CENTER FOR DRUG EVALUATION AND RESEARCH

ADVISORY COMMITTEE: ARTHRITIS ADVISORY
‘COMMITTEE

DATE OF MEETING: 03/24-25/98



CENTER FOR DRUG EVALUATION AND RESEARCH

ADVISORY COMMITTEE: ARTHRITIS ADVISORY
- COMMITTEE

DATE OF MEETING: 03/24-25/98

AGENDA



3/2 ¢ <;“/':F'

Arthritis Advisory Committee
Food and Drug Administration
Center for Drug Evaluation and Research

Gaithersburg Hilton,- 620 Perry Parkway, Gaithersburg, MD
March 24, 1998
Agenda

safety issues; gastro-intestinal tolerability, renal, bone and
reproductive toxicity related to NSAID COX-2 and other agents.

8:00 Call to Order, Introductions: Michelle Petri, M.D., Chair
Arthritis Advisory Committee

Meeting Statement: Kathleen Reedy, Executive Secretary
Arthritis Advisory Committee

Welcome and Introduction: Michael Weintraub, M.D., Acting
Director, Division of Anti-Inflammatory, Analgesic and
- Ophthalmic Drug Products; Office Director, ODE V

8:30 Open Public Hearing

9:00 Loren Laine, M.D., Gastroenterology
Kevin R. McConnell, M.D., Nephrology

Discussion:
Studies
Endpoints
Labeling
12:30 Lunch
1:30 Discussion:

Concomitant conditions/medication
Statistical Analysis :
Id

3:00 Questions

4:30 - Summary and Conclusion APPEARS THIS WAY ON
- ORIGINAL

5:00 Adjourn



Arthritis Advisory Committee
Food and Drug Administration.
Center for Drug Evaluation and Research

March 24, 1998
SAFETY: NSAID AND COX-2

Open Public Hearing

1. G. D. Searle & Company,
Steven Geis, M.D. Executive Director, Clinical Research

2. SmithKline Beecham Pharmaceuticals
Robert Palmer, M.D., Director, Rheumatology

APPEARS THIS WAY ON ORIGINAL




Arthritis Advisory Committee
Food and Drug Administration
Center for Drug Evaluation and Research

Gaithersburg Hilton, 620 Perry Parkway, Gaithersburg, MD

March 24, 1998

Gastrointestinal Drugs Advisory Committee

Loren Laine, M.D.
Professor of Medicine
Gastrointestinal & Liver Disease Division
LAC 12-37, Department of Medicine
University of Southern California
School of Medicine
2025 Zonal Avenue
Los Angeles, California 90033

Barbara Frank, M.D.

Clinical Professor of Medicine

Division of Gastroenterology

Alleheny University of the Health Sciences
Broad & Vine Streets, Mail Stop 131
Philadelphia, Pennsylvania 19102

Endocrinologic and Metabolic Drugs Advisory Committee

Cathy W. Critchlow, Ph.D.

Assistant Professor

Department of Epidemiology

Department of Dental Public Health Sciences
Suite B-509 SM35 .

Seattle, Washington 98185-9960

APPEARS THIS WAY ON ORIGINAL




Arthritis Advisory Committee
Food and Drug Administration
Center for Drug Evaluation and Research
Gaithersburg Hilton, 620 Perry Parkway, Gaithersburg, MD

March 25, 1998
Agenda

8:00 Call to Order, Introductions: Michelle Petri, M.D., Chair
Arthritis Advisory Committee

Meeting Statement: Kathleen Reedy, Executive Secretary
Arthritis Advisory Committee

Welcome and Introduction: Michael Weintraub, M.D., Acting
Director, Division of Anti-Inflammatory, Analgesic and
Ophthalmic Drug Products; Office Director, ODE V

8:30 Open Public Hearing

fast onset of pain relief for prescription
and nonprescription oral analgesics

9:00 Introduction and Overview: Michael Weintraub, M.D.
A method of measuring fast: Eugene Laska, Ph.D.
Discussion: Measurement

