws.

The data and information in this submission have been reviewed and, to the best
of my knowledge are certified to be true and accurate.

A copy of the most recent Form FDA 356h is attached as Exhibit J (emphasis added).
Prior versions of this form application, going back to at least 1997, contain identical or

equivalent certifications. On information and belief, Genentech and Biogen submitted
certifications in their applications for biologics licenses for Rituxan, and supplements thereto, in
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which they represented that they would abide by all applicable laws, including those prohibiting
off-label marketing.

As set forth above, Genentech and Biogen violated the “applicable laws and regulations
that apply to approved applications” of Rituxan by misbranding the drug in violation of 21
U.S.C.A. § 352. Genentech and Biogen also violated 21 C.F.R. § 202.1, the specific drug
advertising regulation cited in the Form FDA 356h certification. Among other things, 21 C.F.R.
§ 202.1 provides that:

An advertisement for a prescription drug covered by a new-drug application ...
or any approved supplement thereto, shall not recommend or suggest any use that
is not in the labeling accepted in such approved new drug application or
supplement.

21 CFR. § 202.1(e)(4).

As set forth above, 21 C.F.R. § 202.1 also provides that an advertisement is in violation
of the FDCA, if it:

Contains a representation or suggestion, not approved or permitted for use in the
labeling, that a drug is ... useful in a broader range of conditions or patients....

[or]

Uses literature, quotations, or references for the purpose of recommending or
suggesting conditions of drug use that are not approved or permitted in the drug
package labeling.

21 C.F.R. § 202.1(e)(6)(i) and (xi).

The submission of false or misleading information to the FDA with respect to the
labeling and promotion of a drug is a violation of 18 U.S.C.A. § 1001. In applying for prior
biologics licenses for Rituxan, and supplements thereto, Genentech and Biogen, on information
and belief, submitted false or misleading certifications to the FDA regarding their labeling and
promotion of Rituxan and thus knowingly and willfully:

(1) falsified, concealed, and covered up by trick, scheme, and device a material
fact;

(2) made materially false, fictitious, and fraudulent statements and
representations; and

(3) made and used false writings and documents knowing the same to contain
materially false, fictitious, and fraudulent statements and entries.

See 18 U.S.C.A. § 1001.
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IV. Conclusion

As set forth above, Genentech’s and Biogen’s wide-spread marketing of Rituxan for
unapproved uses in violation of federal laws and regulations provides sufficient legal bases for
the Commissioner to stay the approval of any pending supplements to biological license
applications submitted by or on behalf of Genentech or Biogen for Rituxan, and more
specifically, Genentech’s and Biogen’s request for a biologics license to market Rituxan for the
treatment of patients with rheumatoid arthritis.

The Petitioner requests that the Commissioner immediately stay the approval of any
pending supplements submitted for Rituxan for the treatment of patients with rheumatoid arthritis
and to fully investigate this matter and take appropriate enforcement action, including the
imposition of large civil fines, criminal penalties and a consent decree to send a strong message
to companies who continuously and willfully violate the FDCA and FDA regulations by
promoting products for unapproved uses.

C. ENVIRONMENTAL IMPACT

The Petitioner requests a categorical exclusion for an environmental impact analysis
under 21 CFR §§ 25.30, 25.31.

D. CERTIFICATION
The undersigned certifies, that, to the best knowledge and belief of the undersigned, this
Petition includes all information and views on which the Petition relies, and that it includes

representative data and information known to the Petitioner which are unfavorable to the
Petition.

(Signature) e M

(Name of petitioner) Michael Bannester

(Mailing address) 1720 W. Wabansia Avenue, Chicago, IL 60622

(Telephone number) 312-593-8330

cc: Desk Copies to the following:
Andrew C. von Eschenbach, M.D., Acting Commissioner, Food and Drugs

Scott Gottlieb, M.D., Deputy Commissioner for Policy
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Jesse L. Goodman, M.D., MPH
Director, Center for Biologics Evaluation and Research

Maryann Malarky, Director, Office of Compliance and Biologics Quality

Steve Galson, M.D.
Director, Center for Drug Evaluation and Research

f

Thomas Abrams, R.Ph., Director, Division of Marketing, Advertising and
Communication

Sheldon Bradshaw, Esq., Chief Counsel
Ms. Gail Costello, Director, New England District Office

Ms. Barbara Cassens, Director, San Francisco District Office
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Rockville MD 20852-1448
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‘-/é DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Oug Reference No.: 97-0244 November 26, 1997

M. David MacFarlane, Ph.D.
Genentech, Inc.

1 DNA Way

South San Francisco, CA 94080-4990

Dear Dr. MacFarlane:

Your biologics license application for Rituximab is approved effective this date. Genentech, Inc.,
South San Franciso, California, is hereby authorized to manufacture and ship for sale, barter, or
exchange in interstate and foreign commerce Rituximab under Department of Health and Human
Services Biologics License No. 1048.

Rituxumab is indicated for the treatment of patients with relapsed or refractory low-grade or
follicular, B-cell non-Hodgkin’s lymphoma.

Under this authorization, you are approved to manufacture Rituximab utilizing Formulated Bulk
Rituximab (For Further Manufacturing Use) manufactured by IDEC Pharmaceuticals Corp.
(Biologics License No. 1235) under a shared manufacturing arrangement. Any addition or
deletion of establishments involved in the shared manufacturing arrangement will require the
submission of appropriate supporting data in order to ensure continued compliance with the
approved standards for the manufacture of Rituximab.

In accordance with approved labeling, your product wﬂl bear the tradename RITUXAN and will
be marketed in 10 mL and 50 mL fill sizes.

You are not currently required to submit samples of future lots of this product to the Center for
Biologics Evaluation and Research (CBER) for release by the Director, CBER, under 21 CFR
610.2. FDA will continue to monitor compliance with 21 CFR 610.1 requiring assay and release
of only those lots that meet release specifications.

The dating period for this product shall be 24 months from the date of manufacture when stored
at 2-8°C. The date of manufacture shall be defined as the date of final sterile filtration of the
product. Results of ongoing stability studies should be submitted throughout the dating period as
they become available including the results of stability studies from the first three production lots.
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Page 2 - Dr. MacFarlane

We acknowledge your written commitments of October 17, 1997 to:

1. Submit the results of your study evaluating the time and temperature specifications for the
transport of Rituximab Formulated Bulk and filled vials between buildings to CBER upon
completion.

2. Submit the results of the environmental monitoring survey to CBER by January 31, 1998,

3. Include Lot E9054A in your ongoing Rituximab stability program.

4, Establish a maximum fill duration for 500 mg Rituximab in 50 mL vials, supported by media
fill data.

Any changes in the supplier of the Formulated Bulk Rituximab (For Further Manufacturing Use),
or in the manufacture, packaging or labeling of the product or in the manufacturing facilities will
require the submission of information to your biologics license application for our review and
written approval consistent with 21 CFR 601.12.

It is requested that adverse experience reports be submitted in accordance with the adverse
experience reporting requirements for licensed biological products (21 CFR 600.80) and that
distribution reports be submitted as described (21 CFR 600.81). All adverse experience reports
should be prominently identified according to 21 CFR 600.80 and be submitted to the Center for
Biologics Evaluation and Research, HFM-210, Food and Drug Administration, 1401 Rockville
Pike, Rockville, MDD 20852-1448. '

Please submit three copies of all final printed labeling at the time of use and include part II of the
label transmittal form with completed implementation information. In addition, you may wish to
submit draft copies of the proposed introductory advertising and promotional labeling with an
FDA Form 2567 to the Center for Biologics Evaluation and Research, Advertising and
Promotional Labeling Staff, HFM-202, 1401 Rockville Pike, Rockvilie, MD 20852-1448. Final
printed advertising and promotional labeling should be submitted at the time of initial
dissemination, accompanied by an FDA Form 2567. All promotional claims must be consistent
with and not contrary to approved labeling. No comparative promotional claim or claim of
superiority over other similar products should be made unless data to support such claims are
submitted to and approved by the Center for Biologics Evaluation and Research.

Sincerely yours,

p %%

Jay P. Siegel, M.D., FACP

Director

Office of Therapeutics
Research and Review

Center for Biologics
Evaluation and Research
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Product Approval Information - Licensing Action

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service '

Food and Drug Administration

1401 Rockville Pike

Rockville, MD 20852-1448

November 26, 1997
Our Reference No.: 97-0260

Alice Wei

Director, Regulatory Affairs

IDEC Pharmaceuticals Corporation
11011 Torreyana Road

San Diego, CA 92121

Dear Ms. Wei:

This letter hereby issues Department of Health and Human Services Biologics License No. 1235
to IDEC Pharmaceuticals Corporation, San Diego, California, in accordance with the provisions
of Title III Part F of the Public Health Service Act of July 1, 1944 (58 Stat. 702) controlling the
manufacture and sale of biological products. This license authorizes you to manufacture and ship
for sale, barter, or exchange, in interstate and foreign commerce, those products for which your
company has demonstrated compliance with establishment and product standards.

Under this license you are authorized to manufacture and ship for sale the product Rituximab
Formulated Bulk (For Further Manufacturing Use). Under this authorization, you are approved to
manufacture Rituximab Formulated Bulk at your facility in San Diego, California for use in the
manufacture of Rituximab by Genentech, Inc., under a shared manufacturing arrangement. Final
containers of Rituximab will be filled, labeled, packaged and distributed under the tradename
RITUXAN by Genentech, Inc. at their facility in South San Francisco, California.

You are not currently required to submit samples of future lots of Rituximab Formulated Bulk to
the Center for Biologics Evaluation and Research (CBER) for release by the Director, CBER,

http://www.fda.gov/cder/foi/appletter/1997/rituide1 126971 .htm 1/31/2006
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Rituximab Formulated Bulk - Product Approval Information - Licensing Action Page 2 of 4

under 21 CFR 610.2. FDA will continue to monitor compliance with 21 CFR 610.1 requiring
assay and release of only those lots that meet release specifications.

The dating period for Rituximab Formulated Bulk shall be 60 days from the date of manufacture
when stored at 2-8°C. The date of manufacture shall be defined as the date of final sterile
filtration of the formulated bulk. Results of ongoing stability studies should be submitted
throughout the dating period as they become available including the results of stability studies
from the first three production lots.

Any changes in the manufacturing, testing, packaging or labeling of Rituximab Formulated Bulk,
or in the manufacturing facilities will require the submission of information to your biologics
license application for our review and written approval consistent with 21 CFR 601.12. Any such
changes which may affect the safety, purity and potency of the product should also be reported
simultaneously to Genentech, Inc., the manufacturer of the drug product.

We acknowledge your written manufacturing commitments of November 18, 1997, to:
1. Revise production batch records and conduct assessments to minimize variances.

2. Improve production oversight by increasing the number of personnel in Manufacturing and
Quality areas.

We also acknowledge your written clinical commitments of November 25, 1997, to:

3. Submit the final study report, including case report form tabulations for Protocol 102-08R,
the study of Rituximab retreatment, within 12 months of enrolling the last patient. Data
which are not mature (e.g., response duration or outcome resolution for CD19+ depletion
or immunoglobulin levels, pharmacokinetic data at six or nine months) will be supplied
when mature.

4. Submit the final study report, including case report form tabulations for Protocol 102-O8B,
the study of Rituximab treatment in patients with bulky disease (>10O cm in largest
diameter) within 12 months of enrolling the last patient. Data which are not mature (e.g.,
response duration or outcome resolution for CD19+ depletion or immunoglobulin levels,
pharmacokinetic data at six or nine months) will be supplied when mature.

5. Submit the final study report, including case report form tabulations for Protocol 102-09,
entitled "Pilot Study to Compare and Evaluate the Safety and Impact of IDEC-C2B8 on
Immunization Potential” within 12 months of enrolling the last patient. Additionally, the
following amendments to the protocol will be submitted within 60 days:

a. timepoints prior to six months after the second immunization will be added for all
study arms for patients who have not reached six months;

b.t he analytic section will be revised to clarify both the primary efficacy analysis and
how missing data points in the primary efficacy analy31s (for patients who exit early
due to disease progression) will be handled; and

. immunization with an antigen to which the study population is immunologically

http://www.fda.gov/cder/foi/appletter/1997/rituide1 12697L .htm 1/31/2006
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Rituximab Formulated Bulk - Product Approval Information - Licensing Action Page 3 of 4

naive will be included, in order to evaluate the effect of prior Rituximab therapy on a
primary immune response.

6. Submit, within 60 days, a protocol for evaluation of the effect of Rituximab therapy on the
levels of preexisting serum titers against viral and/or bacterial antigens. In support of this
protocol, data from two control groups from Protocol 102-09 which address the range of
serologic titers at study entry and the number of patients needed to show whether clinically
relevant change occurs in the months following Rituximab administration, will be
submitted.

It is acknowledged that Genentech, Inc. will receive adverse experience reports and be
responsible for submitting those reports to FDA in accordance with the adverse experience
reporting requirements for licensed biological products (21 CFR 600.80) as well as distribution
reports as described (21 CFR 600.81).

Please submit three copies of all final printed labeling at the time of use and include part I1 of the
label transmittal form (FDA Form 2567) with completed implementation information. In
addition, you may wish to submit draft copies of the proposed introductory advertising and
promotional {abeling with an FDA form 2567 to the Center for Biologics Evaluation and
Research, Advertising and Promotional Labeling Staff, HFM-202, 1401 Rockville Pike,
Rockville, MD 20852-1448. Final printed advertising and promotional labeling should be
submitted at the time of initial dissemination, accompanied by an FDA form 2567. All
promotional claims must be consistent with and not contrary to approved labeling. No
comparative promotional claim or claim of superiority over other products should be made unless
data to support such claims are submitted to and approved by the Center for Biologics Evaluation
and Research.

Please acknowledge receipt of the enclosed biologics license to the Director, Division of
Application Review and Policy (HFM-585), Center for Biologics Evaluation and Research.

Sincerely yours,
--- signature ---

Jay P. Siegel, M.D., FACP
Director

Office of Therapeutics Research and Review
Center for Biologics Evaluation and Research

Last Updated: 1715/2001

$ Back to Top W Back to Index

Date created: September 25, 2003
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration

1401 Rockville Pike

Rockville, MD 20852-1448

February 19, 2002

Our STN: BL 103737/5005

Alice Wei

IDEC Pharmaceuticals Corporation

3030 Callan Road

San Diego, CA 92121

Dear Ms. Wei:

Your request to supplement your biologics license application for Rituximab to revise the dosage
and administration section of the package insert to include information regarding the use of
Rituximab as a component of the Zevalin therapeutic regimen has been approved.

Please submit all final printed labeling at the time of use and include implementation information
on FDA Form 2567. Please provide a PDF-format electronic copy as well as original paper
copies (ten for circulars and five for other labels).

This information will be included in your biologics license application file.

Sincerely yours,

--- signature ---

Karen D. Weiss, M.D.

Director
Division of Clinical Trial Design and Analysis

http://www.fda.gov/cder/foi/appletter/2002/rituide021902L .htm 1/31/2006
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Office of Therapeutics Research and Review
Center for Biologics Evaluation and Research

Last Updated: 3/5/2002

$ Back 10 Top ™ Back to Index

Date created: September 25, 2003
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Food and Drug Administration
Rockville, MD 20852

Our STN: BL 103737/5023 OCT 0 9 2003

IDEC Pharmaceuticals Corporation
Attention: Linda Robertson, Ph.D.
Director, Regulatory Affairs

3030 Callan Road

San Diego, CA 92121

Dear Dr. Robertson:

Your request to supplemeni your biologics license application for Rituximab to revise the
Adverse Reactions section of the package insert has been approved.

Please submit all final printed labeling at the. titne of use and include implementation
information on FDA Form 356h. Please provide a PDF-format electronic copy as well as
original paper copies (ten for circulars and five for other labels).

The regulatory responsibility for review and continuing oversight for this product transferred
from the Center for Biologics Evaluation and Research to the Center for Drug Evaluation and
Research effective June 30, 2003. For further information about the transfer, please see
http://www.fda.gov/cber/transfer/transfer.htm and
http://www.fda.gov/OHRMS/DOCKETS/98{r/03-16242.html. Until further notice, however,
all correspondence, except as provided elsewhere in this letter, should continue to be addressed

to:

CBER Document Control Center

Attn: Office of Therapeutics Research and Review
Suite 200N (HFM-99)

1401 Rockville Pike

Rockville, Maryland 20852-1448

Exhbit D
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This information will be included in your biologics license application file.

Sincerely,

Patricia Keegan, M.D.

Director

Division of Therapeutic Biological Oncology Products
Office of Drug Evaluation VI

Office of New Drugs

Center for Drug Evaluation and Research

Bt D, |
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TN: BL 103737/503
Our S ! JUN ¢ 9 2008
IDEC Pharmaceuticals Corporation
Attention: Nadine Cohen, Ph.D.
Senior Vice President, Regulatory Affairs
Biogen Idec, Incorporated '
3030 Callan Road
San Diego, CA 92121

Dear Dr. Cohen:

Your request to supplement your biologics license application for Rituximab to revise the
package insert to add a Hepatitis B Reactivation with Related Fulminant Hepatitis subsection to
the WARNINGS section has been approved.

Please submit all final printed labeling at the time of use and include implementation
information on FDA Form 356h. Please provide a PDF-format electronic copy as well as
original paper copies (ten for circulars and five for other labels).

The regulatory responsibility for review and continuing oversight for this product transferred
from the Center for Biologics Evaluation and Research to the Center for Drug Evaluation and
Research effective June 30, 2003. For further information about the transfer, please see
http://www.fda.gov/cder/biologics/default. htm. Until further notice, however, all
correspondence, except as provided elsewhere in this letter, should continue to be addressed

to:

CBER Document Control Center

Attn: Office of Therapeutics Research and Review
Suite 200N (HFM-99)

1401 Rockville Pike

Rockville, Maryland 20852-1448
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This information will be included in your biologics license application file.

Sincerely,
{b)(6)

Patricia Keegan, M.D.

Director .

Division of Therapeutic Biological Oncology Products
Office of Drug Evaluation VI’

Center for Drug Evaluation and Research

Enclosure: Package Insert Labeling
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CONCURRENCE PAGE

Letter Type: LETTER: Approval (AP)

Summary Text: Clinical Supplmt. - Labeling Only
REVIEW COMPLETION REQUIRED BY: RIS

SS Data Check: ‘

Place copy of Approval Lir. with original signature concurrence page in
Archival package behind the “Approval Materials” Tab after LAR

{(Licensing Action Recommendation).

