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Agenda

Arthritis Advisory Committee
Food and Drug Administration

Center for Drug Evaluation and Research

February 4, 1997

Gaithersburg Hilton
620 Perry Parkway, Gaithersburg, MD.

NDx 50-735, Neoral@, (cyclosporine) Sandoz

Open Session

8:30 Call to Order, Introductions: Michelle Petri, M.D., Chair

Meeting Statement: Kathleen Reedy, Executive Secretary

Welcoming Comments: Wiley A. Chambers, M.D., Acting Director
Division of Anti-Inflammatory, Analgesic and Ophthalmic

.Drug Products

8:45 Open Public Hearing

. Sponsor Presentation

Introduction: Michael S. Perry, DVM, PhD, Vice President
Drug Registration and Regulatory Affairs
Sandoz Pharmaceuticals Corporation

Clinical Efficacy and Safety
Dosing Guidelines: Helen Torley, MB, ChB, MRCP, Head

Medical Affairs, Sandoz Pharmaceuticals

Clinical Perspective: Peter Tugwell, MD, Chairman
Department of Medicine
University of Ottawa, Canada

10:45 Break

11:00 FDA Presentation

- Medical: Kent R. Johnson, MD, Medical Officer

Division of Anti–Inflammatory, Analgesic and
Ophthalmic Drug Products, FDA

12:00 Lunch

1:00 Dis-cussion and Questions #1 and #2

3:00 Sponsor Presentation Pediatric Data: Vibeke Strand, MD, FACP
Clinical Faculty, Stanford University, CA

3:30 Discussion and Question #3

5:00 Adjourn



Arthritis Advisory Committee

Food and Drug Administration
Center for Drug Evaluation and Research

February 4, 1997

Gaithersburg Hilton
620 Perry Parkway, Gaithersburg, MD.

NDA 50-735, Neoral@, (cyclosporine) Sandoz

ISSUES TO CONSIDER

1. Has Neoral demonstrated efficacy in controlled trials and
does it have an acceptable risk/benefit ratio?

2. How should its indication section read?

In which “set of RA patients?

In combination with background therapy (i.e. methotrexate)?

a. Should separate recommendations (dosing, monitoring,
,. etc.) be recommended in the presence of background

methotrexate?

b. Is there a significant PK interaction with Neoral and
methotrexate?

Is it clinically significant?

If so, what

3. What additional
permit the labeling
polyarticular JRA.

are its implications regarding labeling?

data, if any, would be needed in JRA to
(via t-he “pediatric rule”) for
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CHAIRMAN EXECUTIVE SECRETARY

Petri,Michelle A., M. D., M:P.H. 9130/98 Kathleen Reedy
Associate Professor of Medlcme Advisors and Consultants Staff (HFD-21 )
Division of Rheumatology
The Johns Hopkins Umversity
School of Medicine
1830 E. Monument Street, Suite 7500
Baltimore, Maryland 21205

Center for Drug Evaluation and ‘Research
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857
301-443-5455 FAX: 301-443-0699

Felsoq David T., M.D., M.P.H. 9/30/97
Professor of Medicine and Public Health
Arthritis Health Services/
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Boston University - School of Medicine
80 E. Concord Street
Bosto~ Massachusetts 02118

Femandez-Madrid,. Felix, M.D. 9/30/97
Professor of Med]cme
Wayne State Uruversity
School of Medicine
Hutzel Hospital
47o7 St. Antoine, 2-East
Detroit, Michigan 48201

Liang, Matthew H.? M. D., M.P.H. 9/30/98
Professor of Medlcme
Department of Medicine
Division of Rheumatolo /Immunology
Ha~ard Medical Schoo P
Brigham and Women’s Hospital
75 Francis Street
Boston, Massachusetts 02115

Luthr~ 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

MEMBERS

Abramson, Steven B. M.D. 9!30199
Chairman of Rheumatology and Medicine
Hospital for Joint Diseases
301 East 17th Street
New York New York 10003

LovellZ Daniel J., M. D., M.P.H. 9/30/99
Associate Director
Division of Pediatric Rheumatology
Department of Pediatrics
Chddren’s Hospital MedicaI Center
3333 Bumet Avenue,
Pavilion Bldg.,. Room 1-29
Cincinnati, Oluo 45229-3039

Malone, Leona M. 9/30/00
5935 Eagle’s Nest Drive
Jupiter, Florida 33458

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

Pharmacy Department
National Institutes of Health
9000 Rockville Pike
Buildin 10, Room IN-257

tBethes a, Maryland 20892

Tilley, Barbara C., Ph.D. 9/30/00
Division Head
Biostatistics and Rese~ch E iderniology

8Henry Ford Health Science enter
Admmistrative Building, Suite 3E

Simoq Lee S., M.D. 9/30/98 1 Ford Place
—

Assistant Professor Detroit, Michigan 48202
Deaconess Hospital
Harvard Medical School
Department of Medicine
110 Francis Street, 5A
Bosto~ Massachusetts 02215
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Arthritis Advisory Committee
Food and Drug Administration

Center for Drug Evaluation and Research

February 4, 1997
Gaithersburg Hilton

620 Perry Parkway, Gaithersburg, MD.
..

for NDA 50-735, Neoral@, (cyclosporine) Sandoz

VOTING :
Joseph McGuire, Jr.r M.D.
Carl Herzog Professor of Dermatology and Pediatrics
Stanford University School of Medicine
Department of Dermatology
MSLS Building, Room P-204

Stanford, California 94305

Andrew Whelton, M.D.
Executive Vice President, Internal and External Planning
Chicago Medical School
3333 Green Bay Road, Room 1-125
North Chicago, Illinois 60064

NON-VOTING :
Karyl S. Barron, M.D., Deputy Director

Division of Intramural Research
National Institute of Allergy and Infectious Disease
National Institutes of Health
9000 Rockville Pike, Building 10, Room 4A30
Bethesda, MD 20892-1356

M. Clinton Miller III, Ph.D.
Retired Professor and Chairman
Department of Biometry
Medical University of South Carolina
239 Coinbow Circle, Hobcaw point
Mount Pleasant, SC 29464

Patience H. White, M.D., Director
Division of Rheumatology and Pediatric Medicine
The George Washington University Medical Center

Associate Professor of Medicine and Child Health Development
Childrens National Medical Center

2150 Pennsylvania Avenue, NW
HB Burns Building, Room 5-403
Washington, DC 20037



. ..
Agenda

Arthritis Advisory Committee
Food and Drug Administration

Center for Drug Evaluation and Research

Gaithersburg Hilton
620 Perry Parkway, Gaithersburg, MD

... ., . . . . . ..“ ,. February 5, 1997

“Guidance for Industry. Clinical Development Programs for Drugs, Devices, and

._,-Biological Products for the Treatment of Rheumatoid Arthritis (RA)”

—. . . . -,
.. - -d ---- . -.y. Open Session .

8:00 a.m. Call to Order, introductions: Michelle Petri, Chair
--- ---- . - Meeting Statement: Kathleen Reedy, Executive Secretary

8:15 a.m. ..1---- . . . .... ... . ..... Open Public Hearing

.-
8:45 a.m. Introduction to Document and Discussion of RA Claims Structure:

--, ,.,.-. _...-.Janet Woodcock . .. .. ... -.. .

lCk30 a:m..

10:45 a.m.

12:00 noon

1:15 p.m.
..- - ,..-,.._ .-......

.

1:35 p.m.

2:00 p.m.

,3:.00 p.m.

3:15 p.m.

Signs & Symptoms

Pro/Con Debate re dropouts
Function/Quality of Life

Structure (x-ray/other)

... ... .. . . ......... ..... .,-. -BREAK ------

Major Clinical Response
“Toward a Data-Driven Definition”

Complete Clinical Response &

Remission

LUNCH BREAK

Preclinical and Early Clinical
. ... . . . . .. . .... .. .. .. . .. .

Equivalency Trials

Safety Analysis & Phase IV

BREAK

Overview of JRA and subsets

Janet Woodcock
Kent Johnson & Jeff Siegel

Kent Johnson

Jeff SiegeI

Kent Johnson
David Felson

William Schwieterman

Michelle Petri

Wiley Chambers

Frederick Miller &
William Schwieterman

Patience White

—————



3:30 p.m. Application of Pediatric Rule,

JRA Claims Structure, JRA Claims,

and JRA Drug Development Lisa Rider

4:15 p.m Conclusions & Summary - Janet Woodcock, Michelle Petri

5:00 p.m. - ADJOURN

Si,nce this is not a discussion of a particular drug and we are requesting interaction

and input from the Arthritis Advisory Committee members we have chosen to seat..
the table alphabetically (with Drs. Petri and Woodcock in the center) rather than the

usual format.

After each short presentation, there will be discussion, questions & answers from

the panel then it will be open to the audience for comments, questions & answers.
-, ..,.-. I., *4, . ..- . . . .

. .. .. . ,J..w ,, .. .

*,, ./,.

0- . . . . . . .. ,.s . .,,> . . . . .. .. . . .. . . . .-, . . .
.

. .. ... ..,, - ,-. .. .
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Division of Rheumatology and Pediatric Medicine
The George Washington University Medical Center
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Childrens National Medical Center
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open public Hearing

-thritis Advisory Committee
Food and Drug Administration

Center for Drug Evaluation and Research

February 5, 1997

Gaithersburg Hilton
620 Perry Parkway, Gaithersburg, MD.

for DRAFT GUIDANCE FOR INDUSTRY: CLINIC7AL DEVELOP~NT PROGWS

FOR DRUGS, DEVICES AND BIOLOGICAL PRODUCTS FOR THE TREA~NT OF
RHEUMATOID ARTHRITIS (RA)

SmithKlineBeecham Pharmaceuticals:

Paula Goldberg, Associate Director
United States Regulatory Affairs

Ken Seamen, Ph.D., Senior Vice .President
Scientific Development

IDEC Pharmaceuticals:

Alan Solinger, M.D., Director
Clinical Therapeutics
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GUIDANCE FOR ~ND~sTRyl

CLINICAL DEVELOPMENT

PROGRAMS FOR DRUGS, DEVICES,

AND BIOLOGICAL PRODUCTS

INTENDED FOR THE TREATMENT OF

RHEUMATOID ARTHRITIS

This document is intended to assist developers of drugs, biological products, or medical
devices intended for the treatment of rheumatoid arthritis @A) by providing guidance on the
types of claims that could be considered for such products and the clinical evaluation programs
that could support those claims. Section I addresses types of claims that are available for the
treatment of RA and the measures used to support such claims. Section II contains guidance

.-.,
on the timing, design, and conduct of preclinical and clinical trials for RA products. Section
III contains guidance specifically pertaining to biological products. Section IV contains
guidance pertaining to devices,
juvenile RA.

and Section V contains guidance on special considerations for

‘(When Finished) -- This guidance has been prepared by the Rheumatology Working
Group of the Medical Policy Coordinating Committee (MPCC) of the Center for Drug
Evaluation and Research (CDER), the Center for Biologics Evaluation and Research (CBER),
and the Center for Devices and Radiological Health. Although this guidance does not create or
confer any rights for or on any person and does not operate to bind FDA or the industry, it
does represent the agency’s current thinking on the evaluation of drugs, devices and biological
products intended for the treatment of Rheumatoid Arthritis. For additional copies of this
guidance contact the Division of Communications Management (formerly the Executive
Secretariat Staff), HFD-2 10, Center for Drug Evaluation and Research, FDA, 5600 Fishers
Lane, Rockville, MD 20857 (Phone: 301-594-1012). An electronic version of this guidance is
also available via Internet using FTP, Gopher or the World Wide Web (WWW). For FTP,
connect to the CDER anonymous FTP server at CDVS2 .CDER. FDA.GOV and change to the
“guidance” directory. For Gopher comect to the CDER Gopher server at
GOPHER. CDER.FDA.GOV and select the “Industry Guidance” menu option. For WWW,

.F+ connect to the FDA Home Page at WWW .FDA.GOV and go to the CDER section.
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I. CLAIMS FOR THE TREATMENT OF RA

Over the past decade, there has been a search for better measures to describe patient outcomes
in RA clinical trials. A number of organizations, including the International League Against
Rheumatism, the American College of Rheumatology (ACR), and the Outcome Measures in
Rheumatoid Arthritis Clinical Trials (OMERACT) group, have attempted to define core groups
of measures as well as composite indices describing patient outcomes. As a result of these
efforts, several new measures have been described and validated with clinical data. These
outcome parameters are now being used in clinical trials during drug development. For this
reason, and in the hope that these measures will provide more usefid information about patient
outcomes, FDA is providing guidance about the use of these new measures in clinical trials
that will support label claims.