Study design
Definitions

11:00 Break

11:15 Questions

12:15 Summary and Conclusion

12:30 Lunch

pain claim structure for chronic and acute pain

1:30 Introduction and Overview: John Hyde, M.D., Ph.D.,
Medical Officer, Division of Anti-Inflammatory,
Analgesic and Ophthalmic Drug Products
Discussion: Categories, Subcategories
Study Design

3:30 Break

3:45 Questions

4:45 Summary and Conclusion
5:00 Adjourn

APPEARS THIS WAY ON ORIGINAL




Arthritis Advisory Committee
Food and Drug Administration
Center for Drug Evaluation and Research

March 25, 1998

Pain: Rapid onset of relief
Claim Structure, chronic and acute

Open Public Hearing

1. George Ehrlich, M. D., U of Pennsylvania

2. NonPrescription Drugs Manufacturing Association:
William Soller, Ph.D.

APPEARS THIS WAY ON ORIGINAL




Arthritis Advisory Committee
Food and Drug Administration
Center for Drug Evaluation and Research

Gaithersburg Hilton, 620 Perry Parkway, Gaithersburg, MD

March 25, 1998

SGE Consultant:

Mitchell B. Max, M.D.

National Institute of Dental Research
National Institutes of Health
Building 10, Room 3C-405

Bethesda, MD 20892-1258

APPEARS THIS WAY ON ORIGINAL

Guest Expert:

Eugene Laska, Ph.D.
140 0l1d Orangeburg Road
Orangeburg, New York, 10962

APPEARS THIS WAY ON ORIGINAL




ARTHRITIS ADVISORY COMMITTEE
FDA CONSULTANTS

Kenneth D. Brandt, M.D.

Professor of Medicine and Rheumatology
Indiana University School of Medicine
Rheumatology Division

541 Clinical Drive, Room 492
Indianapolis, IN 46202-5103

Leigh F. Callahan, Ph,D.
Professor of Medicine,

Rheumatolofgy, Epidemiology
Department of Medicine;

Division of Rheumatology
Thurston Arthritis Research Center
3330 Thurston Building, CB#7280
University of North Carolina
Chapel Hill, NC 27599-7280

David T. Felson, M.D., M.P.H.

Professor of Medicine and Public Health

Arthritis Health Services/
Epidemiology Research Unit, A-203

Boston University School of Medicine

80 E. Concord Street

Boston, Massachusetts 02118

Felix Fernandez-Madrid, M.D., Ph.D.
Professor of Medicine

Wayne State University School of Medicine
Hutzel Hospital

4707 St. Antoine, 2-East

Detroit, Michigan 48201

Ildy M. Katona, M.D., CAPT, MC, USN
Department of Pediatrics
Uniformed Services University
of the Health Sciences
4301 Jones Bridge Road
Bethesda, Maryland 20814

Kevin R. McConnell, M.D.
925 Wast Jefferson Street
Charlottesville, VA 22902

Larry W. Moreland, M.D.

Associate Professor of Medicine

Vice-Chairman for Clinical Research,
Department of Medicine

Director, Arthritis Clinical Intervention Program

University of Alabama at Birmingham

1717 Sixth Avenue, South, Room 068

Spain Rehabilitation Center

Birmingham, AL 35294

Barbara White, M.D.
University of Maryland School of Medicine
Department of Medicine
Division of Rheumatology
& Clinical Immunology
10 South Pine Street
MSTF Building, Room 8-34
Baltimore, MD 21201

APPEARS THIS WAY ON ORIGINAL
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ARTHRITIS ADVISORY COMMITTEE
CENTER FOR DRUG EVALUATION AND RESEARCH

CHAIRMAN

Petri, Michelle A., M.D., M.P.H. 9/30/98
Associate Professor of Medicine
Division of Rheumatology