RIS Data Check:

Verify short summary - Ltr. & Submission screen should match.
Check Letter for PMCs (if PMCs ~ add “PMT< - Approved With” special

characteristic code.)
Perform Review Completion Process
Milestone: Confirm Apboroved Status

CC.

HFM-500/K. Weiss

HFM-385/E. Dye

HFM-570/P. Keegan
HFM-110/RIMs

DRMP BLA letter file

HFM-588/S. Sickafuse
HFM-570/H. Luksenburg
HFD-430/R. Pratt

HFD-430/S. Lu

HED-013/Debbie Taub (ORP/DIDP)
HFD-013/Heidi Brubaker (ORP/DIDP)
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History: Sickafuse:5-19-04:6-3-04:6-7-04:6-8-04: K. Townsend: 6.8.2004: 6.9.2004

File Name: (S:Sickafuse\Rituxan\labeling supplements\103737_5031\approval letter.doc)
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" Food and Drug Adminlstration
Rockville, MD 20852

Our STN: BL 103737/5055 NOV 0 2 2004

IDEC Pharmaceuticals, Incorporated
Attention: Nadine D. Cohen, Ph.D.
Senior Vice President, Regulatory Affairs
5200 Research Place

San Diego, CA 92122

Dear Dr. Cohen:

Your request to supplement your biologics license application for Rituximab to revise the
ADVERSE REACTIONS, Infectious Events section of the package insert to include
information on fatal infections in patients with HIV-associated lymphoma has been approved.

Please submit all final printed labeling at the time of use and include implementation
information on FDA Form 356h. Please provide a PDF-format electronic copy as well as
original paper copies (ten for circulars and five for other labels).

Please refer to http://www.fda.gov/cder blologlcs/default htm for important mformatlon
regarding therapeutic biological products, including the address for submissions
Effective October 4, 2004, the new address for all submissions to this application is:

CDER Therapeutic Biological Products Document Room
Center for Drug Evaluation and Research

Food and Drug Administration

12229 Wilkins Avenue

Rockville, Maryland 20852
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This information will be included in your biologics license application file.

Sincerely,

Patricia Keegan, M.D.
Director

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

Enclosure: Final Draft Labeling
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1 |ROBERT S. MUELLER, III ) Co

. |United States Attorney. SRS

: ANDREW M. SCOBLE . "uu,‘uf’:’:iifs

3 jAssistant United States Attorney,zi,: e '*':"'7 w .

4 |Attorneys for Pla:.ntlff )

s UNITED STATES OF AMERICA

6

7‘ H

8 UNITED STATES DISTRICT COURT

9 NORTHERN DISTRICT OF CALIFORNIA

10 .

11 |UNITED STATES OF AMERICA, ) NO. CR. “YH-O{V wIT

12 | Plaintiff, ; PLEA AGREEMENT

13 v. | ;
14 |GENENTECH, 1INC., ";
15 Defe.nd_ant. : ;
16 . )
17
18 Defendant GENENTECH, INC. (“ GENENTECH ), a Delaware corporation,
19 by and through its counsel of record, as ratified by its Board of
20 |Directors, enters into this Plea Agreement with the--.Uﬁi'ted. States.
21 Department of Jhstice, by the United. states Attorney's Office for the
22 {Northern Distfi&t of Célifornia (the “United States") » pursuant to
23 [Rule 11.(ei(1) (C) -of the Federal Rules of Criminal Procedure. This
24 __Agr'eément binds only the United_ ~slt:ates, as defined_ herein, not ény
25 |state or local prosecuting authorities.
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DEFENDANT'S PLEA

2 1. GENENTECH agrees to waive-indictment and plead guilty to a
3 jone count information charging. the Introduction of a,Misbrapded Drug
4 {in Interstate Commerce, in violafion of 21 U.S.C. §§ 331(a),
5 333(a)(é), and 352.
] :
7 ';;EJNATURE OF THE OFFENS#
8 2. GENENTECH understands that at any trial the government
9 |would be required -to prove the following elements of the offense to
10 whieh it iszpleading guilty:
11 a. GENENTECH produced Protropin, which was a “New Dreg”
12 |within the meaning of 21 U.S.C. §§ 321(g) (1) and (p).
13 | b. A New Drug must be approved by the.United States Foed
14 jand Drug Administration (“FDA") before it may be introduced into
i5 ihterstate-commerce for use in medical treatmenf
16 | c. The FDA may limit its: approval of a New Drug to the
17

18

.19

90

21
22
23
24
25

26

treatment of one or more speclflc medical condltlons. If a New Drug
has been approved for use in treatlng a spec1f1c rﬂndltlon or
conditions, it may not lawfully be promoted and introduced into '
1nterstate commerce for use in the treatment of other condltlons for
which FDA approval has not been granted.

d.’ Shipments of New Drugs in interstate commerce must be
accompanied by adeqﬁate instructiohalflabeling describing.the
intended medical uses for the drug. | -

e. In 1985, GENENTECH obtained FDA.approval to promote

jand distribute Protropin for a single specified medical usei “the

PLEA AGREEMENT 2
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10
11
12
13
14

15

16
17
18
19
. 20
21
22
23

24

long-term treatment of children who have growth failure due to a lack

of adequate endogenous growth hormone secretion."”

f.” Despite the foregoing limitation, .from October 1985

funtil June 1994, GENENTECH promoted and introduced Protropin in -

interstate commerce for use in treatment.of other medical conditions,

for which GENENTECH did not have FDA approval. Moreover, the

labeilng-that=aetﬁmﬁaﬁfﬁi_1TTﬁﬁﬁﬁ?“ﬁ?=?f3trop1n contalned no
1nstruct10ns for use of the drug in treatment of those other medical
conditions. | _

g. In prombting Protropin for unapproved uses, and in
distributing Protropin in interstate commerce without instructional
labeling relating to those uses, GENENTECH acted with the intent to
mislead the'Food and Drng'Administration.

- .THE MAXIMUM STATUTORY PENALTIES

3. GENENTECH understands that the max1mum statutory penalties

|for the offense to ‘which it is pleading guilty are:

a. Five years" probation;

b. - Fine of the greater of $500,000 or twice the pecuniary
gain to GENENTECH;

c. Mandatqry special assessment of $400, which is to be

paid at the time of sentencing;

d. Restitution as ordered by the Court.
FACTUAL BASIS _
| 4. GENENTECH is guilty of the offense to which it will plead
guilty, 1nc1ud1ng all of the elements as set forth in Paragraph 2

above. GENENTECH agrees ‘that the follewlng facts are true.

Sl LU T T N T T T s Y Y Y RIS TR s
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a. GENENTECH produced Protropin, which was a drug within
the.meaning of 21 U.S.C. §§ 321(g) (i) and (p).
' b. A New Drug-most be approved by the:Unjited States Food
and Drug Administration (“FDA") before it may be introdoced into
imteretate commerce for use in medical treatment.

c. The FDA may limit its approval of a drug to use in the

10

11
12

13
14
15
16
17
18

19

20

21
22
23
24
25
26

4d o 0 o

been approved for use in treating a specific condition, it .may not

'1awfully be promoted and introduced into imterstete commerce for use

in the treatment of other oonditions for which FDA approval has not
been granted.

d. Shipments of FDA—approved drugs in 1nterstate commerce
must be accompanled by instructional labeling describing the FDA~
approved uses for the drug.

| e. In 1985, . GENENTECH obtained FDA approval to promote
Protropin for a single spec1f1ed medical use: “the long-term
treatment of chlldren who have growth failure due to a. lack of
adequate endogenocus growth hormone secretion. . _

'f. From October 1985 until June 1994, GENENTECH promoted-
and ‘introduced Protropin in interstate commerce for use in treatment-
of other medical conditions, for which GENENTECH did not haVe FDA
approval. Moreover,'the labeling that’accompanied shipments'of
.Protropin contained no imstructions for use of the drug.im treatment .- |
of those other medical conditions. - |

-g. In promoting Protropim for unapproved uses, and in

distributing Protropin in interstate commerce without instructional

PLEA AGREEMENT - 4
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labeling relating to those uses, GENENTECH acted with the intent to

2 |mislead the Food and Drungdministretion;v
3 WAIVER OF RIGHTS
4 5. GENENTECH understands and agrees that by pleadlng gullty it
S is giving up the following rights which it would have if the case
6 [went to trial: |
7 ““&?=—=the=rights“tv—ﬁTﬁ“ﬂ"Trﬁfiﬁrfff?==€“=5e presumed
8 .innecent and ‘to require the government to prove all of the elements
9 |of the crimes beyond @ reasonable doubt;
10 b. the right to a speedy and publlc jury trial with the
11 a551stance of an attorney;
12 | €. . the right to a unanimous jury verdict;
13 T d. the_right to confront and cross-examine government
14 |witnesses; | |
15 . e. the right to present evidence and/or witnesses on its
16-fowﬁ behalf, and to compulsory'precess; '
17 f. the right not to present evidence or have adverse
18 jinferences drawn if it did not do so;
19. g. the rights to bursue any affirmative defenses, Fourth
20 |jor Fifth Amendment claims, or any other claims presented or that
21 could be presented in any pretrial or post-trial motion;
22 h. the rights to both appeal and collaterally attack the
23 jguilty plea, the judgment of guilt, orders of the Court, and any part .
24 fof the sentence imposed by the Court;.and .
25 i.  the right to be indicted by a grand jury for the
26

felony charge to which it is pleading guilty.

PLEA AGREEMENT : .5
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SENTENCING PROCEﬁURBS AND FACTORS.

6. If acceptable to the Court the parties agree to waive the
presentence 1nvest1gatlon and report pursuant to Rule-32(c)(1) of the
Federal Rules of Criminal Procedure and ask that the defendant be
sentenced at the time the guilty plea is entered.

7. GENENTECH understands that, notw1thstand1ng Paragraph 6 and

10
11
12
13
14

15

16

17
18
- 19
20
21
22

23
24 .
25

26

culpability score is 9.

“aragraph—9—be%ow==1ts=sentencfny‘f§=”BV§Tﬁ€H“F““fﬁ United States

Sentencing Guidelines.

8. The parties agree to the féllowing Sentencing Guideline
calculations (pursuant to the.November 1, 1998 revision 6f'the
Sentencing Guidelines):

a. Pursuant to U.S. S G. §§ 802 1 and 8cC2. 4(a)(2), and
U.S85.5.G. § 2F1 1, the base offense level is 22.
b. Pursuant to U.SfS.G. §§ 8C2.1 and 8;2.4(a)‘2), and
U.5.5.G. § 2F1.1, since the offense involved more than minimal |

planning, the adjusted offense level is 24.

C. - Pursuant to U.S.S.G. § 8C2.5(a) and (b) (2), the

d. Pursuant to U.S.S.G. § 8.2.5(g) (2), the final

culpability score is 7.
e. Pursuant to U.S.S5.G6.°'§ 8C2.6, the minimum multiplier
is 1.40 and the maximum multiplier is 2.80.

f.  Pursuant to U.S.5.G. § 8C2.7, the. Gu1de11nes fine
range falls between a minimum- of $29,500, 000 and a maximum of

$57,800,000.

g. Pursuant to U.S.S.G. § 8B1.1(a) (1) (1991), the Court

PLEA AGREEMENT . - -6
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may enter a restitution order in accordance with 18 U.S.C. §§ 3663~

2 |3664.
3 9. Pursuant to Rule 11(e) (1) (C) of the Federal-Rules of
4 {Criminal Procedure, the parties.agree that an appropriate disposition
S |of this case is that GENENTECH receive the following sentence within
-6. the guldellnes range: |
7 - & 'ENEN?ECHth%%-ﬂe%=be=p&aceﬂ=vn=prnbatrun.’”“
8 b. GENENTECH will pay a criminal fine of $3Q,000,000.
9 c. GENENTECH will pay restitution in the amount of
10 $20,000,000-pursuant to a civil settlement agreement between the
11 jUnited States and GENENTECH, which will be entered into in
12 conjunctlon with 'this Plea Agreement (the ‘civil Settlement
13 Agreement") A copy of the Civil Settlement Agreement will be
.m14 attached as Exhibit A to this Plea Agreement and incorporeted by
15 |reference herein. ... |
le d. .GENENTECH Qill.pay a_speciai aseessment of $400. -
17 10. The amounts iisted in Paragraph 9(b) and (c) above shall be
18 |paid to the Financial Litigation Unit, United States Attorney s
19 {(Office, Northern District of california, by FZDWIRE. Peyment of all
20 jamounts described in Paragraph 9 above shall be made in full on the
21 |[date of sentence. o
22 11. GENENTECH understands'that nothing in this agreement
23 precludes any private party from pursuing any c1v11 remedy agalnst
24 GENENTECH and GENENTECH agrees that- 1t.w1;1 not raise this agreement
25 jor its guilty plea as a defense to any such civil action.. |
26

12. GENENTECH further understands that this agreement does not

PLEA AGREEMENT . 7
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.jpind the Internal Revenue Service (“IRS"). Further, GENENTECH

understands that the United States.takes no position as to the proper
tax treatment of any of the payments made by GENBNTEGH pursuant to
thls Plea Agreement or the civil Settlement Agreement. _

13. GENENTECH understands that both the United States and

GENENTECH retain the right to withdraw from this Agreement, and this

® g4 A O & W N

[ e}

10
11
12

13

14

185 |

16
17

18

19-

20

- 21

. 22
23
24

25

26

Agreement will be null and void, if the Court rejects the Agreement
and refuses to be bound by the sentence agreed to in Paragraph 9.
14. GENENTECH and the United States also both retain the right

to'withdraw from this Agreement, and this Agreement will be null and

{void, if the Civil Settlement Agreement is not executed by the date

of acceptance of this Plea Agreement by the Court.

15. GENENTECH understands and agrees that, should it withdraw
its plea in accordance with Paragraph 13 and/or Paragraph 14, it may
thereafter be prosecuted for any crlmlnal v1olat10n of which the
gcvernment has knowledge, notw1thstand1ng the eXplratlon of any
applicable statute of limltatlons following the signing of this
agreement. GENENTECH agrees ‘that it will not raise the expiration of
any statute of limitations as a defense to any such prosecution,
except to the .extent that the statute of limitations would have been
a defense pursuant to the terms of a Tolllng Agreement between the
parties dated October 9, 1998, and all suhsequent extens1ons of that

Tolling Agreement.

THE UNITED STATES' COMMITMENT

16. 1In exchange for GENENTECH's guilty plea and its_performance

PLEA AGREEMENT ' 8
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of its other obligations under this Agreement as set forth above, the

2 {united States agrees to do the following:
3 | ' a. It will ndt file ﬁny otlier criminal charges against
GENENTECH, or its present or former officers,
4 directors, or ‘employees, for-offenses .relating to
conduct in connection with the manufacture, marketing,
5 sale or promotion of Protropin during the period
¢ October 1985 and June 1994; and,
b. - It will agree, pursuant to Rule 11(6)(1)(ijlt0 the
7 : sentence set forth in Paragraph 9 above.
8
9 MODIFICATION OF PLE‘ AGREEMENT '
10 17. This Agreement sets forth all the terms of the plea
11 jagreement between GENENTECH and the United States. GENENTECH.'
12 ﬁnderstands that no modifications of or additions to this Agreement
i3 shail be valid unless they are in writing and signed by the United_
14 States, GENENTECH's attorney, and a duly -authorized representative of
15 |GENENTECH. | _ '
16 BTATEHm BY GENENTECH -- KNOWING AND VéLUNTARY PLEA
17 This Agreement'has been authorized, following consultation with
18 jcounsel, by the GENENTECH Board of Direétors, by corporate resolution
.19 ldated February 10, 19§9. A certified copy of the corporate.
20 rgsolutjon is attached as Exhibit'B to:this agreement and
21 ianrporate§ heérein. Except as set forth in this plea agreement,
22 {GENENTECH has received no promises or inducements to enter its guilty
23 ]plea, nor has aﬁyone thfeatehed GENENTECH.or'any-other person to
24 jcause it to enter its guilty ﬁlea;
25. : - .
26
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Cynthia. J. Iadd,” vice President,
Corporate Law, Legal Department,
GENENTECH, INC..

DEFENSBE COUNSEL AFFIRMATION -- KNOWING. AND VOLUNTARY PLEA

We have dlscussed wlth and fully explained to GENENTECH. the

N o0 A WN

facts and circumstances of the case; all rights with respect to the

—_— =~offense*chﬁ?’”ﬂ‘i==fhe Informatlon, possible defenses to the offense
9 [charged in the Informatlon,'all rlghts with respect to the Sentencing

10 Guldellnes, and all of the consequences. of entering into this plea

11 lagreement and entering gquilty plea.- We have reviewed the entire plea
12 Jagreement with our. client, through its authorized representatijves.
13 In our judgment, GENENTECH, through its authorized representatives,
14 understands the terms and condltlons of the plea agreement, and we
15 jbelieve GENENTECH's decision to sign the-agreement is knowing and
16 |voluntary. GENENTECH's execution of and'ept:y.intO'the plea

17 agreement is done with our consent.

18
19 {DATED: Ma..\_l.\‘?‘i'? : \.DNJPK
20 : - DAVID P. 1.ING
: Hogan & Hartson, L.L.P.
- .21 . .
- 22 |DATED: M««\'l. 1999 ' Thoweo . Su)ulmn;],,, Dy )
' : _ THOMAS P. SULLIVAN
23 _ Jenner & Block

24 | - - ' . ..
2.5_DATED:,¥7/?;\ ] @:fl%;_\

Topel & Goodman
26 o
: Counsel for Defendant GENENTECH, INC.

PLEA AGREEMENT ' 10
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UNITED STATES' Signature

DATED: April 14, 1999

ROBERT S. MUELLER,_III_
United States Attorney-

Uy It

REW M. SCOBLE

Assistant United States Attorney

L - I T I ™ R
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18
19
20
21
22
23
24
25
26
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SETTLEMENT AGREEMENT

I. PARTIES
This Settlement Agreement ("Aéreement”) is eutered into between tlze United States of
A:neﬁua .("Un?ted States"), acting through its Department of justice and the.Unite.d States
Attorney's Office for the Noﬁhem District of California, and Genentech, Inc. (“Genentech™) .