In addition, many novel agents are under study for the treatment of RA. There is a search for
more effective therapeutics that will have a positive impact on the natural history of the
disease. The following label claims allow for descriptions of treatment effects of greater
benefit than partial mitigation of signs and symptoms.

Although label claims have diverse legal and regulatory ramifications, their central purpose is
to inform prescribers and patients about the documented benefits of the product. Because RA
is a chronic, symptomatic disease that can result in a variety of adverse outcomes with different
chronology, severity, and overall patient impact, various outcomes can be the bases for claims.
The claims discussed in this section represent the current views of Agency rheumatologists
about achievable and clinically relevant overall outcomes. In addition to the traditioml claim
of improving signs and symptoms, five further claims are described: improvement in functional
capacity/health related quality of life, major clinical response, complete clinical response,
remission and prevention of structural damage. More than one claim can be pursued
simultaneously. It is anticipated, however, that under most circumstances, any of the

7~dditioml claims will be approved only if there is adequate evidence to support the signs and
symptoms claim. J

Given the chronicity of RA, the signs and symptoms claim should be based on trials of at least
3 months duration (trials of ~ shmd&be2t least 6 n-unths in duration). Claims ofv
improved functional ability/quality of life should be based on trials of at least-6-12 months and
all other claims should be demonstrated in trials of at least one year. Some agents, by their
nature, need to be evaluated for more than 3 months before a conclusion of effectiveness can
be drawn. For example, it is recommended that most efficacy trials for biological drug
products be at least six months in duration to assure that the response is durable and not
undermined by neutralizing antibodies or other immune regulatory effects. ~A is soliciting
comments from the Advisory Committee members on trial duration. Anumber of
commenters thought that 6 months is more appropriate for the signs and symptoms claim

.-,
but there is lack of consensus on how long trials assessing improved QOL should last].

-.,
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.n Given the importance of joint structure in long-telm RA management, alI trials lasting a year
or longer, even if an X-ray claim is not sought, should include a structural assessment (e.g.,
X-ray, MRI). Trials evaluating claims other than signs and symptoms data should be designed
to show superiority, unless active control agents approved for that claim are available.

Claims can be submitted singly or together. Because the persuasiveness of trials showing a
difference is, in general, much greater than that of equivalence trials, it is highly desirable for
a claim to be convincingly demonstrated in at least one trial showing superiority of the test
agent over placebo or active control.

In some instances, a claim of superiority over a specific comparator, rather than a
straightforward efficacy claim, will be sought. For example, the desired claim could be for
efficacy superior to a specific non-steroidal anti-inflammatory drug (NSAID) for the treatment
of signs and symptoms of RA. Substantiation of any claim of superiority over a specific agent
should have two adequate and well controlled trials showing superiority. These trials could
also be the basis for demonstration of the product’s efficacy.

A. Reduction in the Signs and Symptoms of RA

.n,

This claim defines symptomatic benefit, or benefit that includes improvement in
signs of disease activity as well as symptoms. Ordinarily this claim is
established by trials of at least 12 week=duration (at least 6 months for
biological). Unless there is a reason to weight symptoms at the last visit more
than intermediary symptoms, an analysis which equally weights all time points
is appropriate. Acceptable outcome measures that would support claim A
include:

1. Validated composite endpoints or indices of signs and symptoms

These composites can be used to define a categorical endpoint of patient
success or failure. For example, the l?aulus criteria or the ACR
definition of improvement (20% improvement in tender and swollen joint
counts and :20% improvement in 3 of the 5 remaining core set measures:
patient and physician globals, pain, disability, and an acute phase
reactant* 2, could be used to assess if a patient responded or not.

[Illustration: Success for each patient in a six month trial could be
defined as meeting the criteria for improvement over baseline in at least
four of six observations, and not dropping out because of toxicity.]

.-=
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2. Well-accepted sets of signs/symptoms measures

For example, the four measures previously recommended in the CDER
Guideline for the Clinical Evaluation of Anti-inflammatory and Anti-
rheumatic Drugs (1988) ~oint counts (pain/tenderness and swelling) and
global assessments (physician and patient)] or the ACR core set, may be
used as outcome measures. The criteria for success and the methods for
statistical analysis should be prospectively defined and agreed upon. For
example, in using joint counts and global assessments, ordinarily a
statistically significant difference between the control and the treatment
group in change from baseline in at least 3 of the 4 measures is used as
the criterion for a successful trial.

[Question to Advisory Committee members: what if a sponsor
proposed using only one sign or symptom, e.g., joint swelling or
patient global assessment? What additional substantiation would be
convincing? How many measures are neeaed to support a plausible
claim of relief of signs and symptoms?]

For both the above measures, the 66, 48 or 28 joint count is
acceptable.

B. Improvement in Functional Ability/health Related Quality-of-life

This claim should be supported by success in both a validated functional
measure for RA and a validated health related quality-of-life measure (either an
RA-specific measure or a generic measure shown sensitive to RA), e.g., the
health related HAQ and the SF-36. ‘.i“lals supporting this claim should be at
least 6-12 month’s duration. [Question for Advisory Committee members:
How long k appropriate?] An analysis according equal weight to all time
points is usually appropriate. Ordinarily, proposals for a functional
ability/health-related QOL claim should be for agents that have been shown to
also improve signs and symptoms, ehher in the same or in other trials.

c. Prevention of Structural Damage

Prevention of structural damage is an important goal of RA therapy. Trials Y
evaluating this claim should be at least one year in duration.

The following are examples of outcome measures that could be used to support
prevention of structural damage claims.

.n
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E. Remission

The claim of remission defines substantial therapeutic activity with greater
benefit to the patient than the mitigation of signs and symptoms of RA.
Remission is defined as “remission by ACR criteria” and radiographic arrest (no
change by Larsen or modified Sharp methods) over a continuous 6-month period
while off therapy. .Remission is not int,de d to imply cure. Trials intending to
evaluate remission should be at least one year in duration.

F. Major Clinical Response

This claim is intended to define a substantial response in patients whose disease
cannot remit by the above definition due to existing fixed deformities. The
major clinical response claim is defined as a continuous 6-month period of (1)
success by a yet to be determined criterion ~ssue for Advisory Committee
members: There are several proposals for this. One is an algorithm of the
ACR core-set (joint counts, globals, pain, function, and acute phase
reactant) defined to “capture” only the best 10% of RA patient database
used to derive the ACR 20$%0measure. An alternative proposal is to allow a
prespecified number of joints to be invaluable up front, which would allow
merging this category with D and E above. The algorithm will be discussed
further at the meeting.] and (2) radiographic arrest as defined above. This
claim is based on statistically significant improvement in response rates above
background therapy and, as with the claim of complete clinical
response/remission, the trials would be at least one year’s duration.

II. CONSIDERATIONS IN RA PRODUCT DEVELOPMENT

The following information on preclinical and early clinical development pertains primarily to
pharmaceuticals (drugs and biological). The genera! principles outlined in sections C through
F ale applicable to devices; however, for information specific to the development of medical
devices refer to Section IV in this document. Developers of products that combine therapeutic
modalities (e.g., biologics and devices) may request assistance from FDA in desigmting a lead
Center for review of the product. Such requests should be submitted to: Office of the Chief
Mediator and Ombudsman (HF-7), Food and Drug Administration, 14-105 Parklawn Building,
5600 Fishers Lane, Rockville, MD 20857-001.

Frequently encountered issues in RA product development include:

(1) Selecting appropriate in vitro (animal or human systems) and in vivo animal models for
screening potentially active agents;
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(3)

(4)

(5)

(6)

Designing and performing appropriate preclinical safety studies to support the use of a
new molecular entity in human volunteers or patients;

Balancing the potential need for therapeutic intervention early in the disease course with
the need to avoid exposing patients with mild disease to agents that have toxicities or
little record of safety;

Identifying the potential risks associated with combination therapies, particularly those
with shared target organ toxicity or potential for pharrnacokinetic interactions;

Designing adequate and practical long-term safety monitoring;

Designing trials which definitively show clinical efficacy.

The following sections discuss approaches the above issues.

A. Preclinical Considerations

.n=

This section focuses cmpreclinical issues that are specific to the clinical
development of anti-rheumatic therapies. ln designing toxicity studies, and the
timing of such studies, consultation with the agency is recommended concerning
the current recommendations and guidelines that address drugs, devices and
biological products. Guidance on preclinical safety testing, addressing the need
for and design of toxicokinetic, reproductive toxicity, genotoxicity, and
carcinogenicity studies, has been developed by the International Conference on
the Harmonization of Technical Requirements for Pharmaceuticals (ICH).
These documents are available via the FDA internet home page
(http: //www.fda.gov/cder or cber). Because biologics can pose unique
challenges in animal study design (for example, species-specific binding or
irnmunogenicity of human proteins in animals), there is a specific ICH document
under development concerning the safety evaluation of biotechnology-derived
pharmaceuticals (“Preclinical Testing of Biotechnology-Derived
Pharmaceuticals”).

1. Pharrnacokinetics

Animal studies of drug absorption, distribution, metabolism and
excretion are important during the early IND phase to aid in toxicity
study interpretation but need not all be completed prior to Phase 1.
Generally, for initial studies in humans, determination of
pharmacokinetic (PK) parameters such as area under the curve (AUC),
maximum concentration (C- ) and half-life (t,fl) in animals is sufllcient
to provide a basis for predicting safe clinical exposure.
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Preclinical testing of combinations of drugs (or biologics) to be used in
patients with RA is often not feasible before the initial clinical trials
since a variety of drugs , including NSAIDS, analgesics, corticosteroids,
and disease modi~ing anti-rheumatic drugs (DMARDs) are currently
used to treat RA patients. To evaluate potential interactions, information
on the impact of concomitant therapies on pharmacokinetics may be
needed to optimize dosing regimens and to identi& potential safety
concerns. Metabolic interactions often may be assessed in an in vitro
system using animal or human liver slices, microsomal preparations, or
purified p450 enzymes.

Interactions may also result from the presence of individual- or
disease-specific factors, such as rheumatoid factor, which may bind to
various monoclinal antibody therapeutics; in vitro binding studies which
identify patients with high titers may be useful in identi~ing patients
who may exhibit unique pharmacokinetics or patterns of clinical
response.

2. Biological activity

The biological activity of a potential anti-rheumatic therapy should be
established using multiple preclinical model systems (i.e., in vitro, in
vivo, ex vivo). In vitro screens can utilize cells or tissues derived from
animal or human sources and are generally used to select drug candidates
that have a desired effect on a molecular target. Such assays can also be
used to devi$e appropriate bioassays for the selected agent. Animals,
either healthy, with rheumatic disease (spontaneous or induced) or
genetically modified, are subsequently used to determine whether the
biological effect can be demonstrated in vivo. While the in vivo system
used should mimic one or more aspects of rheumatoid arthritis or its
etiology, it is expected that each animal model will have its limitations.

a. In vitro:

Data from in vitro studies can be useful in defining the potential
mechanism of a drug or biologic and for determining relevance of a
particular animal species for in vivo assessment of activity or safety.
These data are especially useful if a potential surrogate marker can be
identified in preclinical studies. For example, if the product is intended
to affect the CD, receptor on lymphocytes, this receptor may be used as a
surrogate marker for both activity and certain toxicities.

.-,
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Several in vilro tests may be utilized depending on the mechanism of
action of the drug or biologic. For example, binding assays maybe
useful for developing receptor antagonists or monoclinal antibodies. [n
vitro fictional assays, e.g., platelet and neutrophil aggregation, may be
usefid tests for identifying inhibitors of inflammatory mediators.
Enzymatic assays (such as in vitro or ex vivo inhibition of
cyclooxygenase, lipoxygenase and phospholipase) may also be useful for
determining selectivity for the inhibition of isozymes.

b. In vivo

Selection of animal models should be made on the basis of
pharmacodynamic responses, similarity of animal disease etiology to
clinical disease, and/or to define mechanism-based toxicity. Ideally,
products that are targeted for a subset of arthritic patients should be
developed in an experimental model(s) that is most relevant to that
subset. For example, rats are not sensitive to drugs which inhibit 5-
lipoxygenase. Therefore, mouse or rabbit models are more relevant to
evaluate the anti-inflammatory activity of leukotriene inhibitors.

