Patrick J. Zenner Y TYN Y
President and Chief Executive Officer ' N\

By Hand

November 13, 2000

The Honorable Bart Stupak

United States House of Representatives
2348 Rayburn House Office Building
Washington, DC 20515-2201

Dear Representative Stupak:

We have been informed by the Food and Drug Administration (FDA) that you will be meeting
with Jane Henney, Commissioner, FDA and Janet Woodcock, Director, Center for Drug
Evaluation and Research, to discuss concerns relating to Accutane® (isotretinoin). In order to
support that dialogue, we are hereby providing our most recent submissions to the FDA relating
to Accutane risk management. As you know, in addition to the commitments made in our
October 17™ letter to you, we are actively working to implement additional enhancements to the
Accutane risk management program in response to the recent meeting of the Agency's
Dermatologic and Ophthalmic Drugs Advisory Committee, including changes relating to
psychiatric issues and preventing pregnancy.

The attached submissions include:

e Our October 25, 2000, submission letter responding to FDA’s requests, providing (1) a
proposed Medication Guide; and (2) a revised informed consent form for all patients,
both including language relating to psychiatric issues. The educational and research
timelines and plans to address the psychiatric issues were also submitted in this letter.

e Our October 31, 2000, submission letter providing our initial timelines and responses to
the Agency's requests for enhancements to the Accutane risk management program in
regards to preventing pregnancies in Accutane patients.

Hoffmann-La Roche has engaged in years of effort, in close coordination with the FDA, to
ensure safe and effective use of Accutane. We would welcome the opportunity to discuss our
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efforts with respect to Accutane risk management with you and other Members of Congress who
have expressed concerns. We hope this information is helpful to you.

Sincerely,
O f 5

PJZ/cds
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October 31, 2000

Dr. Jonathan Wilkin

Food and Drug Administration

Division of Dermatologic & Dental Drug Products, HFD-540
Center for Drug Evaluation and Research

Office of Drug Evaluation V

9201 Corporate Boulevard, 2nd Floor

Rockville, Maryland 20850

Dear Dr. Wilkin:
Re: NDA 18-662 — Accutane (isotretinoin) Capsules

Meeting Request — Risk Management Program
General Correspondence — Risk Management Program

Reference is made to the September 18-19, 2000 meeting of the Dermatologic and Ophthalmic Drugs Advisory
Committee and to the October 6, 2000 letter from the FDA summarizing the Agency’s request for a detailed risk
management program for Accutane. This submission contains the strategy for the development and implementation
of the enhanced Accutane risk management program for pregnancy prevention. The first portion of the Accutane
risk management program detailing psychiatric adverse events was submitted to the Agency on October 25, 2000.

Consistent with our past efforts with Accutane, the outlined programs emphasize collaboration with the FDA to
ensure the safe and effective use of this important medication. The enhancements to our Accutane risk management
program described in this submission constructively address the Agency’s requests. The program proposed is
unprecedented in scope for a marketed drug with such a significant patient population and prescriber base. For
these reasons, we are hereby requesting an urgent meeting with the FDA to discuss the risk management
program for Accutane. Agency participants in this critical meeting should include members of the Dermatologic
and Drug Products Division and The Office of Post Marketing Drug Risk Assessment.

This submission contains trade secrets and confidential commercial information exempt from public disclosure
pursuant to exemption 4 of the Freedom of Information Act, 5 U.S.C. § 552(b)(4) and FDA regulations, and the
disclosure of which is prohibited by section 301(j) of the Federal Food, Drug, and Cosmetic Act, the Trade Secrets
Act, 18 U.S.C. § 1905, and other applicable law. Pursuant to FDA regulations (21 C.F.R. §§ 20.45-20.46 and
20.61(e)), Hoffmann-La Roche is entitled to notice, an opportunity to object, and an opportunity to seek pre-release
judicial review in the event that FDA determines that all or any part of this submission may be disclosed.