The Johns HopkinsUniversity School of Medicine

1830 E. Monument Street, Suite 7500
Baltimore, Maryland 21205

Liang, Matthew H., M.D., M.P.H. 9/30/98
Professor of Medicine
Department of Medicine
Division of Rheumatology/Immunology
Harvard Medical School
Brigham and Women's Hospital
75 Francis Street
Boston, Massachusetts 02115

Luthra, Harvinder S., M.D. 9/30/98

Professor, Department of Internal Medicine
Division of Rheumatology

Mayo Clinic and Mayo Medical School

200 Southwest First Street

Rochester, Minnesota 55905

Simon, Lee S., M.D. 9/30/98
Associate Professor of Medicine

Deaconess Hospital

Harvard Medical School

Department of Medicine

110 Francis Street, 5SA

Boston, Massachusetts 02215

Abramson, Steven B., M.D. 9/30/99
Chairman of Rheumatology and Medicine
Hospital for Joint Diseases

301 East 17th Street

New York, New York 10003

Lovell, Daniel J., M.D., M.P.H. 9/30/99
Associate Director

Division of Pediatric Rheumatology
Department of Pediatrics

Children's Hospital Medical Center

Pavilion Building, Room 1-29

3333 Burnet Avenue,

Cincinnati, Ohio 45229-3039

EXECUTIVE SECRETARY

Kathleen Reedy

Advisors and Consultants Staff (HFD-21)
Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857
301/443-5455 FAX: 301/443-0699
reedyk@cder.fda.gov

EMBER

Consumer Representative .
Malone, Leona M. 9/30/00

8D Lexington Lane East
Palm Beach Gardens, FL 33418

Pucino, Jr., Frank, Pharm.D. 9/30/00
Clinical Care Specialist

Pharmacy Department

National Institutes of Health

Building 10, Room IN-257

9000 Rockville Pike

Bethesda, Maryland 20892

Tilley, Barbara C., Ph.D. 9/30/00
Division Head

Biostatistics and Research Epidemiology
Henry Ford Health Science Center
Administrative Building, Suite 3E

1 Ford Place

Detroit, Michigan 48202

Harris, E. Nigel, M.D. 9/30/01
Dean, Department of Internal Medicine
Office of the Dean

Morehouse School of Medicine

720 Westview Drive SW

Atlanta, Georgia 30310-1495

Yocum, David E., M.D. 9/30/01
Professor of Medicine

Division of Rheumatology

Department of Medicine

University of Arizona

UMC Building, Room 6409

1501 North Campbell Avenue

Tucson, Arizona 85724

BEST POSSIBLE

February 26, 1998



NONPRESCRIPTION DRUGS ADVISORY COMMITTEE
CENTER FOR DRUG EVALUATION AND RESEARCH

CHAIRMAN

Ralph B. D'Agostino, Ph.D. 5/31/98
Professor of Mathematics/Statistics and Public
Health

Department of Mathematics

Boston University

111 Cummington Street

Boston, Massachusetts 02215

Professor of Medicine

Director, Comprehensive Sickle
Cell Center

University of Southern California

2025 Zonal Avenue, Raulston 304

Los Angeles, California 90033

Beth L. Slingluff, AN.P. 5/31/98
Carondelet St. Mary's Hospital

Attention: Occupational Health Network
1601 W. St. Mary's Road

Tucson, Arizona 85745

Theodore G. Tong, Pharm.D. 5/31/98

Professor of Pharmacy Practice,
Pharmacology and Toxicology

College of Pharmacy

University of Arizona

Mable and Warren Streets

Tucson, Arizona 85721

Ernic P. Brass, M.D., Ph.D. 5/31/99
Chair, Department of Medicine
Harbor-UCLA Medical Center

1000 West Carson Street

Torrance, California 90509

Patricia A. McGrath, Ph.D. 5/31/99
Professor of Paediatrics

Faculty of Medicine

and Director, Paediatric Pain Program

Child Health Research Institute

University of Western Ontario

London, Ontario N6C 2V5 CANADA

September 17, 1997 .