The development of rheumatic disease models to allow screening for
potential RA drug candidates is encouraged. The following examples are
meant only to illustrate some models which are in current use and are not
intended to suggest excluding the use of others.

Colla~en-induced arthritis (CIA)

Collagen-inducted arthritis is often considered to be a suitable model for
studying potential drugs or biologics active in human rheumatoid arthritis
because of the involvement of localized major histocompatibility
complete class II-restricted T helper cell activation and similar
histopathological lesions. Radiographs of joints affected by CIA often
show erosive changes similar to those seen in human rheumatoid
arthritis. The progressive arthritis often results in I?A-like joint
deformity and dysfunction. Anti-collagen antibodies, which occur in
some patients with RA, develop in the CIA model.

The collagen-induced arthritis model has been useful for identifying
immunosuppressants and steroid hormones as well as inhibitors of
inflammatory mediators. Since this model can be induced in several
animal species it may be especially useful for evaluating drugs that have
species-specificity, e.g., leukotriene antagonists and 5-lipoxygenase
inhibitors. In addition, while functional tests are not routinely used in
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enhance its predictive value.

Naturallv occurring arthritis or autoimmune response:

MRL/lpr mice, Biozzi H mice and DBA/1 mice have been used to
examine the onset of drug-induced tolerance and immunosuppressant
drug effects on autoimmunity. The MRL/lpr mouse model has been
useful for evaluating irnmunosuppressants and hormones.

Rat carra~eenin-induce d acute model of inflammation:

This model has been useful in assessing anti-inflammatory activity of
cyclooxygenase inhibitors. Most of the animal models that involve
inflammation in the paw may be used for measuring antiphlogistic action
of a drug.

Adiuvant-induced arthritis in rats (AA]:

AA in rats has been frequently used for screening non-steroidal anti-
inflammatory drugs and inhibitors of inflammatory cytokines as well as
antimetabolite-like irnmunosuppressants.

Stre~toco ccal cell wall-induced arthritis:

This model has been used for developing cytokine inhibitors.

ExDerimenta1organ transplant in animals:

This model has been used to identify the activity of irnmunosuppressants
and antimetabolites, particularly those directed at cytolytic cellular
immune processes.

Trans~enic animal models;

A number of transgenic animal models are being developed for the study
of rheumatoid arthritis and may prove useful over the next decade.
Some examples include: transgenic mice that carry genes for the env-Px
region of the human T cell leukemia virus type I genome, humanTNF,
CD4, HLA B-27 etc.

n.
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3. Toxicology

Preclinical toxicology studies of a drug or biological product are
designed to characterize general and specific toxicity using dosing routes
and regimens as similar as possible to the proposed clinical trials with
consideration of the demographics and disease status of the intended
patient population. For instance, the prevalence of RA is high in

1

females. T4erefore, reproductive toxicity studies should be completed
early in clinical development to support the inclusion of women of child
bearing age in early phases of clinical trials.

Immunomodulatory or immunosuppressive agents administered to RA
patients as monotherapy or in combination raise concerns about the
adverse effects o~rolonged immunosuppression. For example,
malignancies (i.e., Iymphomas) a=GWrrisk ‘of long- term, non-
selective immunosuppression used for treatment of graft recipients.
Investigational drug-related opportunistic infections and mortality related
to irnmunosuppression have occurred in RA patients. Sponsors are
encouraged to identify and utilize animal models which may assist in
selecting drug candidates that selectively inhibit cells and processes
responsible for RA.

Anti-rheumatic drugs are often used in combination in an attempt to
improve outcomes and minimize toxicities. However, @interactions=
may result in _ed toxicity, even at lower than previously evaluated
doses of either agentj This concern is especially evident for agents
which have long half-lives or non-selective activity, or for drugs which
share common target organ toxicity. Preclinical toxicity studies which
evaluate the use of combined agents may be helpful in predicting cltilcal
safety hazards. The duration of toxicity dosing of animals is usually \

linked to patient dosing regimens. Development and validation of in
vitro or whole animal models is encouraged to address concerns
regarding short or long-term patient risk due to imrnunosuppression.

B. Pharmacokinetic/Pharmacodynamic Strategies

FDA is currently developing specific guidance for the performance of studies to
characterize the PK/PD performance of products which should be consulted
when it is completed (expected completion 6/97). h vivo pharmacokinetic
studies are needed to evaluate drug disposition and metabolism, degree of
linearity and accumulation, dose proportionality, and, for oral dosage forms,
food interactions.’ Some of these data maybe gathered in a single study
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n_ designed to evaluate a number of parameters. During formulation development,
bioequivalence studies linking formulations may be necessary.

Because polypharmacy is common during the treatment of rheumatic disorders,
in vitro binding studies with blood from patients with active disease should be
used as a preliminary screening tool for potential displacement reactions.

For products that may interact with rheumatoid factors, e.g., monoclinal
antibodies, the frequency of patients with RF reactive to the antibody, as well as
the impact of interactions on the pharmacokinetics of the product, should be
evaluated when possible.

c. Considerations in Phase 1 Trials

For general information on clinical development pertaining to most drugs and
biological products, see “General Considerations for the Clinical Evaluation of
Drugs. “5

“Phase 1” has two connotations: one refers to the earliest, tirst-time-into-
humans trials, while the other encompasses studies of pharmacokinetics,
metabolism, drug interactions, special populations and other clinical
pharmacology trials described above. It is expected that both kinds of Phase 1
trials will ordimrily be conducted during the clinical evaluation of therapies for
RA. This section is primarily intended to discuss issues related to the first time
people are exposed to the drug (including to a particular dose level, or duration
of therapy).

1. Settings and investigators

First-time-into-humans Phase 1 studies should be carried out in
institutions with a full range of clinicai and laboratory facilities and the
patients should be kept uncJer close observation. It is desirable that the
trials be under the direction of physici~s with experience in early drug
development and rheumatology, or that a team of investigators
combining experience in rheumatology and clinical pharmacology be
employed.

2. Subjects

First-time-in-humans drug trials are frequently conducted in healthy
volunteers. Such studies are predicated upon the ability to perform, and
to interpret the results of, preclinical animal tests. lf the preclinical
testing does not reveal ootential mutagenic, immune system or
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potentially serious effects at or near the expected therapeutic range,
testing in volunteers is initiated However, for biological and drug
products that have potentially serious toxicities, it may be appropriate for
initial testing to be performed in patients with some potential to benefit.
This has created challenges in selecting an appropriate initial patient
population.

For drugs and biologics that have been tested in relevant preclinical
toxicity evaluations and have been found relatively safe, without the
potential for mutagenic, immune system or other serious effects at the
proposed doses, trials may be initiated in healthy volunteers. If
however, significant effects have been demonstrated or might be
possible, selection of an appropriate patient population is necessary. It
is recommended that patients meet the ACR criteria for both diagnosis
and activity of RA and be without other serious medical conditions.
Patients with minimal disease are sometimes not appropriate for the same
reasons that the testing is not initiated in healthy volunteers. Patients
with devastating RA may also not be the best starting population because
of the medical complications of their disease. In addition, they may be
less likely to respond to therapy.

There is ongoing epidemiologic work on identi~ing markers of
increased risk in RA: these could be usefi.d for identifying patients with
poor prognoses who might be considered for very aggressive treatments
(e.g., imrnunoablative therapies followed by stem cell transplants) of
potential high toxicity. Application of epidemiologic studies may allow a
very aggressive treatment to be restricted to a subset of RA patients who
have a demonstrated shortenc~ lifespan due to their disease, e.g.,
subjects with greater than 30 affected joints or a score on the HAQ with
fewer than 75% of questions answered “with ease. ”

In any case it is particularly important that informed consent be complete
and that some provisions be made to assess that patients understand what-
they are conwntingd ~ If the potential exists fo~~ Zii5Fib~i~;-
this should be part of the informed consent.

When the characteristics of the agent suggest that it may potentially have
long-term gonadal effects, it is desirable that men and women not
wishing to parent children be chosen for Phase 1 studies.

3. Trial design

.n.
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Ordinarily, initial Phase 1 studies are sequential dose escalation trials, in
which safety and tolerance at a specific dose is established before
exposing additional subjects to a higher dose. A single dose is almost
always tested first, followed by repeated dose studies; however, this
design is influenced by the type of agent used. Although escalating the
dosage to a clearly determined maximum-tolerated-dose (MTD) will aid
fhture trial design, in some instances it is not medically prudent to try to
fully characterize the MTD. Additionally, for some products, an MTD
may not be definable.

The starting drug dose chose~ is often a “no adverse effect” dose
(determined by interspecies mg/m2/day dose conversion from animal to
human). For biological, the initial dose chosen is often one thought to
have no adverse biologic effect. Conservative dose escalations (e.g.,
half log or less), are usually recommended.

4. Concomitant therapy

Use of low-dose corticosteroids (up to 10 mg prednisone equivalent
daily), and NSAIDS may ordinarily be continued in Phase 1 trials.
Concomitant therapy with methotrexate and similar agents should be
avoided in initial phase 1 trials of all novel antirheumatic drugs,
biologics and devices because of the difficulty of differentiating the
toxicity of the novel agent from that of the co-administered product.

Physicians now prescribe methotrexate and similar agents earlier in the
course of rheumatoid arthritis. Recruiting adequate numbers of patients
not taking these agents may be ~Ifficult. Approaches which may allow
the use of methotrexate and similar agents in later Phase 1 trials include:
(a) obtaining reassuring evidence of lack of toxicity from relevant animal
models in which co-administration occurred; and (b) starting at doses
significantly lower than the “no adverse effect level” of the single agent
as determined by preclinical studies. Such proposals should be discussed
in the planning stages with Agency staff.

5. Observations

a. Safety

The standard batteries of safety observations have been described
elsewhere. However, additional types of safety observations may
be necessary, e.g., tests of effects on cellular and humoral
immune function or host defenses. For products with the
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potential for effects lasting long afte: administration, or for
delayed toxicity, appropriate follow-up should be designed. For
example, Phase 1 studies of agents used to deplete or modify the
fi.metion of T-cell subsets should be designed to carefully assess
both the short and long-term effects on number and functional
status (e.g., DTH responses) of cell populations and other
pertinent pharrnacodynamic assays during therapy and during
follow-up.

It is desirable to incorporate individual patient adverse event
stopping/withdrawal “rules” into protocol designs. In addition,
incorporation of stopping or modification rules for adverse events
into trial designs is often advisable. For example, dose escalation
rules should be clearly defined in dose-finding studies, with
provisions for enrollment of additional patients at a given dose if
possible significant adverse events are observed at that dose.

b. Efficacy

Developing an understanding of the agent’s therapeutic potential
in early trials is highly desirable for efficient product
development. This may be attempted in Phase 1, but can only be
achieved by performing controlled trials. RA responses in open
trials are of questionable value in indicating efficacy.
Consideration should be given to the more modest goal of
determining whether the pharmacological effect predicted from
the preclinical development is present (proof-of-concept).

D. Considerations in Phase 2 trials

During Phase 2, larger, often longer-term trials are employed to better define ~
the dose- and exposure-related activity and toxicity of the agent. Enough
information should be generated to ensure that the Phase 3 trials can be
conducted safely and with a high probability of success. In addition, Phase 2
trials should solidify a total drug development strategy, to ensure that, after the
Phase 3 safety/efficacy trials are done, all of the information needed for
registration will have been gathered, including an appropriate safety database,
clinical pharmacology, dose response data, the exploration in special populations
(e.g., renal failure, hepatic failure), and drug interaction information with
agents expected to be co-administered.
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There is nothing to preclude conducti~g additional “Phase 1” clinical
pharmacology studies and Phase 2 trials while the Phase 3 development is
ongoing.