(sometimes collectively referred to as the “Parties”).

1. PREAMBLE
As a preamble to this Agreement, the Parties agree to 'the following:

"A. Genentech is a Delaware corporation thut maintains its headquarters in South San |
Francisco, Cahforma Genentech is a pharmaceutical company that develops, manufactures and
distributes prescription drugs |

B. Genentech is entering a plea of guilty to-an Information alleging that i-t"dist-ributed a
misbranded drug in intefstat_e commerce in violation of 21 U.S.C. §§ 331(a), 333(a)(2), and 352, in
a matter captioned United States of America v. Genentech, Inc., No. CR 99-0141 MII (filed in the
' Northem District of Cahforma, April 30, 1999);

C. Dunng the relevant time period, Genentech manufactured and marketed Protropin, a
human growth hoﬁ'uone.

D. In 1985, the United States Food and Drug Administre_ltion' (“'_FDA") granted approval to
Genentech to market and distribute Protropin for a single approved medical use, the long-term
treatment of children who have growth failure due to a lauk_of adequate. _endogenou§ growth

hormone secretion.

Etueoit G, 12



E. OnDecember 17, 1985, the FDA granted orphan drug status to Protropm under the
Orphan Drug Act within the Food, Drug and Cosmetic Act which granted Genentech seven years
marketing exclusivity and certain tax beneﬁta. -

_F. During the rel.evant time period, the FDA did not approve any adtiitional uses for
Protropin although it did approve Nutropin, a human grqwth hormone similar to Protropin, in 1993

for the treatment of growth failure due to a lack of adequate endogenous growth hormone -

seéretibn, and in 1994 t’dr the treatment of chronic renal insufficiency.

G. Genentech marketed and sold Protropin for use by patients insured under étate.Medicaid
programs, 42 U.S.C. §§ 1396 et seq., and clailhs for payment were _shbmitted for Protropin to these
Medicaid Programs and were paid hy these Medicaid Programs. Simi-lar.ly,. Genentech marketed
and sold Protropin for use by patients covered by the CHAMPUS/ TRICARE program and claims |
for payment were submitted to and paid by this program.

H. The' Urtited States contends that it has certain civil claims against Genentech under the
False 'Claims Act, 31 U.S.C. §§ 3729-3733; and/or the common law theories of payment by mxstake
of fact, unjust ennchment breach of contract and fraud (a) for the sale and promotion of Protropin
in interstate commerce with the intent that it would be used in the treatment of medtcal conditions

-for whlch no FDA approval had been granted, in violation of federal law, durmg the penod October
1985 through June 1994, whlch conduct is described more specifically and fully in paragraphs 2 and
4 of the Plea Agreement attached hereto as.Exhibit A and the entirety of the Stipulated Statement

of Facts attached hereto as ‘Exhibit B, and (b) dunng the period October 1985 through June 1994
for causing the submxssxon of false claims for Protropm to Medtcaxd Programs and/or

CHAMPUS/I'RICARE or making false statements to get a false or fraudulent claim for Protropin

-2-
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paid by the Medicaid and CHAMPUS/TRI.CARE Programs to the extent that such claims were
paid for by federal funds (collectrvely the "Covered Conduct").
I. Genentech denies the contem'io'ns of the Urﬁred States as set fortﬁ in Preamble Paragraph |
: H above. | .
J. To avoid the delay, uncertainty, inconvenience and expense of protracted litigation of

these claims, the Parties reach a full and final settlement as set forth below.

R X W R e T e

H1.-TERMS-AND-CONDITIONS——

NOW, THEREFORE, in consrderatlon of the mutual promises, covenants, and obligations -
set forth below, and for good and valuable consideration as stated herein, the Partres agree as
follows:

1. Genentech agrees to pay to the ﬁMted Siatee the sum of Twenty Million dollars
(320,000,000) (the "Sett]ement Amount"). Genentech will pay the Settlement Amount by
electronic ﬁmds transfer pursuant to written mstruetxons to be provided by the United States
~ Attorney's Office for the Northem District of Cahforma Thls Settlement Amount shall be pa.rd to
the Umted States on the date that the United States Drstnct Court for the Northem District of
. Cahforma imposes sentence on Genentech in accordance.with the Plea Agreement between the
United States and Genentech, a copy of whrch is attached hereto as Exhibit A,

2. Genentech releases the Umted States and each of its agencies, ofﬁcers agents,
employees, and contractors and their employees from any and all clmms causes of action,
adjustments and set-offs of any kmd ansmg out of or pertammg to the Covered Conduct, mcludmg

-

the i 1nvesngatnon of the Covered Conduct and this Agreement

CROM DA s s va g, -—
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3. Conditioned upon Genentech's pryment in full of the Settlement Amount, the Unitéd
States agrees to release Genentech, its Prea:cessors, Successors, assigns, and affiliates aﬁd any of
their current oxl' former directors, ofﬁcer.s ad employet;.s in such capacity froTn any civil claim the
United States has or may have ﬁnder the Fase Claims Act 31 US.C. §§ 37.29-3733 or the

common law theories of payment by mistace of fact UﬂjUSt ennchment ‘breach of contract and

fraud for the Covered Conduct and to the eztent, and only to the extent that federal funds were

used for payments by the Medicaid Prograr:s (the "federal participation" in Medjcaid) and/or the
Civilian Health and Medical Program of the Uniformed Services (“*CHAMPUS"Y TRICARE
Programs. The quted States expressly-resnves any claims against any enﬁties aﬁd individuals
- other than Genentech, its predecessors, suc: essors assxgns and affiliates and any of their current or
former directors, officers and employees:

-4. Notwithstanding any term of this Agreement, specifically reserved and excluded from the
scope and terms of this Agreement as to any ermty or person (mcludmg Genentech) are any and all
of the followmg

. a. Any criminal, civil, or administrativé liability that Gengntech has or may ha\_ré to
any state Medicaid Program, 6r any other siafe or local program that paid for, Protropin treatment
and/or paid for the purchase of Protropin. This Agreement does not releasé any cﬁminai, civil, or
administrative claims whatsoever that any state, or agent or agency of a state, has or may have

- against Genentech, | |
b. Any civil, criminal or administrative claims ansmg under Title 26, U S. Code
(Intemal Revenue Code); |

. Any criminal liability; -

@(Wé /5



d. Any administrat.ive liability, including mandatory or permissive exclusion from
federal health care programs; suspension or debarment from federal contracts, and/or claims for
defective pricing, pricé reductioﬂs, and/c;r pricing \_/iolaiions;

e. Any liability to the United States (or its agencies) for any ;:ondt;ct other than the
Covered Conduct; |

f. Any claims based upon such obhgatlons as are created by th1s Agreement

- g?AnyrexpTEssUﬁTTéﬂ warranty claims or other claims for defecuve or deficient
products or services, including quality of goods and services, pr_ovided by-- Genentech;

h. Any claims based on a failure to deliver items or semces billed;

i Any claxms against any individuals, mcludmg current or former officers and
. employees who are cnmmally. indicted or. convicted of an oﬁ'ense or who enter a criminal plea
related to the Covered Conduct, and |

j- Any claims brought by any state.

5. This Séttlemem Agreement may be declared ;1ull and.void by either the .United States or |

~ Genentech if the United States District Court for the Northern i)istn'ct of Califomié does not
accept in its entirety the Plea of Guilty and Statement of Facts attached hereto .as Eihibi;s A'and B.
In the event the United States or Genentech declares this Settlement Agreement null and void: )]
the United States shall, within a prompt manner after such declaration, Teturn to Genentecti any
payment made to the United States under this Settlement Agreement, in the amount of the principal
of such payment without any actual or lmputed mterest and-(ii) Genentech agrees that all
apphcable statutes of hmmmons shall be tolled from the date of thls Settlement Agreemem until the

date on which this agreement is declared null and void, and the entire time period subject to such

5.
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tolling shall not count in any proceeding brought by the United States against Genentech for
purposes of any statutes of limitation,. laches, or other time-based defenses.
6. Genentech waives and will not assert any defenses it may have to any criminal

prosecution or administrative action relating to the Covered Conduct, which defenses may be based

in whole or in part on a contention that under the Double Jeopardy or Excessive Fines Clause of

"the Const:tutton this settlement bars a remedy sought n such criminal prosecution or

dministrative-sction—Genent &ﬁ agrees that this Settlement Agreement and Settlement Amount js

. not punitive in purpose or effect for purposes of the Double Jeopardy or Excessive Fines Clauses.

Nothing in this paragraph or any other provision of this Agreement constttutes an agreement by the

United States concerning the characterization of the Settlement Amount for purposes of the

- Internal Revenue Laws, Tt_tle 26 of the United States Code.

7. Genentech agrees that all costs (as defined in the Federal Acquisition Regulations
("FAR") § 31.205-47 and the regulations promulgated thereunder) incurred by or on behalf of

Genentech in connection with: (1) the matters covered by this Agreement, (2) the Govemment'

" audit(s) and civil and any criminal investigation(s) of the matters covered by this Agreement 3)

- Genentech's investigation, defense, and corrective actions undertaken in response to the

Government's audit(s) and civil and any criminal mvesttgauon(s) In connection with the matters
covered by thls Agreement (including attomney's fees) (4) the negotratlon of this Agreement and
(5) the payment made pursuant to this Agreement, are unallowable costs on any Governmerit
contracts including, but not hmtted to the Meédicare Program, Medicaid Program, TRICARE
Program, Veterans Affairs Program (VA), Federal Employee Health Beneﬂts Program (FEHBP)

and Railroad Retirement Board (RRB) (hereaﬁer "unallowable costs") These unallowable costs

-6~
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~ will be separately estimated and accounted for by Genentech, and Genentech will not charge such
unallowable costs directly or indirectly to any contracts with the United States or any state
Medicgid program, or seek payment for'suc_h un_allowai:le costs throdgh any cost report, cost
_statement,linfonnation statement or payment request submitted by Genenteeh or any. of its

subsidiaries to a federally subsidized program such as the Medicare, Medicaid, TRICARE VA,

FEHBP and RRB .programs.

- .-fTM;%gN?éﬁféﬁﬁﬁﬁiﬁﬂ’e?ﬁ“B’é‘ for the benetit of the Parties only, and by this
instrument the Parties do not release ahy claims eg'ainst any other person or entity.

9. Genentech agrees that it will not 'seek payment for any of the health care bi]iiegs covered .
by this Agreement from any health care beneficiaries oi their parents or sponsors, Genentech
waives any causes ot_‘ action against .th'ese beneficiaries or their parents or spoheors based upon the
claims for payment covereel by this Agreement.

+10. Each party to this A_greement will bear its own legal and other costs incurred in
connection with this matter, including the preparation and perfqnnenc'e_ of this Agreemeni.

11. Genentech represents that this Agreement is freely and voluntarily entered into without
any degree of duress or corﬂpﬁlsion whatsoever.

12. This _Agreement is governed by the laws of the Ur."-ed States. The Parties agree that
the exclusive Junsdlctlon and venue for any dispute ansmg between and among the Parnes (but not |
any o;her persons or t}uljd-partles) under this Agreement will be the United States District Court for '

the Norther'n”District of California.

Exhot &, 18



13. This Agreement, mcludmg Exhibits Aand B which are incorporated by reference,
constitutes the complete agreement between the Parnes This Agreement may not be amended
except by written consent of _the_Pames.

14. The undersigned individual signing this Agfeement on behalf of .Genen.tech_ represents |
and warrants that he is authorized pursueht to a resolution of the Board of Directors of Genentech,

a copy of which is attached to the Plea Agreement, tb execute this Agreement on behalf of -

Genentech. The uhdersigned United States signatories represent that they are signing this
Agreerﬁent in their official cepacities and that they are authorized to execute tﬁis Agreement.
15. This Agreement xﬁay be executed in counterparts,.egeh of-which constitutes an on'ginel
“and all of which constitute one and the same agreement.
16. The Parties agree that this Agreement does not constitute an admission by any person
or entity with respect to any issue of law or fact.

: IR
15. This Agreement is effective on b’) i

, 1999,

TES OF AMERICA

DAVID W. OGDEN
Acting Assistant Attorney General

| | ROBERT S. MUELLER, Il
' Unjted Eatzﬁmo ey
Dated: M :{' \‘l‘(q By: g&t d&E/ AU&%
' . M: Swanson :
' Assxs ant Umted Sta S Attomey

\

GENENTECH INC

Dated: ({\ Cey | | [1-\ By: '\ A '\,(,lp :Ip AL
. 5 / 7
Cyn ia J. Ladd L
- Vicé President, Corporate Law

-8-
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- HOGAN & HARTSON, LL.P.

Dated: May T, 1915 By \Dad0V.
' " David P. King
Counsel for Genentech

9.
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{UNITED STATES OF AMERICA

ROBERT S. MUELLER, ITI
United States Attorney

ANDREW M. SCOBLE- _ :
Ass;stant United States Attorney

Attorneys for Plaintiff ) IR S
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— UNITE ATES DISTRICT COURT
NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA, NO. CR..

Plaintiff, PLEA AGREEMENT
GENENTECH, INC.,

)
)
)
v. )
)
)
Defendant. )

: ' )

Department of Justice, by the United States Attorney s Office for the

Defendant GENENTECH, INC. (GENENTECH), a Delaware corporatlon,
by and through its counsel of record, as ratified by lts Board of

Dxrectors, enters into thls Plea Agreement with- the United States

Northern District of California (the “United states"), pursuant to
Rule 11(e) (1) (C) of the Federal Rules of Crlmlnal Procedure. This
Agreement binds only the United States, as deflned hereln, not any

state or local prosecutlng authorities.

PLEA AGREEMENT e ........-.....................r....f........-.-u.u.....‘.......................-....' .. e e esen e
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'DEFENDANT'S PLEA

1. GENENTECH agrees to waive indictment and plead guilty to a
one count information charglng the. Introductlon of a~Mlsbranded Drug
in Interstate chmerce, in v1olatlon of 21 U.S.C. §§ 331(a),

333(a)(2), and 352.

~

10

11 -

12

13

14

15

16

17
18
19
20
21
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24
25
26

[
1

“PHE"NATURE OF THE OFFENSE—

2.  GENENTECH understands that at any trial the government

[would be required to prove the following elements of the offense to

which it‘is pleading guilty:

a. GENENTECH produced Protropin, which was a “New brug”
within the meaning of 21 U.S.C. §§ 321(g) (1) and (p).

b. A New Drug must‘be approved by the United States-Food
and Drug Administration (“FDA") before it may be introduced into
interstate commerce for use in medical treatment.

c. The FDA may 11m1t its approval of a New Drug to the
treatment of one or more specific medical conditions. If a New Drug
has been approved for use in treating a specific condition or
conditions, it may not lawfully be promoted and introduced into
interstate'cpmmerce for use in the treatment of other conditions for
which FDA approval has uot been granted.

d. Shlpments of New Drugs 1n 1nterstate commerce must be
accompanied by adequate 1nstruct10na1 1abe11ng descrlblng the
intended medical uses for the drug.

e. In 1985, GENENTECH obtained FDA approval to prompte

and distribute Protropin for a single specified medical use: “the

PLEA AGREEMENT | ' 2
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'long-term treatment of children who have growth failure due to a lack

of adequate endogenous growth hormone secretion.”

£. bespite the foregoing'limitation,;frop'0ctober 1985
until June 1994, GENENTECH promoted and introduced Protropin in
interstate .commerce for use in treatment of other medical conditions,

for which GENENTECH did not have ‘'FDA approval. Moreover, the

15
16
17
18
19
20
21
22
23
24
25

26

labelin mtha£=aeeempan%ed=shipments—of=Protr6§Tﬁ*ﬁ=ﬁta1ned no
instructions for use of the drug in treatment of those other medical
conditions.

g. In promoting Protropln for unapproved uses, and in
dlstrlbuting Protropin in interstate commerce w1thout 1nstruct10nal
labeling relatlng to those ‘uses, GENENTECH acted with the intent to
mislead the Food and Drug Adm1n1stration.

THE MAXIMUM STATUTORY PENALTIBS

3. GENENTECH understands that. the maximum statutory penaltles
for the offense to whlch it is pleadlng guilty are:

a. Five Years' probation;

b. Fine of the greater of $500,000 or twice the- pecunlary
gain to GENENTECH; '

c. Mandatory special assessment of $400, which 1s to be
paid at the time of sentencxng,

d. Restltutlon as ordered by the cCourt.

FACTUAL BABIS

-

4. GENENTECH is guilty of the offense to. whlch it w111 plead
guilty, 1nclud1ng all of the elements as set forth in Paragraph 2

above. GENENTECH agrees that the following facts are true:,

PLEA AGREEMENT- : 3
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a. GENINTECH produced Protropin, which was a drug within

3 |
2 |the meaning of 21.U.8.C. 55.321(g)¢1)'and (p) -

3 b. A New Drug must be approved by the United States Food

4 land Drug Admini#tratibn (“FDA”Y before it hay be introduced into

5 linterstate commerce for use in medical treatment.