Please do not hesitate to contact the undersigned, if you have any questions regarding this information.

Sincerely,
HOFFMANN-LA ROCHE INC.

Donald MacLean, Ph.D

Vice President and Site Head
Drug Regulatory Affairs
(973) 562-3673 (phone)
(973) 562-3700 (fax)

HLR No. 2000-2698

Desk copies: - Dr. Indira Kumar, HFD-540 - (30 paper and 5 diskettes)
Dr. Jonca Bull, HFD-105
Dr. Heidi Jolson, HFD-530
Dr. Janet Woodcock, HFD-001




1. Introduction

Roche is committed to assuring that the enhanced risk management program for
Accutane will be comprehensive, achievable and implemented for all patients
that are prescribed Accutane. The proposed Accutane risk management
program is a complex endeavor with numerous components and encompasses a
variety of issues that need to be addressed and resolved in the ongoing
collaborations between Roche and the FDA. This complexity necessitates
iterative revisions, discussions, and agreements as the elements of the risk
management programs evolve to assure that the objectives can be met as
rapidly as possible. Our overriding goal is to continue to assure the safe and
appropriate use of Accutane through a risk management program that patients
and physicians are able to use to make truly informed decisions on appropriate
health care. Concurrently, we must ensure that the privacy and rights of patients
are protected, and that physicians are able to use Accutane in the practice of
medicine without undue interference by third parties.

The enhancements in the risk management program for Accutane will include the
following components:

Accutane Medication guide

Psychiatric education

Psychiatric research program

Informed consent for psychiatric and pregnancy issues

Educational program for prescribers and patients to prevent pregnancy
Enroliment of the patients and prescribers into a verifiable database
Ascertainment and follow-up of all fetal exposures

External monitoring program.
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The October 25, 2000 submission addressed the first four components. These
items will proceed with implementation as soon as agreement is reached with the
FDA.

This submission outlines Roche’s plans and timelines for the remaining
components. Specifically, the development and implementation of an enhanced
program to address prevention of pregnancy.

1. Plans and Timelines of Pregnancy Educational Elements
for Prescribers and Patients (See also Appendix A).

Roche has undertaken the task to design and implement additional educational
elements and programs. These components will further prepare Accutane
prescribers to ensure that they are properly executing a complete pregnancy
prevention program, selecting the appropriate patients, and managing the risks of
therapy as specified in the label. The education component is an integral part of
the program to assure progress toward the primary goals of the continued safe




and appropriate use of Accutane for all patients and, for female patients, provide
a means for pregnancy prevention. The prescriber is the major conduit for the
education of the patients. Patients require this information so that they can make
an informed decision on the selection of their own health care. Hence, our
enhanced educational elements provide components for the education of the
patient as well as of the nursing and pharmacist communities.

A. Education Elements Developed: Implementation Plan’
Outlined below are the proposed implementation plans for the elements of the
program described in Appendix A.

1. Prescriber Education

Accutane prescribers? will be notified of the educational revisions to the
Pregnancy Prevention Program (PPP) by November 2000. Each new Accutane
prescriber will be mailed information on the PPP monthly.

Roche will also sponsor an Accutane Continuing Medical Education (CME)
certification course for prescribers, in order to update prescribers on the potential
for serious adverse events with special reference to contraceptive counseling.
This CME course is in preparation and is currently planned for completion in
February 2001. This program will be a component to prescribing Accutane and
entering patients into the Accutane Prescriber and Patient Database (described
below).

Publication of The Accutane Health Professionals Guide is planned for
November 2000.

Publication of Best Practices for Prescribers is planned for the first quarter of
2001 and will incorporate prescriber registration information.

2. Nursing Education

Publication of the Dermatology Nursing articles on the Pregnancy Prevention
Program as a supplement is planned for the first quarter of 2001 and will contain
information about registration for patients.