The following issues are important for Phase 2 trials in RA:

1. Dose finding
~..–. .

This is a central challenge of Phase 2 development. Once a reasonably
safe range of doses has been established, randomized, parallel arm dose-
comparison trials are ordinarily recommended. The use of a placebo
arm is desirable for several reasons. First, if no difference is found
among doses, there is usually no other way to determine whether all
doses were equally effective or equally ineffective. Second, if a dose-
response trend is found, the placebo arm may indicate the possible
magnitude of the observed effect. If use of a placebo is not possible,
designs should include wide dose ranges (durations, repetitions, etc.).
Active-controlled designs that specify an arm with a well-characterized,
known therapy can also be very useful.

Signs and symptoms measures may be used for dose finding studies, i.e.,
it is not contemplated that separate dose-finding be done for the longer-
term endpoints.

For agents that are thought to have prompt action and rapid offset of
effect, alternative designs, including cross-overs and titration designs,
may be useful, although historically this has not been the case. Trials of
two or more doses which permit liberal titrating per the patients’
responses are unlikely to clearly demonstrate a dose response, because
these titration designs result in a blurring of any real dose distinction that
may exist.

The desirability of identifying a range of doses with acceptable toxicity
and reasonable activity, for study in Phase 3, cannot be stressed enough.

2. Safety

Every RA investigational therapy raises safety concerns. Whenever
there is a potential for significant, long-lasting or delayed-onset
toxicities, it is desirable to design the Phase 2 studies to provide a group
of patients with longer-term follow-up preceding the larger Phase 3
studies. Provisions for long-term follow-up can be helpful in addressing

.=3 issues prior to approval/registration (e.g., issues relating to the potentiale
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for imrnunosuppression, oppom.mistic infections, neoplasia, and
induction of autoimmune disease).

It is desirable to develop a standardized toxicity grading scale for use in
all trials of a product, based on the known and suspected toxicities of the
product, or of the drug class. This scale may be developed in early
Phase 2. This may improve consistency of adverse event reporting, and
allow more accurate comparisons among trials.

3. Additioml development aspects

a. Concomitant therapy_—---

Before starting Phase 3 trials, an evaluation of the test product’s
interaction with the other agents likely to be used by the target
population should be performed. Initial information can be
established based on metabolic pathways, studies of in vitro
systems, animal or human pharmacology studies, or drug
interaction studies. This type of information is helpful in
directing areas in need of clinical evaluation. When products are
intended to be tested as combination therapy with the
investigational agent, substantial information on interactions and
safety of co-administration should be developed in Phase 2.

b. Gender effects/_.-.- . ...

Most RA trials have predominancy female enrollment. Sponsors
should evaluate whether the observed safety and efficacy findings
are restricted to women or can be also extrapolated to male
subjects. This may be accomplished by subset analyses from
tri~k, PK data, or other inforrnation.b

E. Efficacy Trial Considerations

The overall goal of Phasts3_work is to demonstrate
convincing controlled trials, and to accrue as
Efficacy trial protc)cols should contain an ana~ytical plan that precisely identifies
the primary comparison(s) to be made, the criteria for success of the trial, and
the statistical tests that will be used. These should be linked to the labeling
claim that would be supported by the trial. Any additional planned, ongoing, or
completed trials that are also intended to support the claim should be identified.

1. Global considerations
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a. Patient selection

1) Activity of disease: Unless some other specific subgroup
is targeted, patients enrolled in efficacy trials should at a
minimum have disease definition and disease activity as
defined by ACR criteria. Consultation with the Agency
on the generalizability of claims derived from trials with
significant limitations on entry criteria is recommended.

To enhance the power of the trial, strategies to improve
the chances of a response to therapy are often employed.
Some designs incorporate an attempt to select active
patients by withdrawing background treatment and
allowing patients to “flare”. Only individuals with
sui%ciently high scores are enrolled. The relevance of
this type of observed flare is questiomble and its ability to
predict active disease has not been established. Many
patients randomized to placebo in such studies exhibit the
characteristic response of rapidly returning almost to
baseline without fhrther treatment. In addition, when
patients undergo blinded withdrawal from therapy within
these trials, similar dramatic flares are not observed. This
raises the question of whether there is an expectation bias
on the part of patients, who have been told about the flare
procedure, and ascertainment bias on the part of
investigators, who wish to have patients meet the entry
criteria and enroll in the study. These uncertainties and
instabilities around the outcome measures used in such
trials should be kept in mind when employing these
designs.

A proportionately smaller, but nevertheless noticeable and
prompt “regression to the mean” is noted in the joint
scores of patients required to have a certain minimum
value for trial entry in trials not employing a “flare”
strategy. This means that patients, on the whole, will not
actually be as active as anticipated when the entry criteria
are set. The mechanisms are similar to the above
example.

2) Subgrouping patients by disease markers: RA is likely
composed of a number of more or less distinct diseases
delineated by a common genetic background,

Draft Guidance - Not for Implementation 1J3B7 18

—



-n= corresponding clinical manifestations, similar serologies,
and responses to therapy and prognoses. The study of RA
may be enhanced by using more homogeneous groups
defined by markers with clear prognostic significance.
Novel epidemiologic and molecular genetic approaches
may lead to identification of even more subgroups.
However, prospective studies are first needed to confirm
the clinical usefulness of new purported prognostic
factors. Where existing data do support markers as
prognostic indicators (risk factors), the presence of
rheumatoid factor, erosive or vasculitic disease, and DR4
homozygosity, should be taken into consideration in the
design of trials. Although in some cases such studies may
limit generalizability and impact labeling of the final
product it is also possible that such targeting may improve
the risk/benefit profile.

b. Concomitant antirheumatic therapy

Studies in RA patients, except in those with very mild disease,
are carried out in the presence of concurrent active therapies,
including steroids, NSAIDS, hydroxy chloroquine, etc. This
concurrent therapy creates numerous challenges in patient
selection, toxicity monitoring and clinical trial design. For
example, since methotrexate therapy is used to treat many RA
patients, new agents will be used in combination with
methotrexate in clinica~ practice, unless a contraindication exists.
Therefore, unless a prohibition on concurrent methotrexate is
supportable, data regarding use of the investigational agent in
combination with methotrexate is necessary to evaluate the
potential for imrnunosuppression from combination therapy.
Other agents may need to be similarly evaluated.

In addition, patients can be categorized according to their
responses to standard therapy. Varying trial designs may be
required to assess the response of different subgroups to an
investigational therapy. For example, with respect to
methotrexate use, the RA population can be divided into five
groups: (1) methotrexate non-candidates - disease too mild or too
early for methotrexate; (2) methotrexate candidates - disease
sufficiently (or will become sufficiently) active to justify
methotrexate; (3) methotrexate successes - disease reduced to
negligible amounts; (4) methotrexate failures - clear drug failures,
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for inefficacy or tolerability, and (5) methotrexate “partial
responders” - with considerable residual disease despite
methotrexate. Each of these groups might be considered
separately for candidacy for an investigational agent, and with
respect to an appropriate trial design. If only a subpopulation of
RA patients (e.g. methotrexate non-responders) is studied in a
particular trial, the results would ordinarily reflect efficacy only
in that group. Any planned subpopulations should be clinically
distinguishable. Sponsors should consult Agency personnel when
planning a clinical development program contemplating an RA
claim that is limited to a subpopulation of the disease.

c. Other Concomitant Therapies

Most patients with RA are taking concomitant medications. Use
of medicines unlikely to influence treatment outcomes (e.g.,
antihypertensives) should simply be recorded, although
investigators should be alert for possible drug interactions. The
following approaches may be considered in dealing with arthritis
medications or analgesics. Obtaining information during clinical
development on co-administration of the test medication and
expected concomitant medications is desirable.

1) Prohibit their use. This strategy may result in
noncompliance or an increased number of dropouts.

2) Incorporate protocol-specified use, with monitoring. With
this strategy, additional analgesic use (and possible other
arthritis medications) may be used according to protocol
specified criteria. In addition, for long duration studies,
protocols should address whether intra-articular steroids
are permitted and, if so, for how long assessments of the
involved joint are excluded from analysis, and the manner
in which “stress” doses of corticosteroids for surgery,
etc., are to be handled and how soon after such doses
protocol assessments would be allowed.

3) Design analgesic use, or its quantitative consumption, as
(part of) an efficacy endpoint.

4) Define use of more arthritis treatments as (part of) an
efficacy endpoint, or as (part of) a definition of treatment
failure.
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Randomization is intended to balance confounders; however, in
any specific trial, especially a small one, randomization may fail
to achieve balance. It may be advisable to stratify known (or
highly suspected) major risk factors to ensure their balance across
arms. Any factor whose influence on the outcome is suspected to
be as strong as the treatment’s influence should be considered for
stratification (e.g., erosive disease, presence of rheumatoid
factor). An often overlooked risk factor is the patient’s past
therapeutic history. (See statistical section for further discussion)

e. Blinding

Because most RA outcome measures have a high degree of
subjectivity, full patient and assessor blinding are usually needed—..
for a credible inference. Designs may have compromised
blinding if there is not an approximate parallelism in time to
onset, nature of response, and toxicity profile. Trials should
have parallel dosing in both arms so that a drug requiring
frequent dose manipulations does not threaten the blind. If “arm
specific” treatment adjustments are necessary, e.g., per
monitored drug levels, these can be done by an unblinded (and
sequestered) third party, in oraer to maintain patient and assessor
blinding. Similarly, if the blind is likely to be compromised by
infusion related events or other features of the treatment protocol,
critical treatment endpoints such as joint counts should be
assessed by an indepe!. dent party with no knowledge of the
subject’s history.

f. Effects of dropouts and noncompliance.

It is important that trials be designed to minimize dropouts and
the attendant information loss. Traditionally, recommended RA
trial designs have focused on eliminating sources of variability,
for example, extra pain medications, intra-articular injections,
etc. Often, these treatments constituted a major protocol
violation, requiring that the patient be dropped from the study.
There is a trade-off between patient retention and tolerance of
variability in RA trial design. Protocols demanding rigid
adherence may yield uninterpretable results because of dropouts
and noncompliance emamting from patient and investigator
intolerance of the requirements. On the other hand, protocols
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permitting any kind of fidditio::d intervention may likewise be so
confounded as to defy interpretation.

The following strategies may help minimize loss of information:

1)

2)

3)

4)

Use screening or run-in periods
randomized to treatment groups
and commitment is confirmed.

so that patients are
only after their eligibility

Thoroughly train investigators and study personnel to
minimize inappropriate enrollments, protocol violations,
and other deviations that would decrease the ability to
assess trial outcomes.

Include dropout in the definition of the endpoint, as in a
time to defined treatment failure, or a defined by-patient
success or failure.

One example of this approach would be to use a protocol ~~

*defined response rate as the primary endpoint. Dropouts, ‘
and patients not dropping out, but having minimal or no
response to therapy, are classified as nonresponders.
With this type of endpoint, the criteria for classification as
a nonresponder need to be clearly and prospectively
defined. flssue for Advisory Committee members: Is
this approach appropriate?] ~llustration: In a study of 6
months duration the primary endpoint could be a
comparison of the proportion of patients with an ACR 20
response at six months. Such a protocol might specify
that if no more than 15% improvement compared to
baseline were seen on two consecutive study visits after
two months on protocol, the subject would be declared a
nonresponder. Nonresponders could be removed from
study drug, and changed to an alternative treatment if
desired by physician and patient, but would continue to be
followed until the end of the study.]

Make provisions for following patients who have stopped ~’
experimental treatment. Options include allowing a
protocol specified crossover to a standard therapy, for
patients meeting predefine criteria for treatment failure.

.-,
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_r7. 5) Allow more flexibility in trea:ment options during the
study. Some designs that have been used include allowing
dose adjustment of the comparator arm (assessor and
patient blinded); allowing add-on therapy for patients
meeting predefine criteria for inadequate response, and
allowing a limited number of joint injections, with
elimination of that joint from assessment.