€ . c. The FDA may limit its approval of a drug to use in the
7 tfeatmént of one or more specific medical conditions. If a drug has

8

10
11
12
13
" 14
15
16
17
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been approved for. use in treating-é épecific condition, it may not

__,,;_4L—izwfﬁIT?ng‘;fombted and introduced into interstate commerce for use

in the treatment of other conditions for which FDA approval has not

‘ been granted. |

d. Shipments of FDA-approved drugs in interstate commerce
must bé accompanied by instructional labéiing describing the FDaA-
approved uses for the drug. |

e. In 1985, GENENTECH ébtained.FDA approval to proﬁote
Protropin for a single specifiéd medical use: “thellong-term
treatment of children who have growth failure"dué to a lack of
adequate endogenous growth hormone secretion.”. |

£. From October 1985 until June 1994, GENENTECH promoted
and introduced.Prqffopin in interstate commerce for use in treatment’
of other medical cénditions, for which GENENTECH did not have FDA-
approval. Moreover, the labeling thét accompanied shipmen;s of
Protropin contained no instructions for use‘of the drug in treatment
of those oﬁher medical conditiohs.

g. In promoting Protropin for unapproved uses, and in

distributing Protropin in interstate commerce without instructional

PLEA AGREEMENT 4
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labeling relating to those uses, GENENTECH acted with the intent to

2 |mislead the Food and Drug Administration.
3 WAIVER OF RIGHTS N
4 5. 'GENENTECH understands and agrees that by pleading guilty it
5 jis giving up the following rights which it would haQe if the case
6 |went to tri#l: | |
7 —a——the—Tights—to-pTeadTot—guilty, —€o—b& presuned
8 [innocent,. and to require the government to prove all of-the.elements
S jof the crimes beyond a reasonable doubt;
10 b.  the right to a'épeedy'and public jury trial with the
11 |assistance of an attorney;
12 | c. the right to a unanimous jury verdict;
13 d. the right to confront and cross-éxamine_gdvérnment
14 {witnesses; .
15 e. the right to present evidEnce_and/dr witnesses on. its
gs own behalf, and to compﬁlsory process;
17 f. the right.not:to present evidence or havé»adgerse
18 [inferences drawn if it did not do so;
18 . g.- the rights to pursue any affirmative defénses, Foufth
20 jor fifth Amendmgnt claims, or any other clainms presented or that
21 lcould be presented in any pretriallor posf-trial motion;
22 h.. - the rights to both appeél and'collaterallf attack,.the
53. guilty plea, the judgment of guilt, ofders'of the court, and any part
24 lof the-#entence imposed by the Court; and . ‘ 
25 i. the right to be indicted by a grand jury for the
26

felony charge to which it is pleading guilty.

PLEA AGREEMENT ' : 5
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S8ENTENCING PROCEDURES AND FACTORS

6. If acceptable to the Court, the parties agree to waive the
presentence investigation and report pursuant to Rule 32(c) (1) of the
Federal Rules of Criminal Procedure and ask that the defendant be
sentenced at the time the gul;ty plea is entered.

7.  GENENTECH understands that, notwithstanding Paragraph 6 and

W W (N " A W N

-
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11
12
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14
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Sehtencing Guidelines.

8. The parties agree to ‘the following Sentenqing Guideline
calculations (pursuant to the November 1, 1998 revision of the
Sentencing Guidelines)'

_ a. Pursuant to U.s.s.G. ss 8C2.1 and 8C2.4(a)(2), and.
U.S.S.G. § 2F1. 1, the base offense level is 22.
' b.  Pursuant to U.5.S.G. §§ 8C2.1 and 8C2.4(a)(2), and
U.S.5.6. § 2F1.1, since the offense involved more.than minimal
planning, the adjustsd offense level is 24.
' C. ' Pursuant to U.S.S.G. § 8C2.5(a) and (b).(2), the
culpability score is 9.
| d. Pursuant to U.S.5.G. § 8C2.5(g) (2), the flnal
culpablllty score is 7.
e. Pursuant to U.S.S.G. § 8C2.6, the minimum multiplier-

is 1.40 and the maximum multiplier is 2.80.

£. Pursuant to U.S.S5.G. § 8C2.7, the Guidelines fine

Pﬂ;égzépb=2,helnu*nixsasen;encingsisﬁge¥esﬁeé=by=%he~ﬂn&t@dmstatesmmm*‘“

range falls between_a minimum of $29,500,000 and a maximum of

$57,800,000.

9. Pursuant to U.S.S.G. § 8B1.1(a)(1)(1991), the Court

PLEA AGREEMENT : . 6
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may enter A resﬁitution order in accordance with 18 U;s.g; §§ 3663~
3664,

9. Pu;suant to Rule 11(e) (1) (C) of the Federal Rﬁles.of
Criminal Procedure, the parties agree that an apptbpriate dispositioﬁ

of this case is that GENENTECH receive the following sentence within

the guidelines range:

O ® U o s W N

e
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12
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& GENENTECH WIlIl not be placed on probation.
b. GENENTECH will pay a criminal.fine of $30,000,000.
c. GENENTECH will pay réstitution in the amouﬁt_of
$20,000,000 pursﬁant to a civil settlement agreemeht between the
United States and GENENTECH, which will be entered into in
conjunction with this Plea Agreement (the "Civil sSettlement
Agreement”). A copy of the Civil Settlement Agreement will be
attached as Exhibit A to this Plea Agreement and incorporated by
reference hefein. . ,
d. GENENTECH will.pay a special assessment of $400.

10. The amounts listed in Paragraph 9(b) .and (c) above shall be

paid to the Financial Litigation Unit, United States Attorney's
Office, Northern District of Célifornia, by FEDWIRE. Payment of all

amounts described in Paragraph 9 above shall be made in full on the

date of sentence.

11. GENENTECH understands that_nothihq in this agreement
pPrecludes any private partj from pursuing any-éivil remedy against
GENENTECH, and GENENTECH agrees that it will not rﬁise.this agréemenf
or. its guilty plea as a defense to any such civil action.

12. GENENTECH further gndérstandS'that this agreement does not

PLEA AGREEMENT - 7

Ext oG A8



0 0 A& w N

Ibind the Internal Reuenue Service (“IRS"). Further, GENENTECH

Junderstands: that the Unlted States-'takes no position as to the proper

tax treatment of any of the payments made by GENENTECH pursuant to
this Plea Agreement or the civil Settlement Agreement. .
13. GENENTECH understands that both the United States and

GENENTECH retain the rlght to withdraw from th1s Agreement and this

10

11

12

13 |

14

15 |

16

17

18

20
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22
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26

Agreemeﬁt will be null and voigqd, 1f the Court rejects the Agreement
and refuses to be bound by the sentence agreed to in Paragraph 9.
14, GENENTECH and the United States also both retain the right
tO'withdraw from this Agreement, and thls Agreement will be null and
void, if the Civil Settlement Agreéement is not executed by the date
of acceptance of this Plea Agreement by the court.
15. GENENTECH understands and agrees that, should. 1t w1thdraw
1ts plea in accordance with Paragraph 13 and/or Paragraph 14, it may
thereafter be prosecuted for any criminal. vioclation of which the
government has knowledge, notwlthstanding the explration of any

appllcable statute of 11m1tatlons following the 51gn1ng of this

any statute of limitations as a defense to any such prosecution,
except to the extent that the statute of llmltatlons would have been
a. defense pursuant to the terms of a Tolling Agreement between’ the

parties dated October 9, 1998, and all subsequent extensaons of that

Tolling Agreement.

THE UNITED BTATBS' COMMITHBNT

16. In exchange for GENENTECH's gullty plea and its performance

PLEA AGREEMENT ) _ 8
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of its other obligations under this Agreement as set forth above, the

2 |United States agrees to do the following:
30 a. It will not file any other criminal charges agalnst
GENENTECH, or its present or former officers,
4 directors, or employees for offenses .relating to
conduct in connection with the manufacture, marketing,
5 sale or promotion of Protropin during the period
6 October 1985 and June 1294, and, |
b. It will agree, pursuant to Rule 1li(e) (1) (C), to the
7 sentence set forth in Paragraph 9 above.
. . —
9 MODIFICATION OF PLEA AGREEMENT
10 17. This Agreement sets forth all the terms of the plea -
i1 agreement between GENENTECH and the United States. GENENTECH
12 fjunderstands that no modifications of or additions to this Agfeement
13 lshall be valid unless they . are in wrltlng and 51gned by the United
J14 States, GENENTECH'S attorney, and a duly authorized representatlve of
15 }GENENTECH.
16 STATEMENT mr' GENENTECH -- KNOWING AND VOLUNTARY PLEA
.17 This Agreement has been authorized, fellowing'consultation with
18 jcounsel, by the GENENTECH Board of-Directots, by corporate resolution
19 fdated February 10, 1999. A certified copy of the corporate
20 {resolution is attached as Exhibit B to this agreement and
21 incorporated-herein; Eicept as set forth in this piea agreement,
22 {GENENTECH has recelved no promises or inducements to enter its guilty
23 plea, ‘nor has anyone threatened ‘GENENTECH or any other person to
24 |cause it to enter its guilty plee.
25 | |
. 26
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1 [Dated: | 7 7
NU:) (14499 :
2 ' dd Vice President,
Corporate lLaw, Legal Department,

3 GENENTECH, INC.

4 . .

5 DEFENSBE COUNSEL AFFIRMATION -~ HOWING AND VOLUNTARY PLEA

6 We have discussed with and fully explained to GENENTECH: the

7 {facts and circumstances of the case; all rights with respect to the

8 |offense charged in the Information, pos51b1e defenses to the offense
9 charged 1n the Information; all rights with respect to the Sentenc1ng
10 JGuidelines; and all of the conSequences of entering into this Plea
11 lagreement and entering guilty'plea,' We have-reviewed the entire plea
12 agreenment with our client through its authorized representatives.
13 |In our judgment, GENENTECH, through 1ts authcrlzed representat1ves,
14 understands the terms and conditlons of the plea agreement, and we
15 |believe GENENTECH's decision to sign the agreement is knowing and
16 {voluntary. GENENTECH's execution of and entry..into the plea
17 |agreement is done with our consent. -
18 . _ .

19 [DATED: M‘t\ 71,1949 \DM.)P K
20 o - DAVID P. KING

Hogan & Hartson, L.L.P.

21 . . ' :

22 |DATED: M’l,ﬂ‘i‘\ _ Thowee £, Qo

| : THOMAS P. SULLIVAN

23 - - Jenner & Block -

”DATED:,§7 // - '
25 / 77; . "WILLIAM M. GOODMAN
. Topel & Goodman
26 :

Counsel for Defendarnt GENENTECH, INC.

PLEA AGREEMENT 10
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UNITED STATES' Signature

DATED: April 14, 1999

ROBERT 5. MUELLER, III
United States Attorney

Assistant United.States Attorney
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ROBERT S. MUELLER, IIT
United States Attorney.

2- ANDREW M. SCOBLE
3 Assistant Unlted States Attorney
4 [|Attorneys for Plaintiff SR
s UNITED STATES OF AMERICA
6
7 UNITED STATES' DISTRICT COURT
8- uuRTHERN"DISTRICT-5F=fKtTT3§ﬁIA i
10 |UNITED STATES OF AMERICA, ) NO. CR. @9 . r4s [,41_/_,)
11 Plaintiff, ; STIPULATED STATEMENT
. ) QF_FACTS
12 v. ) '
13 |GENENTECH, INC., ;
14 - Defendant. ;
15 _ )
1»6. 1. The defetxdant_ GENENTECH, INC. (“GENENTECH") is a _
17 Delaware corporation with its main-office in south san Francisco,
18 California. GENENTECH engages in, among other.things, the
19 'development, manufacture, premotion,‘sale and interstate distribution
20 of ‘prescription drugs.
21 2. The United states Food' and Drug Administration (“FDA")
22 tis the agency of the United States government respons;ble for _
23 protecting the health and safety ‘of the Amer;can public by ensuring,
24 jamong other things, that new prescription drug products (“New Drugs”)
‘25 are safe and effective for their intended_medical uees. The FDA
26

carries ogt its responsibilities, in part; by requiring ‘drug

PYH. 13 .L_(—ru g AGT -
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éompaniés and others seeking to market and distribute New Drugs to

obtain FDA approval before doing so.

26

3. The FbA may limit.its approval of a Ngw Drug to the
4 |treatment of one or more specific medical.conditions. If a New Drug -
5 |has been approved for use in treating a épecific'medicél condition or
6 [conditions, it may not léwfully be promoted and introduced into
7 ntepstate—cemmeree=%er=use=tn=the*treatment=bf=6fﬁﬁf“63ﬁ31f1ons for "
8 |which FDA approval has not been granted. .
9 4. Shipments of FDA-approved New Drugs ih interstéte
10 jcommerce must be accompanled by adequate 1nstructional labelzng
il descr1b1ng the intended medical uses for the drug.
12 ' 5. One drug that GENENTECH produced was Protropin, a
13'-synthet1c growth hormone that was a “New Drug within the meaning of
14 21 U.s.c. § 321(g) (1) and (p).
15 6. In October 1985, GENENTECH obtained FDA.I approval to
16 [promote and distribute Prbtropin for a single specified medical use:
17 |“the long-term treatment of children who have growth failure due to a
18 flack of adequate endogenous growth hormone secretion.” ‘ ‘
i9 7. -Despite the foregoing limitation, from in or about
20 October 1985 untll June 1994, within the Northern District of
21 fCalifornia and elsewhere, the defendant GENENTECH promoted'ané
.22 |jintroduced étotrppin in interstate commerce with the intent that it
23 jwould be used in the treatment of other medical conditions, for which
24 {GENENTECH did not have FDA approval. Moreover, the labeling that
25 faccompanied shipments of Protropin contaiﬁed no inétruétions for use

Jof the drug in treatment of those other medical conditions.

2
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5. In promoting Protropin for unapproved uses, and in
dlstrlbutlng Protropin in- interstate commerce without instructional

labeling relating to those uses, GENENTECH acted with the intent to
mislead the FDA.

DATED: 7,139 \,S)m.)P
' : ‘Moﬂ DAVID P. T«ING

)
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25
26

SRS ' HEgan & Hartson, L.L.D.

DATED: Mow T, 1794 ' Thomes P, Silhwin b 0P
: THOMAS P. SULLIVAN
"Jenner & Block

| DATED: 4-7 (= | W" —

WILLIAM M. GOODMAN
" Topel & Goodman

Counsel for Defendant GENENTECH, INC.

'UNITED STATES' Bignature

DATED: 5/05/0{"\ : . ROBERT S. MUELLER, III
. United States Attorney -

M. SCOBLE - ,
Assistant United states Attorney
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" APPENDIX A

WHEREAS, the. Company has been the target of a grand jury investigétion
conducted by the United States Department of Justice, the Food and Drug Administration
("FDA") and the Attorney's Office for the Northern District of California;

WHEREAS, the investigation has focused on allegations thal during lhe time period
1985 to June 1994, the Company promoted its human growth hormone products for uses
_beyond those approved the FDA,

WHEREAS, the Company has retained counsel and has engaged in an extensive
review of the conduct alleged by the government investigation;

WHEREAS, both Company counsel and outside counsel have engaged in
negotiations with the government agencies involved in the investigation;

WHEREAS, the Board of Directors formed a specidl committee to consider an
appropriate resolution of the investigation and the special committee has been thoroughly
briefed regarding the status of the investigation and the proposed resolution;

WHEREAS, the special c-ommittee has recommended in favor-of resolulion of the
dispute in the manner described below;. and

WHEREAS the Board of Dlrectors has this day carefully considered and thoroughly
discussed the proposed resolutlon

RESOLVED; that the Board defermines it is in the best interests of the Company to
resolve the investigation; and approves the resolution negotiated by Genentech's counsel
and previously approved by the special committee, in which the Company will enter a plea
of guilty to one count of promoling human growth hormone for an unlabeled use during

the lime frame 1985 to 1994, and make a payment to the United States in the amount of
$50,000,000;

RESOLVED FURTHER, the officers of the Company and each of them are
authorized to execute such documents, make such court appearances, and take such
further actions as necessary to resolve this matter.
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Secretary's Certificate

I, Cynthia J. Ladd, hereby certify that I am the duly
elected and acting Assistant Secretary of Genentech, Inc.
(the "Company") and that the attached hereto as Appendix
"A" is a true and correct copy of a resolution adopted
February 10, 1999 by the Genentéch Board of Directors and
that this resolution has not been rescinded or modified and
remains in full force and effect.

Dated: May 6, 1999 C.u,’\/UC!\,; ;C\ I "LJ/
Cynthia J. L&dd

Assistant Secretary

L L I R R I R R R I I O OO Bt

" WAEINVEID NN IS 20000022080 LU M Y R/ AR Y YN N ] l'd.-a!:i AL X XN Y] I.C.A.'--&S'.'kﬂ.l ity - T att)? 208,000 8 00008 9%

#61287.]

Exhebid, & 39



FILE cCoPY
gdl
United States District Court
for the
Northern District of California
May 14, 1999

* % CERTIFICATE OF SERVICE #* *

Case Number:3:99-cr-00141

UsA
vs

Genentech, Inc.

I, the undersigned, hereby certify that I am an employee in the Office of
the Clerk, U.S. District Court, Northern District of California.

That on May 14, 1999, I SERVED a true and correct copy(ies) of

the attached, by placing said copy(ies) in a postage paid envelope
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RITUXAN™
Rituximab

DESCRIPTION
The RITUXAN (Rlcuximab) antibody s & icall; chimeric murine/ty mono-

(qmsxljua

€venis upon reireatment was similar to thal reporied following the first course, although the inci-
dence of specific sdverse cvents differed (s0e ADVERSE EVENTS). Al patients had obuined an
objective clinical response (CR or PR) 10 the first course of RITUXAN™ (Riximab); upon
rewreatment, 6 of 12 phtients evaluable for response obiained 5 complete or pwtial remission,

Twenty patipnis with relapsad or refractory, bulky (single lesion of >10 ¢ in diameter), low

clong) antibody direcied agsingt the CD20 antigen found on the surfuce of normal snd malignonk
B lymphosytes. The sntibody is an 150, kappe immunoglobulia coniaining murine light- snd
heavy-chain varisble reglon sequences and human consiant region sequeaces. Risuximab Is com-
posed of two heavy chains of 451 amino eckis and two Light chains of 213 amino acids (basod on
cDNA analysis) and has an approximats molecular weight of 145 kD. Rituximab bas a binding
affindy for the CD20 antigen of approzimataly 8.0 aM.

Tho chimeric anli-CD20 antibody is produced by insmmalian cell (Chineso Humster ovary}
suspension culture in a Rutriens medivm q e antibioti icin, Gt icin is
oot deteciabie in the finsl product. The ant-CD20 antibody is purificd by affinity and jon
exchange chromatography. The purification process includes specific vira inactivalon and

remova) procedures.

RITUXAN s a sierile, clear, colorless, prescrvative-free liquid for [(\7]
administration. RITUXAN s nupplied o1 a concentration of 10 mg/mL iz efther 100 mg (0 mL)
or 500 mg (50 mL) slngle-use vials. The product is for i ion in
9.0 mg/mL sodium chlonide, 7,35 mg/mL sodium ci 80.and
Starils Water for Injection. The pH i adjusied 10 6.5,

for
dihydrate, 0.7 mg/mlL rbi

CLINICAL PHARMACOLOGY
General

grade NHL received 375 mg/m?® of RITUXAN s four weekly infusions, The overall Incidence of
adverse events and Lhe incidence of Grade 3 and 4 adverse eveats was higher in prtients with bulky
disease than n patients with non-budky discase (see ADVERSE EVENTS), Ten of 21 patients
cvaluable for response have oblained & complete or partial remlssion.