EXECUTIVE SECRETARY
Andrea Neal, DM.D., MP.H.

Advisors and Consultants Staff
FDA/CDER/HFD-21

5600 Fishers Lane

Rockville, Maryland 20857
301/443-5455 Fax: 301/443-0699
E-mail:NealA@cder.fda.gov

MEMBERS
Cage S. Johnson, M.D. 5/31/98

Lynn McKinley-Grant, M.D. 5/31/99
Washington Hospital Center

Dermatology Associates

110 Irving Street, N.'W.

Washington, DC 20010-2975

Mary A. Koda-Kimble, Pharm.D. 5/31/00
Professor of Clinical Pharmacy

Division of Clinical Pharmacy

School of Pharmacy

University of California at San Francisco
521 Parnassus, Room C152

San Francisco, California 94143

CONSUMER REPRESENTATIVE
Kathleen Hamilton 5/31/00

Deputy Chief of Staff
Lieutenant Governor Gray Davis
State Capitol, Room 1114
Sacramento, California 95814

Robert J. Genco, D.D.S., Ph.D. 5/31/00
Associate Dean for External and
Interdisciplinary Programs
State University of New York at Buffalo
School of Dental Medicine
Department of Oral Biology, Foster Hall
Buffalo, New York 14214-3092
716/829-2854 Fax: 716/829-2387

INDUSTRY REPRESENTATIVE (NON-VOTING)
George A. Blewitt, M.D. 5/31/01

Nonprescription Drug Manufacturers
Association

c/o Dr. Lorna Totman

1150 Connecticut Avenue, N.'W.

Washington, DC 20036
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Arthritis Advisory Committee
Food and Drug Administration
Center for Drug Evaluation and Research

Gaithersburg Hilton, 620 Perry Parkway, Gaithersburg, MD
March 24, 1998, 8 AM

'~ safety issues; gastro-intestinal tolerability, renal, bone and
reproductive toxicity related to NSAID COX-2 and other agents.

Questions

I. What constitutes the type of adequate and well controlled
studies which will be clinically meaningful?

II. The following guestions relate to clinical trial designs
attempting to demonstrate clinically meaningful improvement
in GI -safety:

1. What constitutes the type of adequate and well .
controlled study(ies) which will support changes to the
NSAID GI Warning (e.g. large and simple, endoscopy)?

2. What kinds of endpoints should be considered for
improved GI safety?

3. What constitutes an adequate length of study(ies) to
support changes to the NSAID GI Warning?

4. In these studies, what dose (s) and type(s) of study
comparators should be used, e.g. placebo, other NSAIDs,
the “X” dose of the test product, etc. ?

5. What types of patients and medications should be
included or excluded for these studies, e.g. OA vs. RA,
H.Pylori, concomitant medications, etc.?

6. What statisfical analysis should be used for these
studies to support changes in the NSAID GI Warning?

IITI Additionally, we would like to discuss renal, bone, and
reproductive toxicity associated with COX-2 and other
agents. This discussion would include types of studies,
endpoints, dose, duration, comparators, exclusion/inclusion
criteria and types of patients to adequately address these
concerns.

BEST POSSIBLE




Arthritis Advisory Committee
Food and Drug Acdministration
Center for Drug Evaluation and Research
Gaithersburg Hilton, 620 Perry Parkway, Gaithersburg, MD
March 25, 1998, 8 AM

fast onset of pain relief for prescription
and nonprescription oral analgesics.

Questions

How should fast analgesic claims be labeled?
time in minutes or a set period of time
clinical improvement, pain relief defined as no more pain or

an improvement in pain?

Should fast be measured clinically in terms of:
onset of any effect (perceptible pain relief)
meaningful or substantial relief
pain half gone

pain completely gone

What are some recommended study designs to establish fast
analgesic claims?

What types of comparative product claims could be allowed?

What do the terms fast and relief mean to the consumer?

BEST POSSIBLE
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