2. Trial designs in RA

Clinical trials in RA can be designed to test a difference - demonstrating
that the investigational product is superior to control (placebo, lower test
dose, another active agent), or they can be designed to test an
equivalence claim - demonstrating no difference in efficacy from active
control. Placebo-, dose-, concentration or active-controlled designs are
acceptable. It is desirable that at least one study show an unequivocal
treatment effect, i.e., the test drug has better efficacy than a randomized
control arm, whether the control arm is a lower dose of the agent, an
“active ‘rcontrol, or a placebo.

a. Superiority trials

rhe standard two arm, investigational agent versus placebo
design has been the most common RA design and is the most
straightforward. The details of trial design will depend on the
population tested. Patients with mildly active RA taking only
NSAIDS, who have never been treated with an additional class of
therapy, may be enrolled in a placebo-controlled trial with
continuation of NSAID background therapy; however, patients
doing poorly on NSAIDS alone are usually not appropriate
candidates for placebo controlled trials. The same considerations
apply to patients who are partial responders to, or who have
failed, various other treatments.

Alternative versions of the two arm difference design are a
standard dose response study, and a superior to active control
hypothesis. These designs may accommodate the need to provide
active treatment to patient groups where randomization to placebo
is not feasible.

.n, ‘;. b. Equivalence trials
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Equivalence trials are dssigned tc support a claim of effectiveness
by showing that the investigational drug k.mmu.~kely as effective
as an active control. The criteria for determining equivalence
should be prospectively stated and should be based on achieving
95% confidence that the real difference is smaller than a
predetermined amount. Standard confidence limit statistical ,
techniques should be used. Achieving similar point estimates of
the efficacy of the two agents is not a demonstration of f
equivalence. Equivalence trials usually require more patients to
achieve adequate power than difference trials. /
A major problem in equivalency trials is assuring that both
treatments were equally effective rather than equally ineffective.
Approved agents for RA have ffiily small effects and frequently
fail to show efficacy when tested against a placebo. Comparative
trials intended to show “equivalence” to such treatments, when
not anchored by a placebo control group, may lack credibility. It
is desirable in equivalence designs to select highly effective
comparative agents used in the optimum dose and patient
population. If possible, use of a third (placebo or lower dose)
arm, so that a treatment difference can be shown, is a desirable
strategy in equivalence trials. This arm would not necessarily
have as many patients or as long a duration m the active
comparators. It is important to design both efficacy and safety
measures in a manner that is not biased against the control to
ensure a “fair comparison. ”

Trial conduct that adds to the inherent variability in the outcomes
may obscure differences and thus lead to a false conclusion of
equivalence. This is the opposite of a difference design, where
sources of variability work against trial success. For this reason,
minimizing dropouts, patient non-compliance, and missing data is
essential to the credibility of the study. I

[Example of a statistical equivalence test: As an example of
these design decisions, consider the setting where response rates
to methotrexate (in methotrexate candidates) with measures such
as the ACR 20% are estimated to be on the order of 50 %. In this
setting, new agents studied in equivalence designs with the
methotrexate control might, for example, be expected to show a
responder rate around 50%, with a 9570 confidence interval or
window in the range of up to A 20%. In other words, if the
agent shows the lower bound of the response rate within 20% of
the active control response rate result, and if both the test and
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n methotrexate statistically exceed the re”ponse rate for a negative
control arm, equivalence would be declared. 80% power
calculations to determine sample sizes, given the null hypothesis
of not more than a 20% difference of two agents assumed
equivalent, yields a figure in the range of 125 patients per arm.]

As noted above, requirements for patient number and/or trial
duration are usually more demanding for equivalence trials
compared with difference triais. Proposals for equivalence trials
will be considered by the Agency on a case-by-case basis,
depending on the particular agent of interest, the positive control
used, the outcomes measured, and the patients enrolled.

c. Trial designs novel to the study of RA

The following designs have not been traditionally used in the
study of new RA treatments, but may be considered in certain
circumstances.

1) Withdrawal designs. The withdrawal design -- in which
patients in both arms of a study are treated with the
investigational agent, which is then blindly withdrawn
from one arm, after which patient outcomes are compared
-- is sometimes used to assess efficacy. Demonstration of
statistically significant worsening in patients taken off the
investigational drug demonstrates effectiveness. Natural
endpoints for withdrawal designs are “time to (predefine)
worsening” using standard “time-to-occurrence” statistical
tests, or a simple comparison of proportion of outcomes in
the two arms. Withdrawal studies may be performed with
both arms on background therapy.

2) Induction designs. ~ssue for Advisory Committee
members: FDA would like advice on the evaluation of
short-term administration of agents that are intended
to have longer term results--hence the term
“induction.”]

3. Analytical Issues

a. Handling Dropouts.
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Historically, inferences from RA trials have suffered from
diminished reliability because of information loss due to

s probably never occur randomly, and rarely
ent ot t~ment bein-gtested, so there is

always the possibility that dropouts introduce a bias. This
problem is common in many randomized trials. There have been
methods proposed for analyzing the effects of dropouts, but none
is fully adequate. An approach with the potential to deal with this
problem is to follow all patients, including dropouts, to the
planned trial endpoint (even if post dropout information is
confounded by new therapy).

This problem is not solved by using the “intent-to-treat” (i.e., all
randomized patients included) analysis with an imputation by
“last observation carried forward” (hereafter called ITT/LOCF),
nor by showing that ITT/LOCF and PP/OC (per protocol
completers/observed cases only) analyses concur.

Thus, the effects of dropouts should be addressed in all trial
analyses to demonstrate that the conclusion is robust. This may
be accomplished by showing the result holds despite application
of the “worse case rule” - assign all post-dropout scores for
placebo patients the best score, and for all for the drug patients
the worst score.

b. Comparison to baseline outcome measures

A phenomenon frequently observed in RA, as well as other
conditions, is that patients who stay in trials do better than those /-
who drop out: “Responders do better than non-responders. ” This
is true for both placebo groups and active treatment groups. If
observations of the disease were made exclusively from clinical
trials, one might conclude that the natural history of the disease is
inexorable improvement. This phenomenon is attributable to
preferential dropout of worsening patients (a phenomenon not
adequately compensated for in LOCF analysis) as well as

[
“regression to the mean. ” The problem is exacerbated in flare
designs, where all patients have major improvement regardless of
treatment status. This fact makes comparison-to-baseline
outcome measures very difficult to assess, since, very often,
much of the improvement noted has no relationship to a treatment
effect. For these reasons, active controlled trials not
incorporating a placebo arm, and using comparisons to baseline,
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may be extremely difficult to interpret, especially if a flare design
is employed.

4. Statistical Ccmsiderations in Efficacy Trial Design

It is advisable to discuss the design and analysis with the FDA review
team prior to embarking on a study. In addition, FDA’s Guideline for
Format and Content of the Clinical and Statistical Sections of New Drug
Applications contains useful information.

a. Randomization/Stratification

The purpose of randomization is to allocate patients to treatment
groups to assure that unbiased estimates of differential treatment
effects exist, since it is not possible to predict all influential
factors.

In some clinical trials, there are known factors that are at least as
influential in controlling the observed severity of disease as the
drugs being studied. Stratification may be used to avoid relying
on randomization properties to balance patient assignment for
these factors. Stratification N implemented by constraining
simple randomization to balance the assignment of patients to
treatment groups for the chosen stratification factors.

Every Phase 2 and Phase 3 study protocol should contain a
randomization section. All constraints imposed on the
randomization should be explicitly identified. It can then be
inferred, when a stratification factor or sample size allocation
constraint is not mentioned in a protocol, that there exists no
corresponding randomization constraint. This applies to whether
patients are blocked to balance treatment assignment for time of
patient entry into study and to the more obvious stratifications on
center and baseline.

Because stratification implies constraints on randomization,
studies that have been stratified for certain factor(s) should
account for these factors in the statistical section of the study
protc~col. The protocol analysis should be implemented for each
study .
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There are also statistical procedures to address bias in treatment
group comparisons by adjusting for imbalances in pre-specified
factors (covariates).

It is not required that randomization be stratified; however,
failure to stratify can be unwise. In all clinical trials, practical
judgment is required in deciding when to stratify. There are
reasons to choose stratification and reasons to choose
adjustments.

1) The advantages of stratification are, first, that
to avoid possibly major statistical adjustments

statistical

it is better
of

differential treatment effects. Stratification would
essentially eliminate the effect of such adjustments before
analysis began. Second, although stratification and
statistical adjustment procedures are both designed to
remove bias in estimated treatment effects, stratification is
more powerful. This is because stratification leads to
smaller variances of estimated treatment effects than does
statistical adjustment without stratification. Finally, the
inclusion of stratification factors into a statistical analysis
model should result in increased power to detect
effectiveness.

2) Stratification becomes increasingly clumsy as the number
of strata increases, and consequently, the available
number of randomizable patients per cell decreases. It is
logistically simpler not to stratify, relying on statistical
methods to adjust for the minor imbalances usually
resulting from failure to strati~.

The best approach may be to combine stratification,
applied to a limited number of the most influential
prognostic factors, with statistical modeling. Statistical
modeling would account for stratification and would be
used to adjust for the effects of a parsimonious number of
the most important remaining factors.

b. The Identification of Primary Efficacy Variables

Draft Guidance - Not for Implementation 1/3m 28



-n
Each Phase 2 or Phase 3 study protocol should identi& the
primary andsecondary efficacy variables. Primary efficacy
variables are critical to the identification of the effectiveness of
the product. It is for the primary efficacy variables that
statistically significant results are expected to confirm the
superiority or the clinical equivalence of a product. Secondary
efficacy variables are those which support the validity of the
primary variables but which are not critical in deciding if this
product is effective. It is helpful, but not necessary, that
statistical evidence of efficacy be shown for secondary efficacy
variables.

c. Prespecification of St~tistical Analysis

Statistical analysis of primary clinical endpoints is part of the
process for obtaining consistent and convincing evidence of
product efficacy. These statistical analyses should not be data
driven. In part, this is implemented by identi~ing, in each study
protocol, before data are available for analysis, a sufficient
description of the statistical analyses of these primary efficacy
variables so that an independent statistician could perform the
protocol analyses. This description of the statistical analyses
should include but not necessal ily be limited to speci&ing
(1) what constitutes the minimal statistical results needed to
demonstrate a successful outcome, (2) whether statistical tests of
hypothesis or confidence intervals will be 1- or 2-sided, (3) what
level of significance i~ LObe used, (4) how missing values and
dropouts are to be handled, (5) the mathematical expression of the
statistical model used, and (6) the plamed multiple treatment
comparison method.

d. Multiple Endpoints

1) Many RA studies use multiple endpoints to assess primary
evidence of effectiveness. For example, for the four
measures recommended in FDA’s previous guideline, trial
results were considered to support a conclusion of
effectiveness when statistical evidence of efficacy was
shown for at least 3 of the 4 measures: physician global
assessment, patient global assessment, swollen joint count,
and painful joint count. [
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.#’n 2) Multivariate statistical methods are also available for
analyzing the set of primary efficacy variables.

3) Efficacy variables can be combined within patients
(composite endpoint). Such a fixed combination of
efficacy measures should be well defined in the study
protocol. Composite efficacy variables have the
advantage of avoiding several statistical and inferential
difficulties associated with multiple endpoints.

e. Dropouts

Dropouts are patients who, after a certain period of time in a
trial, fail to provide clinical efficacy data scheduled by protocol
to be collected. Frequently, dropouts occur for reasons related to
taking the assigned test drug (adverse effects or lack of efficacy).
Since dropouts do not usually occur randomly, the remaining
patients constitute a biased sub-sample of the patients originally
randomized.

Methods used to handle dropouts, such as the “LOCF” and
“completers” analyses are not fully satisfactory even though they
have often served as the basis for determining that adequate
statistical evidence of efficacy has been provided. The LOCF
method generally does not preserve the size of the test, either for
the comparison of fin?! c“servations or for the comparison of
rates of change. Alternative methods include growth curve
analysis and random effects regression. These are also
susceptible to informative censoring--that is, dropping out
depends on the value of the response. It is often useful to show
that the results hold for a variety of analyses--i. e., they are
robust.

f. Trials with Several Treatment groups/Multiple Comparisons

In clinical trials involving more than two treatment groups, a
statistical multiple comparison procedure controlling the
experiment-wise error rate to 5 % or less should be applied. In
essence, there should be overall statistical evidence of a treatment
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_n, main effect before attempting to make specific drug comparisons
relevant to proposed drug labeling.

g. Interim Analyses

Interim analyses are those which, for any purpose, are performed
on partially accumulated clinical trial efficacy data. The study
protocol should state whether such interim analyses are planned
or not planned. Should interim analyses be planned, that plan
and its implementation should be described in the protocol. The
protocol should identify the scheduling of these analyses, the
method to be applied for adjusting significance levels, and the
corresponding time sequence of significance levels at which
statistically significant results will be claimed.