INDICATIONS AND USAGE
RITUXAN s indicsied for the wreatment of patens with relapaed of refractory low-gmde or fol-
licular, CD20 positive, B-cell non-Hodgkin's lymphoma.

CONTRAINDJCATIONS
RITUXAN is contraindicaied in paticnts with kouwn Type I bypesseniilivily or anaphyluctic reac-
Hans (o muring proteins or 1o any companent of this product. (See WARNINGS.)

WARNINGS .

RITUXAN is associaied with hypersensitivity reactions which may reapond to sdjustments in the
infusion raie. Hyp i 7 and angioed: have octwred in anocistion with
RITUXAN infusion as part of an infusion-related sympiom camplex. RITUXAN infusion should bo
interrupled for scvere reactions and can be resumed at a 30% redusction ia rate (e.g- from 100 mphw
10 50 mghw) when symptoms have compleiely resalved. Treatment of thore sympioms with
diphcnh ine and i i d: addl weatment with bronchodilators

Rituximab binds specifically (o the aniigen CD20 (human B ricied i
antigen, Bp35), & hydrophobic ranamembrane protein with a molecular weight of approximately
35 kD Jocated on pre-B and mazre B lymphocytes.'? The antigen is also expressed on >90% of
B-cell non-Hodgkin's lymphomas (NHL) but is ot found on hematopaietic stom cells, pro-B
cells. normal plasma cells or other vorma) ligsues.¢ CD20 regulates an omly step(s) in the activa-
tion process for cell cycle inidstion and differentintion,® and postibly funcilons as s calclum ion
chanoel.$ CD20 is not shed from the cell surface and does not interralize upon aniibody binding$
Free CD20 amigen s nat found in the circulationd

Pre-clinical Pharmacology and Toxicology
dechanism of Action: The Fab domadn of Ri b binds ta the CD20 antigen on B-lymphocy

phen is
or IV satine may be indicated. In mot cuses, patients who have experienced non-life-threatening
reactions have been able to complete the full caurss of therapy. {See DOSAGE snd ADMINJS-
TRATION.) Medleations for the treatment of hypersensltivity reactions, c.g., eplnephrine, anil-
histamines and corticosterolds should be available for immedinic uac in the event of 3 reaction dur-
Ing administrallon.

Infusions should be discontinued in the event of serious of lifc-throatening cardisc athythniss.
Patients who develop clinlcally significant arrhythmlas should undergo cardiac monlioring during
and afier tubsequent infusions of RITUXAN. Patients with preexinting carding conditions includ-
ing arrhythmias and angina have had recusrences of these evenis during RITUXAN therapy and

and the Fe domain recruits immune effector funcion to mediate B-cell lysis in wire, Possibke
mechaniams of cell lysis include complement-dependent eywtoxicity (CDC) and antibody-depen-
dent cellular cytotoxicily (ADCC). The antbody has been shown to induce spoptosis in the DHL-
4 human B-cell lymphoma lined

Normal Tissue Cr i inding was ohzerved on bymphoid cells in the thymua,
the white pulp of the spleen, and » majority of D-lympbosytes in peripheral blood asd Iymph
nodes. Litie or no binding was observed In non-lymphoid Gssues examined.

Human P
1a paticnis given single doses a 10, 50, 100, 250 or 500 mg/m? us &a IV infuslon, serum levels and
the hatf-life of Rituximab were propontional to dose. In 9 paticnts given 378 mg/m? as an 1V infu-
sion for four doses, the mean sorum half-life was 59.8 hours {range 11.1 o 104.6 hours) after the
first infusion and 174 hours (range 26 (0 442 hours) afler the fourth infusion. The wide runge of
half-lives may refiect the variable lumor burden among patienls and the changes in CD20 positive
{normal and malignant) B-cell populations upon repeated adminisications.

Rituzimab st » dose of 375 mp/m? was sdministered as an [V infusion e weekly intervals for four

should be monitored the Infusion and Immediate posi-iafuxion period.

PRECAUTIONS

Laberstory Monicering: Compleis blowd vounts (CBC) und platelet vounts shouk be abiajned at
regular intervals during RITUXAN therepy and more frequenily in patients who develop cytope-
nias (see ADVERSE EVBNTS).

Drug/Laboralory Interactions: There have been 0o (ormal dnig interaction stulies performed
with RITUXAN,

HAMAMACA Formstlon: Human anti-murine antibady (HAMA) was not detected in 67
patients cvaluaied. Leas than 1.0% (3/335) of patients evaluated for human anti-chimeric sntibody
(HACA) were pasitive, Patients who develop HAMAZHACA titenn may have allergic or hyper-
sensitivity reactions when treated with this or other murine of chimeric monaclonal antibodies,

The afety of immunization with any vactine, puniculazly live viral vacciney, fol-

duses W 166 patients, The peak and trough serum kevels of R were invenely

with basetine values for the nurber of circulating CD20 pasitive B cells aad measuses of diseasc
burden, Median sieady-siae sesom levels were higher for (0] P
however, no difference was found in the rate of elimination as measured by scrum half-life. Serum
Ievels were higher In patients with Intemational Working Formulstion (IWF) sublypes B, C, and
D as compared 10 those with subtype A. Rituximab was detecwble in the serum of patients three
o 5ix months after completion of treaument,

The profite of i when admini 45 3ix infusions of 375 mgi in
combinalion with six cycles of CHOP chemotherapy was similar to that seen wilh Rituiraab alone.

Administration of RITUXAN requlted in s rapid and sustained depletion of clrculsting and tis-
sue-based B cells. Lymph node biopsies performed 14 days afier therapy showed 8 decrease in
the percentage afl B-cells in seven of eight padents who had received siogle doses of Rinimsb
2100 mg/m2. * Among the 166 paticnts in the pivota) study, circulsting B-cells (messured as
CD19+ cells) were depleicd within the first three doses with sustained depletion for up1o 610 9
months post-treatmen Io 83% of patients. One of the responding patienss (1%). fafled to show
significant depletion of CD 19+ cells ufter the third infusion of Rituximab as compared 1o 19% of
the nanresponding patients. B-cell recavery hegan al approximately six moaths fallowing com-
pletion of treatment. Medinn B-cell levels returmed to normal by twelve months following com-
pletion of weatmens.

There were susisined and satistically significant reductions in both 1gM and 1gG serum levels
observed from S through 11 months following Ritaximah sdministration. However, only 14% of
patients had reductions in IgG andlor IgM scrum levels. resulting in values belaw the normal range.

CLINICAL STUDIES

A opan-label, singh study was in 166 patlonus with rciapsed or refmac-
tory low-grade o¢ tolhwular B-cell NHL who cecelved 373 mg/m* of RITUXAN given as an IV
infusion weekly for fuur doses, Paticnta with wmor masses >10 ¢m or with >5,000 lympha-
cytes/pl. in the peripheral blood were excluded from the study. The averall responss rate (ORR)
was 43% (B/166) with a 6% (10VI66) complete response (CR) and & 42% (70/)66) pantial
response (PR) rate. Di lated $igns and sy including B WeIe present in
23% (39/166) of paticnts al sludy entry and tesoived in 63% (25/39) of thase patients. The medl-
an time 10 onact of teapanse waa 50 days and the median duration of response is projecied to be
1010 12 months.

in a snultivarisie analysis, the ORR was higher in paticnts with IWF B, C, and D histologic sub-
types as compared to TWF A subiype (SB% vi. 12%), higher in patients whase largeyt lesion was

towing RITUXAN therapy hag not been studied. The abillty to gencrale 8 primary or anamnestic
humonl response o any vaccine hus also not been studied.

Carcinogenesls, Motagenesls, Impalrment of FertRity: No long-ierm animal studies have boen
4 10 establish the carci ic or ic poterndial of RITUXAN, or 1o determine its

effecis on fentifity in males or females. Individuals of childbearing potential shauld v effective

contraceptive methods during treatment and for up 1o (2 months following RITUXAN tncrapy.

Pregnancy Category C: Animal reproductiog studies have not been conducted with RITUXAN,
Itix not known whether RITUXAN can cause fetal harm when administered 10 @ pregnant women
or whether it can affoct reproductive capacity, Human 150  known 1o pass the placents! barries,
and thus may poientially cause fetal B-cell depletion: therefore, RITUXAN should be givenio 8
pregnant woman only if clearly needed.

Nursing Mothers: J1 {8 not known whether RITUXAN is excreted in human milk. Because human
150 is excreted jn buman milk and the potential for absorplion and immupouppression in the
infant is unknown, women should be advised 1o discontinue hurwing until circulating drug levels
are no Jonger deteciable. (See CLINICAL PHARMACOLOQY,)

Pedlntric Use: The safely and effectivencss of RITUXAN in children have not been establiched,

ADVERSE REACTIONS

Safety duia we based on 315 patients treated in five singlo-agent studies of RITUXAN. This
includes palicnts with bulky diseasc (Icalons »10 cm), those who bave recelved more than oac
voune of RITUXAN, sd patizats receiving 375 eng/m for eight doses.

Infusion-Related Events: An infusion-related sympiom complex consisting of fever and
chill/igors occumed in the myjority of patients during the first RITUXAN infusion. Other fre-
quent Infusion.celated sympioins Included nauses, urticaria. fatigue, beadschic, pruritus, bron-
chospasm, dytpnes, tensalion of tongue of twom swelling {sngioedema), rhimitis, vomiting,
bypotension, flushing, and pain at disease sitos, These reactions generally occutved within 30 min-
utes 10 2 hours of begianing Lhe first infuslon, and resalved with slowing os intemupton of the
RITUXAN infusica and with suppertive care (IV saline, diphenh and

The Incidence of infusion-relatd evenls decreased from 80% (7% Grade 3/4) during the firu iafy-

<8 cm vs. >7 em in grestest dimeter (55% vs. J8%), and higher In patients with chx

relapse as compared to chemoresistanl (defined as durstion of response <3 months) relapse (53%

va. 36%), ORR in patients ly trosied with 30us bone mamow et was 78%

(18721). The following fuclors ware not associaled with g lower response rale: age 60 years.
dineate, prior hae therapy, and bone martow Involvement,

In 3 second multicenier, multiple-dase study, 37 patienis with relapsed or refraciory B-cell NHL
teceived 375 mp/m? of RITUXAN us an JV Infusian onice weekly for four duses. ot The ORR was
46% with & medien durstion of respanse of 8.6 months frange 2.6 lo 26.2+). Single doses of up 1o
500 mp/m? were well-toleraied.t

Twenly patients huve réceived 1wu courses and ane Patient has recedved three courses of RTTUX.
AN 15 4 weekly infusions of 375 mg/m? per infusion. The perccntage of putiente repenting adverse

slon 10 i y 40% (S% 10 10% Grade 3/4) with subsequent infusions. Mild to moderate
hypotension requiring inenuption of RITUXAN infusion with or without the admnistration of [V
saline occarred in 32 (10%) patlents. Jiolated oecurrences of severe reactions requiring
epincphrine bave been reported in patients recaiving RITUXAN for ther indications.
Angioedema was reporied in 41 (13%) paticnts and was serious in one palient. Brone]
occurred in 25 (8%) patlents; one-quarier of thess patients were ireated with wonchadilatars, A
tingle report of bronchiolitls obliterans was noted.

Immuaclegic Events: RITUXAN induced Bocell deplesion In 70 0 80% of paticnis and was asso-
ciated with decraaged scrom immunoglobulinsin s minority of paticnts. The incidence of Infection
doex ot Eppear 1o be increased, During the Ircatment peviod. 30 palients in the pivedal trin] devel-
oped 68 infectous evens; 6 (9%) were Grade 3 in scverity and nane were Grade 4 events. Of the

Extelnt i



6 senivus infegtious cvents, noac were associaed mlh neutropenia. The scrious bacterial events

Admlnlllnlllnn' DO NOT ADMINISTER AS AN INTII.A\'ENOUS I‘USH OR BOWS.

included sepsls due to Listeria (nel), in (m=]) and p iad sepsis
(n=1). In the posi-treatment period (30 days to 1) months foliowing the laxt dose), bacterial infee-

hy rm.uonl may occur (see WA
should be

P

of
d helnn ench infusion nﬂllTUXAN“'

i P
{Ri Pr

tons included scpais (oel); significant viral infections included berpes simplex infecdons (nw2)
and herpes zoster (n=3),

Reireatment Events: Twenty-one palients have received more than one course of RITUXAN™
(Rituximab), The percenlage of patieais reporting any 8dvere evenl Upon retroatmont wax simi-
ar W the percentage of patients reporting adverse ovenls upon inilial exposure. The following
agversé evenis were reporied mone frequenty in reueated mjaeu asthenis. Liroat irvition,
flushing. rdia, anorexla, a, aneniia, peripheral edema, dizzi-
ness, dopression, respiralory |ympusms, night sweats, lnﬂ pmnms.

Hematologic Events: During the treslment period {up 10 30 d-y- following last dote) severe
trombocylopenia occurred in 1.3% of patients, severe neutropenia occurred in 1.9% Dfpun:ms.
and severe ancmia occurred in 1.0% of patients. A single occurvenc or ansient aplastkc anemin
(pure red cell aplusis) and two of lytic ancmin g RITUXAN uwrapy

were reported.

Cardlac Eveats: Four patienls M:Ioped arhythmias dudnx RITUXAN mluhn. Oneol the four
discominued oeaiment becsuse of The
other three palients experienced uigeminy (1) and tregular pulu (2) and did not require discon-
tinuation of therapy. Angina was reporied during infusion and myocardio) infurction occuered 4
duys post-infusion Ip one subject with a pror hisory of myocardial infarction.

Tabbe 3.

Adverse Events 25% of Patients (Ns315)

Incldence
All Grades
. %
Any Adverse Event s 87
Bedy As A Whole
Fever 154 49
Chllls 102 2
Astheniz 49 16
Henduche L) 4
Throat {eritation 19 6
Ahdominal Pain 18 6
Cardiovascular 5&
H 00 32 0
ve System “__m____l
ausea
Vomiting 23 7
Hemlc lnd'l,ym atic System
openia 33 1]
Thrombocyiopenia pi] 8
2] 7
[Metabolle and Nuldtowal Syiiem
Angiocdema 41 13
[MizculoSkeletal Syvtest
Myalgia 2l 7
Nervous
ZTINESY 23 2
Respiratory System
Rhinitis 25 8
Bronchospasm k) ]
kin and Appendages
Pruniiug 37 1]
Rash i 0
Unicaria 1 8

Severe and life-Uwentening (Grade 3 and 4} evonis weve reported in 10% (32/315) of patients. The
following Grade 3 and 4 sdverse events were reponed: neutropenia (1.9%), chills (1.6%), keukope-
nin and thrombocytopenia {1.3% for each), hypotension. anemia, bronchospasm, and urticaris

icalion may auenuste infusion-relaiad events. Since transient hypolension
may oceur during RITUXAN infusion, consideration should be given 1o withholding anti-
hypertensive medications 12 hours prior to RITUXAN infusion,

¥l Infusion: The RITUXAN solution for infusion should be administered Intravenously at an ini-
tin) rate of 50 mg/hr, RITUXAN should not be mixed or diluted with other drugs. I hypersensic
Uvity or infusion-retsted evems do not occur, escalale the infusion rate in 50 mphr increowents
every 30 minutos, &0 & ymaxi of 400 mphy., If: ltivity or an infusion-related cvent devel-
ops, the infusion thould be sowed or "‘- }S). The infusion can
continue at one-haif the puvlwl rale upon {mprovemen! of palien! symptoms.

Substquent Infusions: Subsequent RITUXAN infusions can be sdministered al an initia} raie of
100 mg/hr, and increased by 100 my/hr increments at 30-minute intervals, 10 & maximem of
400 mg/hr as toleraud.

Stabllity and Storsgs: RITUXAN vials we gtable at 2° to 8°C (36° 10 46'F). Do not uss beyond
expiration dete stamped on carton. RITUXAN vials should be protecied from direct sunlight.

HOW SUPPLIED

RITUXAN is supplied a5 100 mg and 500 mg of sicrile, prescrvalive-free. single-use vials.
Single unil 100 mg canon: Conmins one 10 mL. visl of RITUXAN (10 mg/mL),

NDC 50242-0531-21

Single unit 500 mg carton: Contains one 30 mL vigl of RITUXAN (10 mp/mLy.

NDC 50242-053.08
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11, Makoncy m.drlllcrlnpu Al White CA, Bodkin D, Schilder RJ, Neidhart JA. ot al. IDEC-
C2BB (Rituximab; Ai-CD20 monocional antibody therapy In patienis with retopsed low-

{1.0r% for each), headache. abdominal pein, mrhythmia (0.6% for each), and sthenis. b
nsusca, vomiting, coaguldion disorder, sngioedema, arivaigla, pain. thiniths, increascd cough. dys-
pnca. brovichiotitis obliterans, bypoxis, asthma. prurilus. and rsh {(one poticn! each, 0.34%5),

The following adverse events occumred in 21,0% but <5.0% of patients, tn order of decreasing inci
dence: ﬂushlng arihralgia, dinrvhea, ancmia, :nuzh increase, hypm:nuon. lecrimation disorder,
pain, h is, back pain, peripheral edem: in. cheud pain, anorexia,
anxicty, mnlm:. sachycardia, sgitation, mxommu. lmumlu. conjunclivitis, abdomina) enlarge-
menl, postural hypolension, LDH i m:reue. hypocafcemis, hypestheslo, respiratory disorder, fumor
pain, pain a1 injection aile, nervousness, ilis, snd taste pe;

The propostion of patients repoiting any adverse evenl was similar in putienls with bulky disense
and those with lesions <10 ¢m in diomeier. Howevet. the incidence of dizziness, newtropenia,
thrombocylopeniu, myolgin, anemis and chest pain was higher in patients with lesions >10 em.
The incidence of any Grade 3 and 4 event was higher (31% va, 13%) and the incidence of Grade
3 or 4 newtropenia, anemia, hypotension, and dyspnca was atso higher In patkents with bulky dls-
case compared with patients with lestons <10 cm.