Publication of the Nurse Practitioner articles on the Pregnancy Prevention
Program supplement is planned for the first quarter of 2001 and will contain
information about registration for patients and prescribers.

' Note: Additional educational elements will be added regarding the objectives and
utilization of the Accutane Prescriber and Patient databases as the details of the program
evolve. These additional elements will be distributed to prescribers, pharmacists, and
atients.
As identified by the IMS database identified during the previous two years up to and
including October 2000.




A Contraception Counseling Certificate Program for registered nurses, and
medical assistants is ongoing. A program for eight Dermatology Nurses’
Association Regional Chapters will be completed by December 2000 and 27
Dermatology Nurses’ Association Regional Chapters will have completed this
program by December 2001.

3. Pharmacist Education

Publication of an article for pharmacists on the Pregnancy Prevention Program is
planned for the first quarter of 2001 and will contain information about the
confirmation of negative results from pregnancy testing.

A pharmacist newsletter relating to the PPP will be published in November 2000.

A pharmacist Continuing Education Unit (CEU) Article on Accutane adverse
events is scheduled for March 2001.

4. Patient Education

Publication of Be Smart, Be Safe, Be Sure patient materials, including the
enhanced 10 Step process, is planned for implementation in the first quarter of
November 2001.

It Plans and Timelines for Development and
Implementation of :

REGISTRATION FOR ALL ACCUTANE PATIENTS
REGISTRATION FOR ACCUTANE PRESCRIBERS,
ASCERTAINMENT AND FOLLOW-UP OF ALL PREGNANCIES
EXTERNAL MONITORING PROGRAM

A. Accutane Prescriber and Patient Database:
1. Prescribers would register with Roche based on a CME program for
Accutane-specific risk management with specific reference to
pregnancy prevention including contraceptive counseling.

2. This prescriber registration is required in order to access software,
which generates an exclusive Accutane prescription. The special
prescription would only be generated once all the preconditions are
met. That is, when the patient demographic fields are entered, an
informed consent is obtained, and, for female patients, two initial and
subsequent monthly pregnancy tests are checked. Informed consent




for female patients would include consents to be registered and
followed up®.

3. Pharmacies would only dispense Accutane based on this special
Accutane prescription, within a specified period.

4. Data from the physician’s office would be transferred to a central
database.

5. The Accutane Pregnancy Survey (managed by Slone Epidemiology
Unit) using the central database, would follow up on all registered
female patients for presence or absence of pregnancy, and ascertain
pregnancy outcomes.

The proposed process for developing a prescriber and patient database provides
for:
o A registry and qualifications required for practitioners
e An inventory of all patients, both male and female
e A comprehensive program to track and report to CDER
e all reported fetal exposures to Accutane
¢ the outcomes of such exposures
o Dispensing of Accutane to female patients only upon verification of adequate
pregnancy testing.

B. External Monitoring/Oversight

Roche would explore establishing agreements with pregnancy risk organizations
such as the Center for Disease Control (CDC), and with organizations containing
expertise in women’s health and reproductive issues. These groups would be
encouraged to use a standardized data collection form to report pregnancies that
occurred while on Accutane, with the objective of matching these reports to those
in the Accutane Prescriber and Patient Database.

Roche will also explore the possibility of obtaining data on pregnancy exposures
to Accutane from managed care and other external databases, in order to match
externally reported exposures to the Accutane Prescriber and Patient Database.
We propose a quarterly review of the data for the first year and then annual

A proposed interim informed consent for all adverse event warnings including psychiatric events
was submitted to the FDA October 25, 2000 for use with all patients. In addition, for females an
Accutane informed consent, as approved by the FDA in May 2000, is currently available to female
patients through the PPP. As explained an informed consent for all patients will be developed as
an element of the enhanced Accutane Pregnancy Prevention Program to assure that informed
consent is obtained concerning the database collection and re-contact procedures for female
patients.