While an interim analysis may not be thought to affect the
subsequent collection of efficacy data, interim analyses carry an
additional risk that the blinding or conduct of a study may have
been compromised. Because multiple tests (including interim
amlyses) alter the true significance level, methods have been
developed to compensate for this phenomenon. These statistical
methods cannot compensate for any unbinding and bias that may
result from gathering the information needed to perform an
interim analysis.

h. Sample Size

Failure to recruit an adequate number of patients is a major
reason why an effective drug product may fail to meet established
statistical criteria for efficacy, independently of whether the
purpose was to show superiority or comparability of treatment
effect. The method of determining the sample size should be
stipulated in sufficient detail to permit independent verification of
the computation. This should include identifying the eflicacy
variable the sample size determination is based upon, the
magnitude of the clinical difference to be detected, the power, the
significance level, and the sidedness of the statistical procedure(s)
described in the analysis plan. Furthermore, the size of the
clinical difference chosen should be justified and the choice of the
efficacy variable used to determine sample size should be
discussed briefly.
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The words “clinical equivalence” are
narrow sense than these words might

used in a much more
imply to the casual reader.

.-.

First, there is often no intent of showing equivalence of two or
more drugs across the broad spectrum of pharmacologic effect.
Rather, focus is on showing no clinically relevant differences for
one or possibly more variables which are to be clearly identified
in advance. The concept of equivalence is two-sided in that if,
for any outcome measure, one drug is sufficiently different from
another drug, then these drugs are no longer deemed equivalent
in that variable.

To show equivalence, the variables serving to measure these
effects of interest should be defined in the protocol. For each
efficacy variable for which clinical equivalence of effect is sought
the magnitude of a difference deemed to be inconsequential
should be identified. The clinical data should then show, with
95% conildence, that this pre-defined difference is not exceeded.

Inference based on trials to show equivalence is inherently less
convincing than inference based on trials to show the existence of
a difference. Often clinical trials do not detect treatment
differences which are known to exist. In such cases, statistical
methods may then seemingly provide evidence of equivalent
effect, e.g., to placebo.

In cases where a per patient success rate can be established,
equivalency may be demonstrated if the two sided 95%
confidence interval of the test group does not exceed A 10% of
the control group rate (*15 % of a control rate of 85 % or lower,
or +20% of a control rate of 80% or lower). [Issue for
Advisory Committee members: FDA see~ YOU advice on
these intervals. Is potential loss of 20% of the active control
effect acceptable? Is the interval too tight? Is the reference to
scales understandable?]

In cases where individual scales are used, 95% confidence
intervals that are contained within a 10% range (around the
control value) of the total used portion of the scale are generally

–X-: ,. recommended.
=,
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j. The Role of Statistical Significance

Drugs are approved on a weighing of risks and benefits.
Rejection of a null hypothesis of no drug effect is evidence that a
drug effect does exist. This does not necessarily imply that the
effect thus detected is adequate. The magnitude of difference in
drug effect that is clinically meaningful should be addressed in
the protocol and discussed in advance with FDA representatives.

k. Types of efficacy endpoints

The goal of the statistical analysis of the endpoint is to
demonstrate if the product shows convincing evidence of efficacy.
Studies of RA generally involve measurements taken at several
times, and statistical methods appropriate to this design need be
employed. The ~~imary efficacy variables should be specified in
the protocol for the study and the proposed analysis should be
outlined. In the analytical plan, the method of determining the
sample size should be stipulated in sufficient detail to permit
verification of the computation. There are several options for
endpoints available:

1) The response may be binary variable indicating
hJIPrQY ementfrom~%alysis nerehasa

straightforward interpretiition if all patients are included to
completion. If some patients have only partial follow up,
it may be unclear how they shmdd be scored unless the
procedure is specified and justified in the protocol.

2) The response may be an~dered
T(e”g”’much worse, worse, no change, better, much etter).

Such responses are usually analyzed using ranks
(accounting for ties), leading to a Wilcoxon rank-sum test.
The response is measured at the specified ending time of
the patient regimen. If patients fail to complete the
regimen, there is no clear way to impute the subsequent
time point data.

3) The response may be
an event, the tender joint count), an
between_finala.nd-baseline used (’
widely used method has the advantage of measuring a
clinically recognized difference, but it does not account
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.-, for time. By dividing the change score by the time
interval, a rate of change per unit time is obtained, which
allows inclusion of data from all patients whether they
complete the study or not. Similarly, one could determine
the best fit slope for each patient’s measurements.

1. Appropriateness of the statistical methodology

The appropriateness of the statistical model should be assessed,
including checking for outliers and determining if distributional
assumptions (usually normality) are met and if common variance
assumptions hold homoscedasticity.

m. Site effects

If the patients have been stratified and randomized by site, the
analysis should include a site effect. There may be a site by
treatment interaction reflecting the degree to which the treatment
varies across sites. This is often notable when there is a great
variation in enrolled patients across sites. Site by treatment
interaction should be explored.

F. Safety Analysis

The approach to evaluating adverse reaction data and laboratory values has
traditionally differed from that used to evaluate efficacy. The purpose of safety—..— ..——
emluati.ons_&usually not to test a specific hypothesis, but rather t~am=e-
_of effects and to detect unusual or delayed events. Analyses using
cumulative occurrences, scatter-plots of laboratory values (baseline versus
on-therapy), or general regression techniques may be helpful. The safety profile
should address tuvha t extent adverse events (drug reactions or lab values)
dqpend on duration of d~gEspmure+&ose level, coexisting medical conditions,
wslble drug mteractlons. Incidence rates =ould be calculated using
denominators that reflect the period of drug exposure for the population at risk.
Cumulative incidence (hazard rates, instant probabilities) better represent the
temporal pattern of drug effects than do prevalence rates, and comparative
cumulative incidence tables drug versus active control(s) versus placebo, are
very helpful to practitioners.
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1. Intrinsic trial design considerations

An attempt shouId be made to characterize the patient population
susceptible to adverse drug effects. Some extraneous factors can
complicate the safety data, such as variations in soliciting and reporting
adverse events among the investigators, and differences in the definition
of normal ranges for lab values among different laboratories. Since
adjustment for their effects may be difficult, precautions should be taken
in the design stage of the trial to minimize the influence of these factors
by preparing clear and specific instructions for data collection, and
monitoring adherence of the investigators and the laboratories to the
protocol. Procedures for normalizing laboratory data, for example, may
be employed. As previously mentioned, developing standardized
toxicity grading scales that may be employed in all studies may also be
useful.

2. Adequate numbers

The ability to detect adverse experiences is dependent on the number of
patients evaluated in the clinical trials and in clinical usage. Studies of
less than 300 patients per group do not have the statistical ability to
necessarily detect adverse experie~~es in that group of less than 1%. In
most cases however, it is permissible to combine studies of equal
duration to establish adverse experience rates. I

For any chronically administered product, the safety data base should
include at least 300 patients treated with the maximally recommended
dose for at least 6 months and at least 100 patients treated for at least 12
months (ICH Guideline for Industry: The Extent of Population Exposure
Required to Assess Clinical Safety for Drugs Intended for Long-term
Treatment of Non-Life-Threatening Conditions, March 1995 (ICH Safety
Guideline)).

~ssue for Advisory Committee members: What is the appropriate
size of the safety database. The CDER Guideline for the Clinical
Evaluation of Anti-inflammatory and Anti-rheumatic Drugs (1988)
calls for 200-400 patients for one year and 100-200 for two years.
(This is considered desirable for the safety evaluation of NSAIDS in
particular, beeause of their known adverse event profile). The
“DMARD” portion of this guideline calls for 400 patients for one
year and 200 patients for two years. The ICH Safety Guideline
allows exceptions for classes or examples of drugs with known or
potential safety problems. To what extent is the ICH recommended
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safety database adequate for evaluating the safety profile of various
RA treatments?]

G. Informed Consent

In each case it is important that informed consent be complete and that patients
be able to understand what they are consenting to. If the potential exists for
disease exacerbation, this should be part of the informed consent.

III. SPECIAL CONSIDERATIONS FOR BIOLOGICAL PRODUCTS

Although there are similarities between RA trial designs for drugs and biologics, biologics
have special characteristics and problems that should be considered in their development.

A. Species Specificity

The schemes used traditionally in determining the initial human dose may not
pertain to biologics. Biologic agents may behave differently in animal models
than in humans, depending on the physiologic relevance and avidity for the
receptor of the ligand in the animal compared to the human.

B. Dose Responses

The dose response curve may be steep (narrow therapeutic window) and/or even
hyperbolic, and an agent can be quite toxic at levels just above those thought to
show efficacy.

c. Toxicity Response

The toxicity response curve may be highly unpredictable and potentially very
dangerous, and include the risk of disease worsening. Biologics may have the
potential for disruption of immunologic and physiologic processes. Monoclinal
antibodies to cellular epitopes of the immune system, for example, or to TNF
receptors, can or may cause serious morbidity at doses only slightly higher than
those that are efficacious with markedly less toxicity.

D. Product Homogeneity

This often plays a critical role in activity and toxicity of a compound. Product
alterations can greatly affect physiologic activity. Thus, biologics should have
consistent lot-release criteria and be reasonably well characterized to be
properly evaluated.

v’”
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E. The Role of Neutralizing Antibodies

If Phase 2 data suggest that agent-induced neutralizing antibodies may interfere
with the efficacy of a biologic agent over time, it may become necessary to
formally investigate the possibility in a randomized controlled setting. The
occurrence of neutralizing antibodies may require reconsideration of doses and
dose regimens.

IV. SPECIAL CONSIDERATIONS FOR MEDICAL DEVICES

A. Background

Medical devices for the treatment of RA vary considerably in their therapeutic
intent, ranging from agents designed for primary therapeutic effectiveness to
those utilized as therapies adjunctive to drugs or biological agents. The
variability in therapeutic effects due to disease and response heterogeneity may
be more problematic with devices than with drugs and biologics. Preclinical
testing requirements cannot be generalized because devices for RA have a
diverse range of chemical, mechanical, and electrical properties. In addition,
the issues of the optimal placebo control and of local versus systemic effects are
common in the evaluation of medical devices. These factors are relevant to both
efficacy and safety determinations as described below.

B. Eftlcacy Considerations

1. Some medic$d devices intended for local administration may have
unexpected systemic therapeutic effects, so precise deterrnimtions of
mechanisms of action should k made to minimize this phenomenon.

2. Use of a “sham” device is the most desirable placebo control for medical
devices, but the success of patient and/or physician blinding with sham
devices is not always complete. Blinding may not be feasible if the
product isd~livered in a surgical or invasive medical procedure. Since

inadequate blinding usually biases efllcacy determinations in favor of
therapy, design of adequate blinding and its monitoring is imperative.

3. For devices intended to be utilized as adjunctive therapies to drugs or
biologics, design approaches and analysis methods should balance or
account for the differences in disease status and severity, in order to
minimize biases in endpoint outcomes. Similarly, the primary therapy
with drug or biological agent should be consistent to avoid outcome bias,
as should additional, possibly confounding co-therapy (hot/cold therapy,

.n. splinting, physical therapy, orthotics, etc.)
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4. The issue of quality of life (QOL) determinations is very important for
devices intended for rehabilitative purposes, particularly if there are
substantial technical demands of certain device uses. Device QOL
benefits should be judged by their ease and convenience of
administration by assessing the satisfaction with therapy and the
improvement in QOL. The outcomes of these determinations should be
blinded from the participating investigators to avoid assessment bias.