OVERDOSAGE
There has buen no experience with overdasage in human clinical trials. Singte doses higher than
500 mg/m: have aat been tested.

DOSAGE AND ADMINISTRATION

Usual Dose:

The recommended dosage of RITUXAN is 378 mg/m? given xs an 1V infusion once weekly for
four doses (days . 8, 13, and 22) RITUXAN may be adminirered in an outpaticnt seiting. DO
NOT ADMINISTER AS AN INTRAVENQUS PUSH OR BOLUS. (See Adminlstration.)

Instructions for Adminisiration

Prep for Adi Use e Asepfic Withdraw Ihe mecossary
amount of RITUXAN and djluic (0 & fina] concentralion of { 1o 4 my/mL inlo an infusian bag con-
taining either N.9% Sodium Chloride USP or 5% Dextrose in Wawr USP. Genlly lnvent the bag to
mix the soluiivn. Discord any unused portion lef in the vial. Parenteral drug | products shouid be
invpected visually for matter and di: prior o i

RITUXAN solutions for infusion are stable wt 2° ta 3°C (36" to 46°F) (or 24 hours and at room
semperstuce for an sdditional 12 hours. No incompatibititics between RITUXAN and
palyvinylchloride or polycthylene bags have been abacrved.

gndo gkin's |, Blood 1997 90(6):2188-2195.

Jointly Manumsctured by:

IDEC Pharmaceuticats Corporation
1181) Torreyana Road
San Dicgo. CA 92121

Genentech, Inc.

| DNA Way

South San Francisco, CA $4080-4990
© 1997 IDEC Pharmaccuticals Corporution and Genentech, Ing. GARNTRI 1540
Neember 1997
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Rituxanmr

Rituximab

WARNINGS

Fatal Infusion Reactions: Deathis willin 24 hoixs of RTUXAN infusion hava baen teported.
Thesa fatal reactions lotisvd an infusion reactoi compiex which included lrypoxa, pulmonary
infilrales, aculs cespiatory disiress syndrome, myocarglal mfarction, vontricular fwifation oc
caldiognic shock. Approxinalaly B0 of fatal Infusion reactions ocowrad in assoclation with
the fist intusion. {5ce WARNINGS and ADVERSE REACTIONS)

Pationts who duvelop severo wiusion reachions should have RITUXAN Infusion discontinued
aid recovo modical lreatmednl,

Tumar Lyais Syndromo (TLS): Awla tenal tallurg roouiring dialysis with instances of
latal outenma has bven repored i tia saltig of TLS Ioliowing tigarmant with RTUXAN.
1560 WARNINGS |

Severe Sovere tactions, somp with fatal
aulconty, have een eporiad o association with RITUXAN traatment, (Sea WARNINGS and
ADVERSE REACTIONS )

DESCRIFTION

The RITUXAN® @ituximaly) antibocly is a genslically chimerc

anlibody Uected against the CD20 aigen found on the surface uf nonnal and matignant B
iymphocytes, The antibody is an kiG. kappa immuneghibulin canlsining murine fighl: and heavy-
chain vanablg region Sequoncas and human constant 10gion sequencas Riluximab s composed
of twa heavy chains af 451 amino acids and twe light chaing of 213 smino ackis (based on cDNA
analysis) ard has an appioximale molocular weight of 145 kD. Riluximal s a binding aftinity for
1he CD20 antigen of approximataly 4.0 nM.

The chiment anli-CD20 anibody is proviuced by maimmalian catt (Ghawese Hamsler Ovary}
Suspisnsion cullvre i o nulrei mediumn containleg the antiblic gantamicin, Gentamiigt is ot
detoclabla in the final proguct. The anti-CD20 anlibady i purifiex) by allinity and ion wachangy
clromatogaptiy. The purificalion procass icldos specitic vital inaclivation and remavat
piocedures. Rillixmab diug proguc) is manulactieed from balk drug substance manufactined

Gy Gonenlech, inc. US Licensit No. 1048).

RITUXAN is & slexila, clear, coloiless, o liguid o (]
auknmnisuation. RIFUXAN s spplied al a concantzation of 10 sig/nL ks eifter 100 nig (10 mk)

4 500 g (S0 m  single-use vials. The product Is formuatad for IV administation in 9 my/mL
sodum chioride, 7.35 mg/mL sodium citrate dihydrato, 0.7 mg/ml potysorbate 80, and Walel

for tnyction. The pH is adjusted 1o 6.5.

CLINICAL PHARMACOLOGY
General

fituxiing binds specfically to he antigen CD20 (human B-lymphacyle-restricted ditfersnliaion

antigen, By35), a lydrophabic kansmamixane piofein wilh a molkcular wexghl of 2pproximatety
35 N lovated on pre-8 and matus B ly yles."* The anligen s also expressed on >80% of
B-celi non- Hodghin's ymphiomas {HLL.” but is not found on homatopoietic stom cells, pro-D cels,
normal plasma cells or other normal tissues.* G20 raguldies an early stop(s) in the aciivation
piocass fof cell cyele indialion ang ditprentiation,' and possbly lunclons as a cakium ion
channel.* (D20 is not shed from the call surface and does ot intornaize upon antibody binding ¢
Free CD20U anfigen is not found in the circulation.”

Praciinical Pharmacotogy and Toxicology

Mechanism of Aclior: The Fab domain of Riluxiinab bints lo the CD20 antigen on B lymphocytes,
A the Fe domaln recinls immuny effector fuactions o mediale B-call lysis & viro, Possdle
snachanisms of celf iyss incwde comploment-dependent tylotaxicilty (COCI* and antbody-
thaperxlent eall amdiatixi cytetoxcily DGO The antibody has been show lo aiduce apaplosis

in e DHI & huinan B-ce lymphorma lne

Novma' Tissue Cross-reactiviy: Ritwemab binding vias absarved on ymphaid colls in the: thymus,
the white pep of ihe spioan, and a majeety of B ymphiocylos in paripheral biood and ymph nodes.
Litlls or ne binging was observed in e non-ymphoid lissues examingd.

Ruman Pharmacokinetics/Pharmacodynamics

in patients given smyle doses at 10. 50, 100. 250 o SO0 my/m’ as an IV infusion, Serum kvels
and the hail-a ot Ritioemah wera proportiongd I duse.” In 14 patienis given 375 mg/ar” s an
IV ofusion for 4 weeky doses, Uk moan serum half-is was 76.3 hours frange, 31.5© 1526
houws) alter the lirst mfusion aig 205.8 hors panye, 83.9 1 407.0 hours): alter te fouth
infusion. ™" Tha wids 1anyn of hatl-fves may taflect the varable Wmor burten amony
Datients ang U clxinges 21 CO20-positive inaemal and malignant) B-cell popistations upon
repeateds admmnsiralions.

AITUXAN at 3 doss uf 375 mg/m’ was admin:storad as an IV nfsion al vaekly intervats foi

4 doses 1o 203 palients nawo to RITUXAN. " The mean ... folowing the fourth infusion was
A8 yo/mL rango, 77.5 10 996.6 ygrmL). Tha peak and trough serum levels of Rinimab were
inversoly corraled with basatine vabos for th number of circulating CD20- pasitive B calls and
measings of diseaso burden. khadan steady-stale serum [avals werc highor for responders
coTpwee wih ¥} > hovaved, i was foundl in he rare of edimination as
meageed by seium hall-tie. Sorm wvels were higher in patianis wilh Intesnalional Warking
Farmulatiun (WF) subiypes B, C. a1 0 as cempard with hoss with sublype A Rinedmaty
was defoctabie i the soum of paucnts 3 In 6 monms afles compiotion of frealment

RITLXAN al a dost of 375 anym’ was ndministated as an W infusion al woekly intervals for

4 doses 1o 37 pafients.” The mean G aflar B infusions was 550 jy/ml {range. 171

16 1177 jy/md). The mean &, increasedd with each succassive intusion Hirough the aighth
s (Thtg ).

Table 2
Summary of RITUXAN Elficacy Data by Schodule and Clinical Sotling
(Sae ADVERSE REACTIONS lor Risk Factors Associated
viilh Incygasad Rates of Advrsy Evanls)

Bulky disaass, Re¥eatment.
Weokiy x 4 Woeklyx § Weokly x 4 Wookly x 4

R=166 N=37 N=3% N=60
Overafl
Rosponsa Ralo 48% 57% 36% 38%
Complete
Response Rate 6% 14% % 10%
Median
Ouration of
Responsa?
{Monihs) 12 134 6.9 15.0
[Rangs) (19104294 [250365+ [2810250+] [3.0025.04)

[0 Study 2, qvarall strvival eslinales al 5 yoars were 58% vs 46% for R-CHOP and

CHOP. tespectively.

INDICATIONS AND JSARE

RITUXAN® Rituximab} ks inchcaled for G boatman of pafkents with ralapsad of ralraciory,
low-grade of follicular, CD20-positive, B-ced, non-Hodgkin's lymphotma,

RITUXAN® (Ritudrnab)) is indicatad for the flisl-ne treatment of défusa Lspe B-call, CD20-pasilive, non-
Hougkin's lymphoma in combination with CHOP or other anlixacytiing- based charmotherapy tegimens.

CONTRAINDICATIONS

RITUXAN &5 confraingicated In patients with known is ar QE-medi divey o
murine protains or lo any companent of this product. (Seo WARNINGS }

WARNINGS (30 BOXED WARNINGS.}

Severs Irdusion Reactions (ses BOXED WARNINGS, ADVERSE REACTIONS,

and Hyparsensitivity Resctions)

RITUXAN has coursed sovere Infusian raactons. in some cases, hase reactions wero fatal. Thase
sovire reactions fypically ocunved deuting the: fitst infusion with time 1o onsat of 30 (o 120 minyles.
Sigiis and symploms of sevare Infusion raactions may inciude hypoltension, angioedama, Hyporia o
bronchiospasn. and may reques Intemruplion of RITUXAN adminisiration. The most severe

2 S0x of hos potients are ek In the frstcofumin Thus, data Irom 206 (et 10 el pabants are prongas

WS farve,
D Kapan-MBe prgciod weh oisevd rang)
€°-" naicales on cogong X
o Durenon of cosponas. inkanel (1om fae onsil of nepovs In chscise pmgreesion.
Voekly for 4 Doses
A muiticenter, opan-label, singlo-aim shudy was conducled in 166 pationts with relapsed o
Tofraclory kw-grade or follicular 8-coll NHL wha received 375 mg/me of RITUXAN grvon as
an [V intusion weekly for 4 dases. ™ Patients with tumor masses >10 ¢m or with »5.000
lymphocylas/id in the periphora blood were sxchided from e study. Resulls are summartzed
inTabla 2. The median Yme [o onsat ol responso was 50 days and tho median duration of
1osponse was 11.2 months (1rangn, 1.910 42.1+). Disaasa-related signs and symploms
{inclucing B-symploms) wera prosent in 23% (397166} of patients at study enlry and resolvad
In 64% (25/39) af (hose parients.
ina multiaraly analysis, the ORR was [Wgher in patients with IWF B, C, and D) histologic subtypes
as compared 12 WF subtype A (58% vs. 12%}, higlier in patients whase larges! lssion was <5 cm
vs. >7 cm imaximum, 2% cm in greatest dianieler {53% vs. 38%), and higher in patients with
chemosensilive ralapse as compared with chemoresistant {gelingd as duralion uf respanse <3
moiths) iefapeg (53% vs. 36%). ORR i patients previously Ireated with aulologous bone manow
transplant was 78% (18/23). The laliowing adversa prognostic factars were Audassocialod with a
lowor re5ponse rale: age 200 years, extranodal diseass, prior anthvacyding therapy. and bona
marrow invalvemont,

Woedy for 8 Doses

{na multiconter, single-arm stway, 37 patioals with retapsed of reliactary. low-grade NHL recolved
375 mg/m’ of RITUXAN waakly for 8 doses. Results are summortsd in Table 2. (s00 ADVERSE
REACTIONS, Risk Factors Associated with Increased Rates of Advarse Evens )

Bulky Diszase, Waakly for 4 Dosos

In poolod data tiom multipia studios of RITUXAN, 38 pallents with relapsed o salractary, bulky
dispasg {singlo asion >10 cm in dameler), iow-grade NHL ocaived 375 mg/m’ of RITUXAN
WOOKy for 4 doses. Rosutis are summarizad in Tablp 2. (For Inforrmation on the highar ncidence
ol Grade 3and 4 adverse avonts, S6) ADVERSE REACTIONS, Risk Faclors Associaled with
Increased Rates of Agverse Events.)

Rairealingnt Weakly for 4 Doses

Ina musti-conles, Single-arm Sludy, 50 patients received 375 my/m’ of RITUXAN weskly for

4 dosas." All pallenis had relapsed o refractory, Yow-giade or fallicular 8-call NHL and had
adhievsy an objeclive ¢l to FITUXAN adrmint 3.8-35.6 monibs {miedian 14.5
muonths) prioe 1o retragimenl with RITUXAN. 01 these 60 palienls, 55 ticeivod their secont cours
of RITUXAN. 3 palients received thair Dilrd course and 2 pationts received their sscond and (i
courses of AITUXAN in this study. lagults a1e summarized i Tablg 2.

Diffuse, Large B-Cell, NHL
The safely and offectiveness of RITUKAN wore evatvatad in threw, randomized. active-controdlad,
open-lhel, mulceniar Sludies with a collective enoliment ol 1854 patienis. Pationts willh
poviously untraaled diftiso, larga B-call, MHL recolvad RITUXAN in combination with

K i, vilcTistane ang isune (CH{P} or other anthracycling-hasad

chemolharapy regineits.

Sty 1
Anlal of 632 palients aged 260 years wih sither B-cell NHL Grada F, G, or H by e Inlomatonal
Working Formulaton classihcalion of DLBCL {nciuding primary mediastingl 8-cel lymphoma) in the
REAL classification woro randomizod in a 1:1 ratio t tigatment with CHOP or R-CHOF Pationts wero
(iven G or 8. 21 day cyclas of CHOP. Patients i the R-CHOP arm aso raceved 4 of 5§ doses ol
AITUXAN 375 mo/m’ on Days ~7 and ~3 (priar o Cycle 1), and 48 1o 72 houwrs pre-Cyckr 3, pro-Cycle
5. ana pre-Cyce 7 lor patients recewing 8 cyclos of CHOP induction. The main outcorsvoeasuie of
1he sty was progression- kee survival [PFS), defined as e timo kom randomizalion fo Ihy frs! of
prograssion, rolapse or doalh. Rosponding pationls undurvent a socund 1andomiation o raceive
RITUXAN or no furthier Bresapy. .

Among al entalied patients, 62% hau centially confrmed DLBCI. histoloyy, 73% had Stage II-V
diseasy, 56% had Pl scores 22, 86% had ECOG partorniarice status of <2, 57% had akevaled
LOH fevsls. and 30% liad twa or moto extsanodal diseass §ttes involvad. Cificacy resuls are
presented in Tahle 3. Thase results reftect a siallslical appreach which aBts for an evahuation of
RITUXAR admintslared in the inguction sefting hal excludes any patential impact of RITUXAN given
alter Uk sevonks randomization.

Anlysis of fesuis after the second randomization in Study 1 damonstrales that for patients

Table 1 randomized fo R-CHOR. addiional RITLIXAN oxposure beyond induction was not associated with
Rituwmab G- Vallis further n froe survival o overall survival,
Mean Coar Rangz Sy 2
Infusion Rumper L ya/ml Altat of 399 padionts wilh DLBCL. aged 260 years, wata randomized in  1:1 ratio to recaive
1 226 161-581.9 CHOP ot R-CHOP induction. All patients received up k 8, 3-week rycles of CHOP inductua;
2 1575 106.8-98.6 patients i the A-CHOP arm raceived RITUXAN 37§mwm-‘ on Day 1 of each cydle. The main
. outcome measur of the study was evant frea survival (FFS), dafined as the time from
3 1.3 110.5-731.2 - ! . iy
4 160.0 138.0-835.8 l:cmkvnlzdll_m 10 ralapses, progression. cliangs i1 terapy or duath from any canse. Among abl
; by - enuoliad patiants, B0% had stage IN o IV disease, 60% of patients had an age-adjusted IPf 22,
5 4753 1560-929.1 80% had ECOB performance status scorss <2, 66% fiod olevated LDH levals, and 52% had
6 5154 152.7-865.2 oxlrnodal invoivament in 3l leas! two sites. Efficacy results are presanted in Table 3.
7 5446 107.0-936.8 Sy 3
o
8 5500 i706-11770 A vt of 823 paionts with DLECL. aged 18-60 yuars, were andomized 1 5 1.1 raf o rocaiv
an - containing alo or in ination with RITUXAN. The main

Thg p piolite of X er L as b infustons of 375 mg/m’ in
combination with G cychas of CHOP chemotherapy was similar to that soen with RITUXAN alonz.
Administration of RIFUKAN resuited in a rapid and sustamed aepleton of ciiculating and lissue-
based B colls, Lymph nody biopsies perormed 14 days after tharapy showed 2 dcroase in he
purcentage of B colls n seven of eight panais who had recaivad single doses of Rittiximal
2100 mg/m.* Among tha 166 patignis m the pivolal siudy, ciroutaling B ceils {magsived as CO19-
pusiivz cols) wore depleted with Ihe 751 Bwee dusss with sustalngd depletion for miobd
manilhs post-treatmont in 83% of patients.  OF he responding patients assessed (0 = 80).

1% laifod 10 show signilicant depletion of CH18-posd colls afior the Ihirt infuslon of Ritrimaly
as romparod 1o 19% of g norvesponding pabisils. B-coll rwcovary began at approumataly 6
moniths faflowinyg corplation of traalment. Matian -call levis retumad to norma! by 12 months
Kyilowing compietion of rgatinent.

Thie wero sustained and stalisticalty significannt tauuctions i both i and lgG sarum lsvels
ohsotvig fram 5 Browgh 11 months folowing Ritiimal administration. Hawever, only 14% of
pationts had redectons in XM and/or g6 Serum leves, tasulting in vakies balow the normal anga. -

CLINICAL STUDIES

Relapsad or Refractory, Low-Grade or Follicular, CD20-Positive, B-Cell, NHL

RITUXAN reqtimees lestad inciuds traatrment woekly tor 4 dosas and lealment weekly for
!lruosss. Ressulls fox studies with a coliactivg eneatimient of 295 patiants are summarizad besows
(Talda 2).

Quicume measure ol B study was time 1o Ucatmaent fadure (TTF}, dafnied as Ume fiom
rendamization ta the earfiast of prograssiva discase, failure lo achiove o complle 1aspanse.
t6lapsa ot deallt Anioi) all enrofied patients, 2% had Stage 1I-N disease, 100% hat Pl scores
of 51, §3% had ECOG parformance status o <2, 20% had elevaled LH levals, 48% had hulky
diseass ang 34% had extranada! involvement, Eificacy resulis ara presented in Tabla 3.

Table 3
Etticacy Rosulls in Studies 1, 2,and 3
Suy | Suy 2 Suya
=532 ] =823
oe RCHop P RLHP ey R-Chemg
Managone ProyeiyHite anngl Ewel-1e0 arivd Teme So leakmend ylye
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Metion of vin '6 a 0 o » e
ukme ey
Hazand ratey 062 06 (L5
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2ysas
Razan rabe’ 02 068" o4
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CKxprkpier eshmalis.
RO DO

and sequetas include pumonary infillrates. acule respiralory distrass syndiume.
myocardial infarction, ventricular (Rviliation, and cardiopenke shock. In ha reported cases. the
fobowing faclors waie more frayvently associaled with fatal outcomes: famale gander, pulninaiy
Infilirales, and chrunic lymphacylic leukemia or matitie cell kmphoma
Management of severe infusion reactions: The RITUXAN infusion should ba inlamuplao for sovero
Teacligns and supportiva care measurss insfituled as medically indicaled 6.9.. intravenous Nuids.
axygen. il ‘ and In most cases. i@
infuslon can bo resumed al 0 50% roduclion in fato (o.g.. from 100 mg/Mr ty S0 mg/hi) whon
syiptoms have complately resolved. Palionis requiring close monitaring during ficst and ail
shsoguont infusions incide thase with pre-exisbug cardiat and pukmortary conditions, Lase
vith prior clinically significant cardiopulmonary adverse events and those with high numbars ol
clculating malignant ceks {225,000/mm’) with or without evidance of high tuinoe hirden
Tumor Lysls Syndrome {TLS) {See BOXED WARNINGS and ADVERSE REACTIONS)

Rapid reduction in tunior volume followed by acule enal lailure, hypedkatlernia, hypocalcenia,
Iryperuicemky. o hyporphosphatasemia, have besn reported within 12 to 24 hours atter Ihe st
RITUXAN infusion. Rare instances of lalal outceme hava been taported in the sattng of TLS
following traaimont with RITUXAN, Tha risks of TLS appear to be greator in patients with high
rwmbess of circulating malignant cefls (225,000/mm? or high fumor burdan, Prophylaxis for TLS
shoukd be considered lor patients at high risk. Coiraction of slecliolyle ahaormahties, monitonng of
renal function and fluid balance. and acministration of supportive care, ncluding dialysis, shoukd be
inilialed as Indkcatod. Following compieta fesolution of the compications of TLS, RTUXAN has been
Ioierati when ro-adini I ion with ic therapy for TLS in 8 kmited
number of cass.

Hapatitis B Reactivalion with Related Fulminani Hepatitis and Other Virat tnfections

Hepatitls B virus (HBV) raaciivation with tulminant hopatitis, hepatic faflure, and death has besn
reported in surne patists with hemalologic malignancies treated with RITUXAN, The majotity of
pallents received AITLXAN In cambinalion with chemothatapy. The maian time 1 the diagnosis of
hegalilis was approximatoty 4 months altar tha initiation of AITUXAN and approxmiately one month
atter tha Last doso.

Persons at high risk of HBV infeclion shouid be Screoned bofore iniliabon of RITUXAN. Caners

of hepatliis B should be clasety monlbred for ¢lincal ant laboratory signs of active HBY intoctien
and lor signs of hepalitis during and for up o several months fakowing RITUXAN Hovapy. in
pationts who devolop viral hepalilis, RITUXAN and any concomitanl chamothorapy should be
discontinuied and appropriale eatment Including antivirat therapy Initiated. Thoro are Insulficient
datacegarding e saloty of resuiming RITUXAN therapy in pationts who devolap lepatitis
subsequont to HBY reactvatinn.

The follovdny additional serious vial inleclons, ether new, reactivaled of axacerlialed, hava heen
igontified in claical shudles o posimarketing freponts. The majrily of patisnis recaivid RITUXAM in
combination with chemolisrapy of s part of a hemalopuielic slem call Liisplant, Thess vira:
infeckons ichuded JC virus {progressive mulbtocal leukeencaphalopatiy (PMI)), cytsmetaiovaus.
hestpes simplax vitus, parvovius 819, varcalla 2osier virus, West Milg virus, and hapaldss €. In
some ¢asas, the viral infections occurred up to one yoar foBoiving aiscontinuaton of AITUXAN and
hav3 resulad in death.

Hypersonsitivity Reactions

RITUXAN has been associatod with hyparsonsiivily reactions (aon-kf - muriiated sactions) which
may tospand o adjustments in tha infusion rate and :n inedical management, Hypolension
Ivonchiospasn), and arngioodema have occurred in assaciahion with RITUXAN inksseon (o8 Sevora
Infusion Reactions). RITUXAN infusion shouk! be ttermupted for seveie hypersensitivty reactions
and ran be resumed at a 50% reuction In rate fu.9.. (rar 100 mg/l 1 50 myhs) when
symploms liave campletely rasalved. Trestment of {hese symploms wilh diphanhydtanting ans
acelaminophen iS 18.ommarked; addilional ieatment with bronchogiialors or IV s3bne may be:
Incicatad. In most cases, patients wha havs experienced non- e-trrealaning ypersunsilmily
reactions have boan abks to complote the fult course of herapy. {Sea DOSAGE and
ADMINISTRATION ) Medications fox the traalmant of hypersensitivity reactians, ¢.g.. pinephring.
antihistamines and corticostaroids. should be avatlable for immodiate use 1 the event of a reacton
during administration.

Cardiovascular

Infusions should be discontinued in the event of Serious of Iie-Ywoatening cardiac artwihinias
Patisnts who develop clinically siginficant anfrylhmias shoukd undergo Cardic moniieing tuing
and after subsaquent infusions of AITUXAN. Patients with pie-8xisting caikac condlitions incalingg
airhythmias and anging hava had recunrancos of hose events durng RITUKAN theragy and shoud
be monitorsd throughar the inhusion and immetiate post-infusn period.

Renal {Ses BOXED WARNINGS: Yumor Lysis Syndrome [TLS] and

ADVERSE REACTIONS)

RITUXAN adminisation has bean associaled wilh sovare roral loxicily including acuti renal lature
requiring Galysis and in some casas, has lod 10 a fatal outgome. Renal Taxily has occured in
patients wah high numbess of clreulating malignani colls (>25.000/mm* o high twnot bwden
who expekenca lumer lysls syndromu and in palienls administered concomitant cisplatin thwapy
dwring clincat iials. The combination of cispatin and RITUXAN is naf an approved figatment
fagimen. i this combination is used In climcal irtals extremy caution shoud bar uxereised; pakinks
shiould bo manftored closely for signs of renal faifure. Discentinualion of RITUXAN shonld he
Consilerg tor those with rising SoIuM creatining o oligura,

Severs Mucocutaneous Reactions (See BOXED WARNINGS)
Mucocutanaous ractions, Somo with fatat oulcome, hava boon reparted in pationls traatod wih
RITUXAN. Thesa reports include ¥gus (an disarder winch is a

of the patient's ying * Stevons: Johnison syndre.ng, ehonaid
dormaitis, vesiculokullous deimatitis, and laxic epidermal necralysis. Tha ansel of the reaction in
tho reportod cases has varied irom 1 1o 13 wooks loliowing RITUXAN o:pasing. Falients
OETiCRCINg a Sovare MUCOCUIanoous reaction shaudd not recafvd any hrther mfusions and sack
prampl medical evakuation. Skin bipsy may help la distinguish amang diffaront mucoculanious
reaclions and guida subsaquent treatment. The safely of readminisiration of RSTUXAN ta patiants
with any of these mucaculanoous reactions has not been deteimingd,

Bowel Obstruction and Peroration

bowal gbstruction Lin leatling 1n daalh, wers ohserved i
parients racafving RITUXAN in combination with chermatiieragy for DLBCL. In post-markating rapots,
which Include bath patients il low-yrade or kilicufar N4, and DLBCL, the ingan lima 10 ansel of
syinpiams was 6 days range 1-77) in patients with docuinenied gasbo-iniestinal perforalion,
Complaints of abdominal pain, espociatly oarly in tha corse of trealment, sheuld prampt a thorough
dagnostic evaluation and appropridle tiealment.

PRECAUTIONS

Laboratory Monlioring

Bacause RTUXAN ltyals all CO20-posilive: B lynyiocyles, malipnant and narahpiant, cuinplete
blood counts {CBC) and piatelet counls sholdd be olitained at reguiar intervals during RITUXAN
theragy and niare frequenlly in patinls wiio develp Cytopenias (sae ADVERSE REACTIONS). Tha
duration ol cytopenias caused by RITUXAN can extend well beyond 1he treatinent petxd

Drug/Laboratory nteractions

There havo been no formal diug inforaction studias porformed with RuTUXAN. Howaver. renal
lowcity was seen with his drop in combiration with cisplarin in chaical Irials {Seo WARMNINGS,
Ranat)

Exhibnt T



Immunization

Tha sately of anmunization yath S vira! vacones kliowng RITUXAN thorapy has not been
sludiag. Tho aléty to gencrate a primary of anamnastic humoral fesponse Lo vaccination Is
curtoitly balng stuviod.

of Ferllity
No iong-term animal sludi have boan perlormed 10 e5ablish U GUCINOQORIC of mutagenic
potential of RITUXAN, or o detarming 45 olfects on fertikly in malgs or lemales. Individuals of
chitobearq1g patential showd uso effectiva conlracoptive mathods dwing treatment and tor up
lo 12 moaths follewing RITUNAN therapy.

Pregnancy Category G

Animal reproduction studias have nut bean conduicted with RITLIXAN. It is nol kngwn whelher
RITUXAN can cause fetal arm wivn agin¥stered b a pregint woman of whathier il can alfect
toprouuctivg capacity. Hurmun (G 15 kiiowa to pass the placental harler, amd thus may potentially
cause felal B-celt deplaban; tharatone, RITUXAN should be given 1o a pragnant woman only if
clearly neaded.

Nursing Mothers

1t ot known whathar RITUXAN Is axcsated in huriian milk. Becauss Iuman IgG is xcruted in
huinar mik ard the patankial for shsorption and immunosuppression m the infant is unknow),
woman shoukl be aiivised fo discentinue nusing urdi circulating Urug levels ase no longst
tietectahla. (Soa CLINCAL PHARMACOLOGY)

Pedialric Use
Tha safety and effgcliveness of RITUXAN in pedfalric patianls have not heen establishu,

Gerialric Usa

Among pationts wilk DLBCS, n three randomized, aclive-controlied trials, 927 patients racsived

RITUXAN in combaiation vath chomalherapy, Of these, 396 (43%) wire aga 65 or giealer and 123
{13%} vaere age 75 of greater. No averall dilferances bn offectivaness wure obsoived batween Nwsa

Subets and younger subjects. Hnwv:vu olderly pallonls wore moeo Ikely (o experieice card'ac
FTENAR ts. moslly Serious pUimonry agversa ovents ware also
mw. cumman aimong the eidorly, wciding pnoumona ani poeumoililis.

Among the 331 patients wilh low-grads or [otiicular unphoma anrollad i clinical stxdivs of single

agant RITUXAN, 24% wore 65 Lo 75 years old and 5% were 75 years old and okiex. No overall

ifittesances in safaly or elfectvoness weie nbservad betveen these subjects and younger subjects

ADVERSE REACTIONS

Becauso clinical vlals arg canulud undar widoly vaying conditions, adverse reachon s
otsareed m the clinica als of a druy cannol b dirgctly compared 1o rates i the dinical trials o
awother drug and may nol refiec] the rates obsorvad in prachice. Tho advarsn reaction nformation
from clineal trials does, hewovey, provide a basis i waniifying the advaese ovents thal appear to
Vo sefatad Lo drug use and for approamating ralos,

The overal salety dalabase lor RITUXAN is based on clinical trial dala from 1283 palients with
NHL. wha iacetvea RITUXAN either 45 a singla agent or in combinabon with chamotherapy.
Addilional salety information was obtiined Iram posl-marketing salely susvaillnice. The most
COMMAN aiiversa 1eactions werg infusien reactions (589 INFUSION REACTIONS beiow).

The faligwing serious aoverso raactions, soma vith fatal oulcomes, havs bean reportad in palionls
treated valh RITUXAN (505 BOYED WARNINGS an0 WARNNGS): savete of falal infusion reactions,
fumor lysis syndrome. sovare mucoculaneous reaclions. hopalitls B reactivation with fulminant
hepatlhs, olhar viial infections, hyparsensilivRy teactions, cardfias arthythmias, renal loxicity, bowel
abisliuction and parforation.

Frent as noted, adverse uvenls descibed belew ocown ed in the setting of ralapsed or Jafraclory,
kysr-grade o lifticuiar, CD20-paositive, B-cetl, NHL and are based on 356 patients eated n
1omandemizad, sagke-arm studies of RTUXAN administered as @ single agent. Most patienls
receiven RITUXAN 175 nyyiny’ weokly Sor 4 doses.

Inlusian Reactions (See BOXED WARNINGS and WARKINGS)
i to moderal infusion reactions consisting of lover and chillsingars occurred i tho majority
of pationts during the tirst RITUXAN infusion. Other froguont infusion reaction symploms incutod
nausei, prurdus, ang astheria, ion, hoadacha, . thioad inialion,
thinitls, urlicar, (ash. vomiling, myuiya, dizziness, amy typerlension. Thasa teactions genurally
occurred wiitn 30 (o 120 miles of heginning the fiest infusian, and resolvad with slowing or
nlwruption of the RITUXAN inhwsion and with supporive care (diphontiydramine, acelaminophien,
IV saiilig, and vasopessors). Tha incldenca of miusion reaclions was lighest during e tirst
imlusion 47 7%} and decreusad with oach subsequaat rifvsion (30% with fourth infusion ang

4%, wiih gightls infusion). Liection ste pam was reporled m 1253 than 5% of patients.

Infectious Events (See WARHINGS: Hepatitic B Reactivation with Related

Fulminant Hepatitls and Other Viral lafeclions)

RITUXAN inducod B <oll tioplolion 1n 70% 1o 89% of patienls and was assccialod with decreasad
serum immunogiobxiins in a minolity of palisnis; the ymphopenia lasted amodian of 14 days
{ranqe, | to 588 gays). Infectious avenls ccavroa m 315 of pallents: 19% of patients had
baclerial infections, 10% had vral intactions, 1% had fungal infuctions, and 6% wero unknown
infeclions Incigencs 5 not addilv bocause a single patlent inay iiave had mos han one ype

of sdecton. Serous infectious events (Grade 3 or 4), including sopsis. arcurted n 2% of patienls.

Hematologic Evenls

Grata 3 and 4 cytopentss were reporled in 46% of pavents tealeu with RITUXAN; Uass include:
fyntphopena (40%), neutropenia (%), lukopenta (4%), anernia (1%), and thrombxeyopena %),
The meian duration of ymphopenia was 14 days {rangs, 1 W 588 days) and of aeulropenia was
13 qays frange, 210 V16 Uays). A singlz occurrence of Iransient aplastic anemia (puwe rad cell
aplisial and two cccurrences of hemaiytc anemia foliowing RITUKAN therapy were reported.

Pulmonary Events

135 patens {38%} sapesienced pulmanary evixits in clincal tials. Tha most common rospiralory
Systam aiharsy evants exporenced warg incieased cough, thinils, ronchospasin. dyspnea, and
sawsils. 1 hot cincal sodes and past- sarkoting survaikina, here have beon a Tinited nunbor

of 1aports o hrone ;xusmlw Lt RITLXAN $afusion and a limited

nuinbet of reoits of presenting up 1o 3 months et

RITURAN :llusmn s of wmdn muﬂlsd nlala outLomys. The snlery of resmplion o continuad
np p o obilerans & unknowar.

Immunogeniclty

Thi obsenvd incilenca of antibody pesilivity in an assay is highly depongant on the seastivity
and specificity ol the assay and may bo influenced by sevetal factors ncluding samplo hangling,
congomitant medications. and undettying disaase. For these reasans, compatison of the incidonca
of antibar:o5 to RTUXAN wath (ho sicidance of antibudivs o othar products niay he misieading.

In chnical Shudkes of patients will twy-grade o folficwiar NHL (ecaiving singto-apent RITLXAN,
human antctimone anfbady HACA) was detocted i 4 of 356 (1.1%} patients ana 3 har an
ohjactive clinical 1esponse. Thase data fellact the percentayy of palients whose test resulls

vinte consitied positive o antibodies o AITUXAN ursing an anzyine-linketd immunosorbant
assay (nil of detectan = 7 ng/mL).

Single Agent RITUXAN for Relspsed or Refractory, Low-Gradea ar Follicular,
£D20-Fesitive, B-Cell, NHL

Study subjects rangod from 22 to 81 years of ago. Sty parcent wota male; 93% weie
Caucasian, 1% were Alrican Amorican, 2% were Hispanic, 2% weso Asian, and 2% wore
Troam gther racal groups

Tahty 4 Ists o most comimon, as well as Grade 3 and 4, adverse events obstrved.

Table 4
Incidenno of Auvorse Evenls in i 5% of Patanls
with Retapsed or Refraclory, Law-Grade or Follicikar
N, Recetving Singlo-agent RITUXAN (N=356) -

Retroalmonl Theropy

The (ecommanded dose of RITUXAN 1§ 375 mg/m™ IV inlusion once wyekdy foi 4 doss in
responding palisnts who deveiop pragresswa discnsd aftes previous RTUXAN therapy. Cuinustlly
Iieta ara fimited data concerning miore than 2 cowrses.