5. For devices necessitating in-hospital or in-office use, it is recommended
that clinical utility be determined accurately and early in development.
In addition to adverse event risks, the practical “risks” of the product,
such as inconvenience or pain with administration, should also be
characterized and judged as efficacy outcomes. Although it is difficult
to gather reliable efficacy data, let alone clinical utility, early on, this is
critical for the sponsor in order to be able to make a reasoned “go/no
go” decision. Agency consultation is advisable.

cm Safety Considerations

1. The availability of well-characterized short-term adverse event rates
(3-month cumulative incidence of about 1%), as described for drugs,
may not be feasible for medical devices. Due to the more technically
demanding administration of devices, it is generally not feasible to enroll
large numbers of patients or to conduct several concurrent studies. The
timing of device adverse events may differ from that of drugs in that
common adverse events may not occur frequently within the first few
months of treatment. Therefore, patients with devices which have a
delayed effect noted in preclinical or Phase 2 testing should have
extended follow-up beyond time on device. These factors may constrain
the ability to capture adverse events needed to build an adequate safety
database, and may therefore need to be addressed in post-approval
studies designed to increase the duration of follow-up or increase the
numbers of patient exposures.

2. Because some medical devices are administered in conjunction with a
medical or surgical procedure, the distinction between a device-related or
procedure-related adverse event is sometimes obscure. The nature,
timing, and degree of severity are some factors used to help determine
whether an adverse event is device- or procedure-related. These
determinations are ofien based on clinical judgment, so if blinding is
inadequate a potential for bias exists. For this reason, the evaluator
should be blinded to treatment (i.e., segregated treating and evaluating
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physicians). It is recommended that sponsors detail protocol guidelines
for assessing procedure-related versus device-related adverse events.

3. Although some medical devices(e.g.,those emitting radiation or those
administered with a procedure) for RA treatment may be used
intermittently, some may be intended for chronic use, so identification of
a maximum lifetime exposure or a maximum frequency of exposure to
the device is important.

v. SPECIAL CONSIDERATIONS FOR JUVENILE RHEUMATOID ARTHRITIS

A. Background

Juvenile rheumatoid arthritis is a heterogeneous group of diseases which share
the common feature of chronic, idiopathic inflammatory synovitis, with onset
prior to 16 years of age. These disorders have been divided into clinically
distinct subsets based on the extent of joint involvement and extra-articular
manifestations. pauci-, poly-, and systemic-onset JRA, as well as oligoarthritis
associated with HLA-B27, and they have been further subdivided based on
clinical courses.7 Imrnunogenetic subsets appear to correlate with these clinical
course subsets, and are also distinct from adult RA.8 (The HLA-B27 subset is
not addressed in this document. ) Of these various entities, polyarticular JRA is
similar in many aspects, particularly in clinical signs and symptoms, to adult
RA. While the other JRA subsets are clinically distinct, it is notable that the
synovitis seen in any of the JRA subsets appear to be clinically indistinguishable
from adult RA, including similar efficacy responses to existing pharmacotherapy
(NSAIDS, methotrexate, and prednisone).’ As only 3-5% of all patients with
rheumatoid arthritis develop illness onset dui ing childhood, many investigational
therapeutic agents in this population will therefore receive orphan drug status,
according to 21 CFR Part 316- Orphan Drugs. The application of principles in
the conduct of clinical trials for adult RA largely applies as well to JRA, and
this section only outlines those areas of difference from adult RA.

Conducting drug studies in children is generally necessary and consistent with
the expectations of treatment regimens for this disease. Because pediatric
subjects constitute a vulnerable population, conducting research involving
minimal risk is important. The Committee on Drugs of the American Academy
of Pediatrics has published guidelines for the”ethical conduct of studies to
evaluate drugs in pediatric populations,l” and general considerations for the
clinical evaluation of drugs in infants and children,ll both of which should be
consulted. Guidelines regarding informed consent and assent of pediatric
patients from the Committee on Bioethics of the American Academy of
Pediatrics should also be followed .12 Conducting clinical trials for patients with
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JP.A, and particularly assessing global disease activity and response to therapy,
shouki involve pediatric rheumatologists or adult rheumatologists who have
extensive training in pediatric rheumatology and have demonstrated competence
in caring for children with rheumatic diseases.

As a general principle children should not be subjected to an agent that has not
been first tested for safety in adults. Testing inay begin in children, however,
when the anticipated benefits based on existing knowledge may justify the
anticipated risks. An agent developed specifically for use in JRA (e.g., a
biologic agent targeted against a specific pathogenic process which is unique to
JRA, and not present in adult RA) may need to be tested first in children, as
exposure in adult RA patients or even normal adult volunteers may be
unrevealing. If, however, the agent has potential for use in both adult RA and
JRA, then, at minimum, pK-pD and initial Phase 1 data (including maximum
tolerated dose) should be available for adults prior to the start of testing in
children. JRA trials of drugs that are expected to be similar in efficacy to
existing drugs, and which do not represent major therapeutic advances or
alternative approaches to the basic mechanism of intervention can be delayed
until there is extensive efficacy and safety data from either adults or in other
pediatric populations.

The need for reliable inferences does not necessitate a placebo control, but
randomization and controls should be employed. The choice of control is a
function of what is known about the agent at the time and what other treatments
are available to potential trial enrollees. If only an active control is used for an
equivalence trial, convincing evidence of the efficacy of the active control
should be provided, and the test proposed to establish equivalence should be
specified. If there have been no prior adult studies, or if the agent under
development has a novel mechanism of action or represents an entirely new
class of drug, a randomized, double-blind trial, using either a p!acebo or an
active control group of (anticipated) similar efficacy is indicated. Open label
extensions to obtain additional data about risk and persistence of benefit are very
valuable. The use of active control (standard of care therapy) in the control
arm, dose-response design (where control receives a lower dose(s) of the test
agent), crossover, or, if the agent has a short onset of effect, randomized
placebo-phase trial designs are encouraged as possible alternatives to inactive
placebo control in JRA studies. As a general principle, protocol escape clauses
are encouraged to permit children who are not responding well to experimental
therapy to receive early conventional or alternative treatment. However, when
escape clauses are inserted, the sponsor should also indicate how such dropouts
will be handled in the analysis.

.-,
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B. Applicability of the Pediatric Regulation and Impact on Trial Design for
JRA Studies.

The “pediatric use” section of labeling regulations (21 CFR 201.57) permits
drug and biologic products to be approved for JRA if they have been
demonstrated to be safe and effective for adult RA and the disease and
mechanism of action of the drug are sufficiently similar in children. Although
the regulation allows extrapolation of adult efficacy data, usually additional
pediatric dosing and safety evaluations are needed. The following applications
of the pediatric labeling rule are applicable to JRA clinical trials. In all cases,
application of the pediatric rule may be applied to the signs and symptoms claim
only; other claims, including quality of life, radiographic progression, and
remission, should have separate JRA efficacy studies. The label should reflect
the specific studies performed and documentation provided (efficacy studies in
all JRA subsets, or safety and pK studies only in polyarticular JRA, without
demonstration of efficacy), in acmrdance with the regulation.

1. For currently approved agents, including traditional NSAIDS which are
cyclooxygenase inhibitors, methotrexate, and corticosteroids, adequate
efficacy information exists for all JRA and all JRA subsets. For such
agents, a labeling claim could be supported using only pharmacokinetic,
pharmacodynamic and safety data in JRA patients, although submission
of additional JRA efficacy data is encouraged.

2. For agents currently approved for adult R& which are not approved for
JRA, including auranofin, gold sodium thiomalate, hydroxychloroquine,
and pencilliamine, adult efficacy data can be used to support a signs and
symptoms claim for polyarticular JRA. There is not adequate data to
support extension to all JRA subsets. Pediatric safety and dosing studies
of adult data should be submitted t~ support a label claim for
polyarticulv JRA. The agency should be consulted to assess the need
for any additional studies.

3. For new agents not yet approved for adult RA, adult efficacy data can be
used to support a signs and symptoms claim for polyarticular JRA if
there is biologic plausibility that the agent would have a similar effect in
JRA. When evidence for biologic plausibility does not exist, evidence
should be submitted to support the application of the pediatric rule (the
agency should be consulted in determining whether adequate biologic
plausibility exists to apply the pediatric rule). Pediatric safety and
dosing studies should be submitted. The extent of safety testing will
depend on the agent, its prior use and any established safety in other

4-%
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pediatric populations. It is desirabie that as much efficacy evidence as
possible be gathered during the evaluation of pediatric dosing and safety.

4. It is preferable that efficacy studies be performed in JRA for the signs
and symptoms claim, including agents for which biologic plausibility of
a similar effect in JRA exists and other categories listed above. Sponsors
who seek approval for all JRA should include all JRA subsets in an
efficacy study. The data could support a claim for JRA (subsets not
specified) provided that the data do not suggest that the agent is
ineffective in any one subset. The label should reflect that efficacy was
demonstrated, and that the agent is approved for JRA (subsets not
specified).

When the pediatric regulation is applied, the need for pharmacokinetic,
pharmacodynamic, and safety studies may still remain. Separate pK-pD
studies are not needed for each JRA subset, although all subsets should
be represented in such studies. However, due to greater toxicities
associated with drug treatment of systemic-onset JRA,131415strong
consideration should be given to conducting studies which allow for
stratified analysis of this subset of JRA. If data are available and the
coefficients do not differ significantly for adults and children, then the
number of time points at which specimen collection is done can be
reduced to the minimal number to confhm the curves observed in adults.
Micro-sampling techniques should be employed for such studies.

c. Outcome Variables and Claims

It is possible for sponsors to seek approval for all JRA subsets, or to seek
approval for individual subsets. In the former case, the label should note the
trial numbers in each subset and character of each subset response. Except as
noted above in the application of the pediatric rule, all claims should be
supported by an efficacy demonstration in the intended subset(s).

1. Clinical Signs and Symptoms:

All JRA trials should evaluate improvement based on the definition of
improvement established by the JRA core set: 3/6 (MD global,
parentipatient global, number of active joints, number of joints with
limited range of motion, functional ability, and ESR) improved by at
least 30% and no more than 1/6 worsening by more than 30%. lb
Protocol individualization may necessitate a refinement in the responder
test for patients: for pauci-articular JRA, with, for example, one knee
involved and a normal ESR, use of joint and functional assessments
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specific to the involved joints, and evaluation of uveitis as co-primary
endpoints may also be valuable. 17 For patients with systemic onset JRA,
additional assessment of fever, extra-articular manifestations, and
thrombocytosis/leucocytosis may be useful co-primary endpoints. 18
Outcome variables need to be clinically “sensible” and appropriate to the
type of agent under investigation. Investigators should decide a priori
how much change is considered clinically important for each outcome
variable.

In all cases, trials should be at least three months, and some assessment
weighing all time points equally should be used.

2. Function/Quality of Life

This claim is proposed to reflect demonstrated improvement in fimction
and health related QOL, for six consecutive months, and demonstrated
success in signs and symptoms over the same period. This is currently
obtainable only in principle, as adequate methodology is not yet at hand.
Endpoints will need to be tailored to subtypes enrolled in trials (e.g., to
assess knee Iimction in pauci-articular JRA patients who may have this as
their primary arthritic manifestation). Instruments should be
developmentally validated for the age ranges studied in a trial. 19

3. Prevention of Structural Damage

Similar to adult RA, this claim would reflect trials of one year or more
with concomitant success in signs and symptoms. Currently, only sparse
data exist regarding the usefulness of only one radiographic measure in
JRA: the carpal-metacarpal distance in those patients with wrist
arthritis .20 Other clinically promising settings include the evaluation of
erosive disease in systemics with polyarthritis, hip assessment in
systemics, and knee assessments in pauci-articular JRA.

4. Complete Clinical Response

The claim of complete clinical response reflects achievement of six
consecutive months of morning stiffness of less than 15 minutes
duration, no active synovitis (pain, redness, tenderness to palpation,
swelling, stable or decreasing limitation of motion), no extra articular
features (including fever, serositis, adenopathy, hepatosplenomegaly,
rash, uveitis), and normal laboratory parameters (including ESR,
platelets, WBC) and where applicable, no ongoing structural damage
while continuing on therapy. Trials should be of one year duration.
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Residual damage from prior disease, including extra articular
manifestaticms, is acceptable in meeting criteria for complete clinical
response. Because complete clinical response rates may be relatively
high in JRA, these studies should decontrolled. Theneed for ongoing
therapy may be undesirable if the toxicity of the agent is unacceptable.

5. Remission

Remission is characterized exactly as above, but off drug.