Averae Event dhseevisd 1 10 12 mintlis lokanng RTURAN

b Arherse Evinits grathad for severtty by NCHCTC rennd. *

Risk Factors Avsociated with tncroased Rates of Adverse Events

Agnministration of ATUXAN wookly for 8 dosos rusulied In highor rales of Grado 3 and 4 adverse
avonls™ gvarall 70%) compared with adrinlstration wookly for 4 dosos {57%). The incidence af
Grade 3 0r 4 adverse evenls was simitar m pallents retraated with RITUXAN compared with inilial
weahnent (58% arkd 67%, tospoclively). Th incidence of tha following clinicaty significant adverse
avenls was hugiter in patients with bulky tisease (lesions 210 cm) (N=39) versus patients witl
tesions < 30 cm (N=195): abtlominal pagh, aneinia, dyspaea. hypatension, and neul openia.

RITUXAN In Combination with Chemotherapy for DLBCL
Excepl as noled. arvarse gvenls dascribed in the setting ol DLBCL are lzsad.on Uvee rondomized,
active-controliod clinieal bials n which 927 palisnts recetwd RITUXAN In combinalion wilh

and B02 ¢ocvived alone. Detaked safaty data cofaction was primarky
Emiler 10 Grarte 3 and 4 atversa evarls a1 serious advirse evinls.

The poputation variad fron: 18 to 92 years of aga and 55% were male: racial distribution was
callected only for Study 1 tses CLINICAL STUDIES section) where 90% of patients were Caucasian,
§% wete Afiican American, 3% were Hispanic and 2% wese from othes raclal groups. Palients
recoived 4-8 dosas of RTUXAN at 375 mym'.

The folowing adversu avents, regardiess of saveilly, weie reparted more Iroquantly (25%) in
patients age 260 years racewii R-CHOP as compared to CHOP alonc: cadiac disorder (26%

3. 21%), pyrexia (56% vs, 46%), chdls (13% vs. 4%) and lung disorder (31% vs. 20%). ki one of
Ihese studiss (Sludy 2), more dolailed assessmen of cardiac taxicity rovoaled thal supraventricular
arhythmias or (achycardia accountad for mast of the diference in cardiac disordps, wilh 4.5%
v4. 1.0% meidences for 8- CHOP and CHOP. respectivaly.

The folnwing Grate 3 of 4 adverse evnils were reparied more frequently among patients m the
R-CHOP arm compared with Wose in (he CHOP ann: thrambocylopenia (9% vs. 7%) and king
disordar {6% vs. 3%). Other severa adverse evanis reporied more commonly among patients
recaiving R-CHOP In one of moes sludies were viral inlection. neutrapsnéa A anemia.

Past-Markeling Reports
The foflowing adversa ractions have buen identitiod dunig post-approval use of RITUXAN.
Bocause these twactions ata reporlad vohuntacily frons a popuiation of uncortain siea, itis not
always posshia 1o reliably estimate: i requency or establish a causal sulationshig to diug
uxposwrs. Decislons 1o Includa these reactions in labaling are fypicatly based on one of moie

of the foliowing factors: (1) saricusncss of tha resction, (2) frequency of feperiing, or 3} strength
of causal comection to RITUXAN,

Hematologic. prolonged pancylopenia. masrow hypoplasia, and lata onsel neulropaia,
Iyperdscostty syndiume in Waldensivom's macroglobulinemia,

Cardfiac. (atal cardiac faitura.

Immune/Autoimai Events: uveibis, optic neurites, systernic vasculitis, plouss, lupus- ke
Syndromo, sarum Sicknass, polyaslicuiar arthilis ot vasculitia with rash.

Infectiom Increasad in tatal Infections in HV-assocaled lymphorna,
Skl 5evere mucnculaneous teaclions.

Qastrointestinat howol obstrucion and porforalion.
OVERDOSAGE

There has bean no experiance willt ovwrdosage in human clinical Irials. Singla doses of up to
500 mg/m’ have baen given & dose-ascalaling clinical bials "

DOBAGE AND ADMINISTRATION
Retapsad or Rofraclory, Low-Grade or Folllicutar, CD20-Positive, B-Cell, Non-Hodgkin's
Lymphoma

The racommended goso of RITUXAN is 375 mg/m IV infusion ance weokly for 4 or 8 doses.

d Diftuss Large 8-Calt NHL
A Grades (%) Grada Jand 4 () The dose of RITUXAN 15 375 mg/m’ IV pe infusion given on Day | of each cycle
Am Adverge Fyanlg 89 87 of chemolherapy for up to 8 infusions.
fody 25 2 Whuly 8 0 RITUXAN a8 & of Zevalln™ Tiuetan) Regiman
Fovor 53 1 As  required componant of 1he Zevaiin therapeutic ragiman, RITUXAN 250 mg/m- should b
Chills kk] 3 intused within 4 hours prior 10 the admimstralion of lndium: 1{1- ga- 111-) Zevalin ano withan
Infection I a 4 hows piot 10 the administration of Yetriwng0- (v-90-) Zevakn. Administration ol AITUXAN an
. . In-111-Zevalia shoukd precede RITUXAN and Y-80-Zevalin by 7-8 days. Reler to the Zevalin
Asthenia % ! packaga insert (of tull prescriing information segaiding the Zevalin therapeutic segimen.
Headacho 19 ! RITUKAN may be administeted in an outpatient satting. D0 NOT ADMINISTER AB AR
Adominat Pauy 14 1 INTRAVENOUS PUSH OR BOLUS. {See Adminlstration,}
Pan M : Inatruclions for Administration
Back Pa"? 10 Preparation for Adminislration
ThioatIniltion 9 0 Usa appropriate assptic tectiniqus. Wittdaw the necessary amount ol RTUXAN and lulg to a feal
Flushing [ concaniration of 1 lo 4 mp/ml. into an infusion beg contuining either 0.0% Sodium Chiorigy, USP.
Cardiovascular Systam % 3 or 5% Dadtase in Watar, USP. Ganlly imvarl Ihy bag (o mix the solulion. Discard any unused portion
' 1l in the vial. Parenteral dnag products shoult) be inspacted visually fr particulate matier and
Hyvotension 10 ! discokorstion prk 10 agminisiration.
Hypastansion & ! RITUXAN solutions for Infusion may b stored at 2-8°C [36-46°F) for 24 hours, RITUXAN stiiions
Digeslive Sysfem 3 2 for infusion have baon shown Lo bo stablo for an additionat 24 hows at foom temperatues.
Natisaa Fi) 1 Howover, siece RITUXAN splutions do nol contain 8 preservative, oiluted solutions shouid bo sloved
Diateh 10 1 2-8°C). No ifles betwaen RITUXAN and o
iarchea bags have boen observod,
Vomiling 10 1
Homic and Lymptialic Systern 57 48 Admintstration; DO NOT ADMINISTER AS AN INVRAVENOUS PUGH OR BOLUS
N Infusion and hypersensilivy reaclions may mcu (saa BOXED WARNINGS. WARNNGS, and
Lymphiogeria “ 0 ADVERSE REACTIONS). a0d ina should
Leukopenia 14 4 be considarad before each infusion of nnuxm Pnsmadulnn may altenuale wnfusion reactions.
Neuropania 1" 6 Sinca rangiant hypolension may oocur duting RITUXAN infusion, consideralion should be given o
i h ions 1. inh
Thro pema 12 2 withhalding antihypertansive medications 12 hours prior to RITUXAN infusin.
Anomia ] 3 First Infusion
Metabolic a0 Nutitio! Discrdeds 1 3 Tha RITUXAN salubon for mfusion shouk be administored inliavenously &t an indal ralo of
50 my/v. RITUXAN should nat ba mixad or diutod with other drugs. if hypersensitvily of infusin
Angioedenia Ll 1 reactions to nat oo, escalale e MIUSIN fatg in 50 mg/Me incramonts pvery 30 Iinwes. 1o
Hyparglycemia 9 1 maxmum of 400 m/te, I 2 fypersonsitivily {non-KE-modialad) of an infusion teaction davelops.
Peripharal Edema 8 0 the infusion should ba tempoiarily slowed or intamupled (sea BOXED WARNINGS ad WARNINGS).
Tha infusion can contirue at one-hall he previpus ate upon enprovamunl of patient syinptonis
LOH Increase: 7 0
Nusquicskeotal Syslem % 3 Subsequent Infusians
Wyalgla 10 ' f the patient idterated tho first nfusion well, subsequent RITUXAN nfusions ¢an bo administerod 3t
v i an mitlal 1ae of 100 moyhr, and increased by 100 my/Av incremants at 30-minule alervals. 1o a
Anhralgia 10 ! maximum of 400 mg/h¥ as oieratad. H tha palient did ot kakerate tha lirsi intusion wall. folkow thés
m 2 1 guidelings undar First Infusion.
Dizziness 10 1 Stabllity and Slorage
Anxiety 5 § RITUXAN vials are stalle al 2-8°C (36—26°F). Doixit use beyond expiration cale stamped on
Besokatory Syslom 38 a caston. AITUXAN vials shiould be protecled irom direct sunbgiit. Do nal freeze or shiake. Refer to the
N . \ “Praparation for Adninsbiation” saction Inr [nformelion on the stability and stixage of sordions of
treased Cough 1 RITUXAN giluted for infusia.
Rhinitis 12 1 VOW SUPPLIED
Bronclospasin 8 ! RAITUXAN® (Rituximabl is suppliod as 100 ing and 500 mq of storila, praservalwe-irea,
Dyspaca 7 ! single-use vials.
Sewsits 6 0 Singio usil 100 mig carlon, Contains ot 10 mh vialof RITUXAN (10 myl.
Sk apg Ayondages “ 2 NDC 50242-051-21
ight Swaats 19 : Single LVt 500 g caron: Conlans a0e 50 . vl of RITUKAN (10 mginL.
Bast 5 NOC 50242-053-06
Plnes 1" 1
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APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Reguiations, Parts 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT

DATE OF SUBMISSION

TELEPHONE NO. (Include Area Code)L

—I FACSIMILE (FAX) Number (Inciude Area Code)

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code,

AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,

and U.S. License number if, previously issued):

ZIP Code, telephone & FAX number) IF APPLICABLE

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued)l

ESTABLISHED NAME (e.g., Proper name, USP/USAN name,

PROPRIETARY NAME (trade name) IF_ANY

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (Ifany)

CODE NAME (If any)

DQOSAGE_FORM: STRENGTHS:

ROUTE ISTRATION:

(PROPOSED) INDICATION(S) FOR USE:

APPLICATION INFORMATION

APPLICATION TYPE

(check one) [] NEWDRUG APPLICATION (NDA, 21 GFR 314.50) |
D BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)

ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE || 505 (b)(1)

[7]505 o))

rug

IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THA

T IS THE BASIS FOR THE SUBMISSION

Ja

TYPE OF SUBMISSION (check one) [ oriainaL appLICATION [ |AMENDMENT TO APENDING APPLICATION || RESUBMISSION
[ Jpresusmission []annuaL reporT [ JESTABLISHMENT DESCRIPTION SUPPLEMENT [ Jerricacy suppLEmENT
[ JraBeLinG suppLEMENT E CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT otHeR[ |

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:|_

IF ASUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY CBE Flceeao [ Prior Approval (PA)
REASON FOR SUBMISSION | |
PROPOSED MARKETING STATUS (check one) D PRESCRIPTION PRODUCT (Rx) m OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMI'I'I'EDI I

THIS APPLICATION IS

[1rarer 7] parer anp eLectronic ] eLectronic

Provide locations of all manufacturing, packaging and con
address, contact, telephone number, registration number
conducted at the site. Please indicate whether the site is

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the application.)
trol sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
(CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)

ready for inspection or, if not, when it will be ready.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

FORM FDA 356h (10/05)

PSC Media Ans (301) 443-1090  EF
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This application contains the following items: (Check all that apply)

1. Index

2. Labeling (check one) m Draft Labeling m Final Printed Labeling

3. Summary (21 CFR 314.50 (c))

| o

4. Chemistry section

m A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

m B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)}(2); 21 CFR 601 .2)

Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)

5
6
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

Safety update report (e.g., 21 CFR 314.50(d)(5)(vi)(b); 21 CFR 601.2)

10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (}2)(A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (1)(3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part54)
20. OTHER (Specify) [ _ ' H

O0O0O0O00O00O0nO0O0onooe

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.

Regulations on making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

. Local, state and Federal environmental impact laws.

If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE

ADDRESS (Street, City, State, and ZIP Code) Telephone Number

I | ]

Public reporting burden for this collection of Informatlon is estimated to average 24 hours per response, including the time for reviewing ‘
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.

Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden
to:

NoosON

Department of Health and Human Services Department of Health and Human Services

Food and Drug Administration Food and Drug Administration

Center for Drug Evaluation and Research Center for Biologics Evaluation and Research (HFM-99)  An agency may not conduct or sponsor, and
Central Document Room 1401 Rockville Pike a person is not required to respond to, a
5901-B Ammendale Road Rockville, MD 20852-1448 collection of information unless it displays a
Beltsville, MD 20705-1266 currently valid OMB control number.
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INSTRUCTIONS FOR FILLING OUT FORM FDA 356h

APPLICANT INFORMATION This section should include the name, street address, telephone,
and facsimile numbers of the legal person or entity submitting the application in the appropriate areas.
Note that, in the case of biological products, this is the name of the legal entity or person to whom the
license will be issued. The name, street address and telephone number of the legal person or entity
authorized to represent a non-U.S. applicant should be entered in the indicated area. Only one person
should sign the form.

PRODUCT DESCRIPTION This section should include all of the information necessary to identify
the product that is the subject of this submission. For new applications, the proposed indication

should be given. For supplements to an approved application, please give the approved indications for
use.

APPLICATION INFORMATION If this submission is an ANDA or 505(b)(2), this section should
include the name of the approved drug that is the basis of the application and identify the holder of
the approved application in the indicated areas.

TYPE OF SUBMISSION should be indicated by checking the appropriate box:

Original Application = a complete new application that has never before been submitted;

Amendment to a Pending Application = all submissions to pending original applications, or
pending supplements to approved applications, including responses to Information Request Letters;

Resubmission = a complete response to an action letter, or submission of an application that has been
the subject of a withdrawal or a refusal to file action;

Presubmission = information submitted prior to the submission of a complete new application;

Annual Report = periodic reports for licensed biological products (for NDAs Form FDA-2252
should be used as required in 21 CFR 314.81 (b)(2));

Establishment Description Supplement = supplements to the information contained in the
Establishment Description section (#15) for biological products;

Efficacy Supplement = submissions for such changes as a new indication or dosage regimen for an
approved product, a comparative efficacy claim naming another product, or a significant alteration in
the patient population; e.g., prescription to Over-The-Counter switch;

Labeling Supplement = all label change supplements required under 21 CFR 314.70 and 21 CFR
601.12 that do not qualify as efficacy supplements;

Chemistry, Manufacturing, and Controls Supplement = manufacturing change supplement
submissions as provided in 21 CFR 314.70, 21 CFR 314.71, 21 CFR 314.72 and 21 CER 601.12;

Other = any submission that does not fit in one of the other categories (e.g., Phase IV response). If

this box is checked the type of submission can be explained in the REASON FOR SUBMISSION
block.

Submission of Partial Application Letter date of agreement to partial submission should be
provided. Also, provide copy of scheduled plan.

CBE "Supplement-Changes Being Effected" supplement submission for certain moderate changes for

which distribution can occur when FDA receives the supplement as provided in 21 CFR 314.70 and
21 CFR 601.12.

FORM FDA 356h (10/05)
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CBE-30 "Supplement-Changes Being Effected in 30 Days" supplement submission for certain
moderate changes for which FDA receives at least 30 days before the distribution of the product made
using the change as provided in 21 CFR 314.70 and 21 CFR 601.12. ‘

Prior Approval (PA) "Prior Approval Supplements" supplement submission for a major change for
which distribution of the product made using the change cannot occur prior to FDA approval as
provided in 21 CFR 314.70 and 21 CFR 601.12.

REASON FOR SUBMISSION This section should contain a brief explanation of the submission,
e.g., "manufacturing change from roller bottle to cell factory" or "response to Information Request
Letter of 1/9/97" or "Pediatric exclusivity determination request" or "to satisfy a subpart H
postmarketing commitment”,

NUMBER OF VOLUMES SUBMITTED Please enter the number of volumes, including and
identifying electronic media, contained in the archival copy of this submission.

This application is

Paper [] Paper and Electronic [ Electronic
Please check the appropriate box to indicate whether this submission contains only paper, both paper
and electronic media, or only electronic media.

ESTABLISHMENT INFORMATION This section should include information on the locations of
all manufacturing, packaging and control sites for both drug substance and drug product. If
continuation sheets are used, please indicate where in the submission they may be found. For each
site please include the name, address, telephone number, registration number (Central File Number),
Drug Master File (DMF) number, and the name of a contact at the site. The manufacturing steps
and/or type of testing (e.g. final dosage form, stability testing) conducted at the site should also be
included. Please indicate whether the site is ready for inspection or, if not, when it will be ready.
Please note that, when applicable, the complete establishment description is requested under item 15.

CROSS REFERENCES This section should contain a list of all License Applications,
Investigational New Drug Applications (INDs), NDAs, Premarket Approval Applications (PMAs),
Premarket Notifications (510(k)s), Investigational Device Exemptions (IDEs), Biological Master
Files (BMFs) and DMFs that are referenced in the current application.

Items 1 through 20 on the reverse side of the form constitute a check list that should be used to
indicate the types of information contained within a particular submission. Please check all that
apply. The numbering of the items on the checklist is not intended to specify a particular order for
the inclusion of those sections into the submission. The applicant may include sections in any order,
but the location of those sections within the submission should be clearly indicated in the Index. It is
therefore recommended that, particularly for large submissions, the Index immediately follows the
Form FDA 356h and, if applicable, the User Fee Cover Sheet (Form FDA 3397).

The CFR references are provided for most items in order to indicate what type of information should
be submitted in each section. For further information, the applicant may consult the guidance
documents that are available from the Agency.

Signature The form must be signed and dated. Ordinarily only one person should sign the form, i.e.,
the applicant, or the applicant’s attorney, agent, or other authorized official. However, if the person
signing the application does not reside or have a place of business within the United States, the
application should be countersigned by an attorney, agent, or other authorized official who resides or
maintains a place of business within the United States.
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