6. Major Clinical Response

Need Advisory Committee input on this claim and its feasibility]

Patients with chronic synovial thickening without clinically active
synovitis (stable synovial thickening) show limited but stable range of
motion but may have pain so they would not quali~ as a complete
clinical response/remission. A “major clinical response” claim for these
patients (analogous to this claim in adult RA), represents a response
more important than signs and symptoms but less than a complete
clinical response/remission. This claim has not yet been fully defined,
but it is expected to be a “data driven” definition, similar to the adult RA
definition.

D. Trial Design Issues

Recommendations for efficacy studies are based upon the mture of the agent
under development. The principles outlined for adult RA are generally
applicable. Patients enrolled into these trials may be of any onset or disease
course subset. Separate trials for each JRA subset are recommended if the agent
is predicted to have a target mechanism of action that will not be applicable and
equally efficacious in all JRA subsets. Alternatively, a single, sufficiently large
trial with enrollment appropriately stratified provides for useful conclusions to
be reached about efficacy and safety for each subset. Co-variates (for
adjustment in the analysis) should include, at a minimum, disease course type,
disease duration, and non-response to prior methotrexate. Given that JRA is an
orphan disease, there is often some flexibility in trial design, but this should be
discussed on a case-by-case basis.

At this time, JRA patients should not usually be eligible for entry into efficacy
trials unless they have failed to respond adequately to at least one standard
“second line agent” (such as methotrexate at a dose of at least 10 mg per meter
squared body surface area per week). There may be exceptions to this if, for
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example, there is evidence that greater efficacy could be obtained by using the
agent very early in the disease course, ~vidence that delayed use in sicker
patients potentially carries greater risk of toxicity, or evidence that the agent has
a favorable safety and efficacy profile in a comparable population studied to date
and that the agent’s actions are potentially readily reversible.

Whether or not the patient continues to receive the agent upon discontinuation
from protocol, the patient should be monitored periodically for an extended
period. Effects on skeletal growth, development, behavior, sexual maturation,
reproductive capacity, and secondary malignancy should be included in the
monitoring.

E. Concurrent Antirheumatic Agent Administration

The general principles outlined are applicable in that the goal is to limit the use
of discretionary concurrent antirheumatic therapies as much as reasonably
possible such that total interpretation of efficacy arm safety data is not
irrevocably compromised. However, limitations of concurrent medication
cannot violate ethically justified treatments nor should it make the protocol so
unattractive to parents, physicians, and patients that enrollment is threatened. If
background treatment is necessary, early tolerance studies, to ensure safety of
co-administration, should precede any large trials.

If patients receive concurrent slow acting or prednisone therapy, the dose should
be stable prior to study entry, and preferably remain so throughout the trial.
Concurrent medications are usually important prognostically and so may need
stratification. If possible, intra-articular steroid injections should be disallowed
for a minimum of one month prior tc oeginning experimental therapy; otherwise
that joint should be discounted in assessing therapeutic effects.

F. Multi-centered Trials and Center Effects

Although JRA is the most common rheumatic disease of childhood, its
prevalence is low compared to adult RA. Thus, trials of JRA that require large
numbers of patients will likely be multi-centered. Multi-centered studies should
employ a standardized protocol and data collection forms among all centers.
Pretrial meetings of all investigators and other involved personnel are strongly
encouraged to assure uniformity in protocol interpretation, patient evaluation,
and data recording. Studies have shown that, within a cooperative group, a
center’s performance is a function of the number of patients enrolled at the
center.zl Thus, shldies that use fewer centers with greater numbers of patients
at each center are preferable to those that use large numbers of centers with
fewer patients. Effort should be made to enroll at least 10 to 12 patients at eachn-- -.

—
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center to provide for greater quality assurance. In all multi center trials, center
effects should be examined. In such trials, a therapy should show effect in more
than one center. When stringent entrance criteria restrict the number of patients
eligible for study, many centers may be unable to enroll even 10 patients. In
such situations, randomization blocked within individual centers, rather than
across all centers, may help to reduce the potential impact of center effects.

g-%
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SUMMARY:The FoodandDrug
Administration(FDA)is publishinga
final “delineentitled“TheExtentof

YPopu ationExposureRequiredtoAssess
ClinicalsafetyforDrugsfntendedfor
Long-termTreatmentofNon-life-
threateningConditions.”Thisguideline
waspreparedunderthe auspicesofthe
InternationalC4mferenceon
HarmonisationofTechnical
RequirementsforRegistrationof
PharmaceuticalsforHumanUse(lCH).
Theguidelineis intendedto presentan
acceptedsetofprinciplesforthe safety
evaluationofdrugsintendedforthe
long-termtreatment(chronicorrepeated
intermittentuse forlongerthan6
months)ofnon-life-threatening
diseases.
DATES:Effectiveon March1, 1995.
Submitwrittencommentsatanytime.
ADDRESSES:Submitwrittencomments
on the guidelineto the Dockets
ManagementBranch(HFA-305),Food
and DrugAdministration,rm.1-23,
12420ParklawnDr.,Rockville,MD
20857.Copiesoftheguidelineare
availablefromCDER Executive
Secretariat Staff (HFD-6), Qnter for
DrugEvaluationandResearch,Fmd
and DrugAdministration,75OOStandish
Pi.,Rockville,MD20855.
FOR FURTHERINFORMATION00NTA~

Regarding the guideline Leah Ripper,
CenterforDrugEvaluationand
Research(HPD-500),Foodand
DrugAdministration,5600Fishe~
Lane,Rockville,MD20857,301-
443-2544.

RegardingICH:JanetJ.Showalter,
OfficeofHealthAffairs(HFY-20),
FoodandDrugAdministration,
5600FishersLane,Rockville,MD
20857,301-443-1382.

SUPPLEMENTARYINFORMATION:in recent
years, many important initiatives have
beenundertakenby regulator
authorities and industry asso~iations to
promote international hannoniration of
regulatory requirements. FDAhas

participated in many meetings designed
to enhance harmonization and is
committed to seeking sdentikdly
based hSrmOd=i teChkd pMNX$dU?SS

for pharmaceuticaldevelopment.Oneof
the goalsofharmonizationis to identify
and reducedifferencesin technical
requirementsfordrugdevelopment
amen regulatoryagencies.

&I wasorganizedto providean
opportunityfortri@ite harmonization
initiativestobe developedwithinput
frombothregulatoryand industry
rspresentativea.FDAalsoseeksin ut
fromconsumerrspmaentativesani
others.lCHis concernedwith
harmonizationoftechnical
requirementsforthe r@strationof
pharmaceuticalproductsamongthree
regions:TheEuropeanUnion,Japan,
andthe UnitedStates.ThesixICH
s onsorsaretheEuropeanCommission,
J e EuropeenFederationof
Pharmaceutical Industry Associations:
the Japanese Ministry of Health and
Welfare;the Japanese Pharmaceutical
Manufacturers Asaociatiom the Centers
for Drug Evaluation and Research and
Biologics Evaluation end Research,
FDA,and the Pharmaceutical Resaemh
and Manufactumm of America. l%e ICI-I
Secmtsriat, which coordinates the
preparation of documentation, is
provided by the International
Fedemtion of Pharmaceutical
Manufacturers Association (IPF%fA).

The ICI-I Steering Committee includes
representatives from each of the ICI-I
s onsors and IFPMA, as well as
{o servers from the World Health

Organization, the Canadian Health
protection Branch, and the Europeen
Free Trade Area.

Harmonization of the safety
evaluation of drugs intended for the
long-term treatment of non-life-
t.greatening diseases was selected as a
priority topic during the early stages of
the ICH initiative. In the Federal
Register of Mad 1.1994 (591% 9746),
FDA published a draft tripartite
guideline entitled “Draft Guideline on
the Extent of Population Ikposure
Required to Assess Clinical Safety for
Drugs Intended forLong-Term
Treatment of Non-Life-Threatening
Conditions.” The notica gave interested
persons an opportunity to submit
comments by May 16, 1994.

After consideration of the comments
received and revisions to the guideline,
a final draft of the guideline was
submitted to the ICI-ISteering
Committee and endorsed by the three
participating regulatory agencies at the
ICH meeting held in October 1994.

The guideline presents an accepted
set of principles forthe safety
evaluation of drugs intended for the

long-term treatment of non-life
threatening diseases. The guideline
distinguishes between diniud data on
adverse drug events (ADEs) derived
tim studies of shorter duration of
exposure and data from studies of
longer duration, which hequently
include nonconcurrently controlled
studies. The prindples discussed in the
guideline are mmmdzed as follows: (1)
Regulatory standards are valuable for
the extent and duration of treatment
needed to provide the safety database
fordrugsintendedforlong-term
treatmentofnon-life-threatening
conditiorwhowever,therearea number
ofcircumstanceswhereharmonized
regulatorystandardsfortheclinical
safetyevaluationmaynotbeapplicable;
(2)furtherinvestigationis neededabout
the occummceofADE’sin relationto
durationoftreatmentfordifferentdrug
classes:(3)becausemostADE’sfirst
occurwithinthe first3 to6 monthsof
drugtreatment,manypatientsshouldbe
treatedandobswvedfor6 monthsat
dosagelevelsintendedforclinicaluse;
end (4)becausesomeseriousADE’smay
occuronlyaiterdrugtreatmentformore
than 6 months,somepatientsshouldbe
treatedwiththedrugfor12months.

In the past,guidelineshavegenerally
beenissuedunder510.go(b)(z1CFll
10.90(b)),whichprovidesfortheuseof
guidelinesto stateproceduresor
standardsofgeneralapplicabilitythat
arenot legalrequirementsbutare
acceptabletoFDA.Theagencyis now
in the recessofrevising510.90(b).

?Thereore,thisguidelineis notbeing
issuedundertheauthorityofs 10.go(b),
and it doesnotcreateorconferany
rights,privileges,or benefits for or on
any person, nor does it operate to bind
~-A-in any wa -

FAs with all o FDA’s guidelines, the
public is encouraged to-submit written
comments with new data or other new
information pertinent to this guideline.
The comments in the docket will be
periodically reviewed, and, where
appropriate, the guideline will be
emended. The public will be notified of
any such amendments through a notice
in the Federal Register.

Interested persona may, at any time,
submit written comments on the
guideline to the Dockets Management
Branch (address above). Two copies of
any comments are to be submitted,
except that individuals may submit one
mpy. Canrnents are to be identified
with the docket number found in
brackets in the heading of this
document. The guideline and received
comments may be seen in the office
above between 9 a.m. and 4 p.m.,
Monday thmu h Fnda .

~etextoft%eguide~e follows:
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The objective of thii guideline is to present
an ampted set of principles for the safety
evaluation of
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temo treatment ( nic or mpeatad
intermittent use for longer than 6 months) of
non-life-threateningdiseases.The safety
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duration of time consistent with the intended
long-term use of the

Y
. Thus, duration of

drus~ and its m ationship to both
time and magnitude of occurrence of adveme
events am irn

T
t considerations in

determining e siza of the data base
necessary to achieve such goals.

For the urpose of this guideline, it is
fuseful to istinguish between clinical date on

adverse drug events (~Es) derived from
studies of shorter duration of exposure end
data hwm studies of longer duration, which
frequently am nonconcurrently mntmlled
studies. It is expected that short-term event
mtes (cumulative 3-month incidence of atmut
1 rcent) will be well characterized. Events

rw era the mte of occurrence changes over a
longer period of time may need to be
characterized depending on their soverity
and im rtanca to the risk-benefitassessment
of the&.Thesafetyevaluationdtig
clinical drug development is not expected to

= characterize mm adveme events, for example,
those ocmming in less then 1 in 1,000
patients.

The design of the clinksl studies can
significantly influence the ability to make
causality judgments about the relationships
between the drug and adverse events. A
placekontmlled trial allows the adverae
event mte in the drug-~ated group to be
compared directly with the background event
mte in the patient population being studied.
Although a study with a positive or active
control will allow a comparison of adverse
event mtes to be made between the test dmg
and the control drug, no direct assessment of
the background event mte in the population
studied can be made. A study that has no
cmxumant mntml group makes it more
dMicult to assess the causality relationship
between adverse events observed end the test

‘%%’em was geneml agmament on the
followil+y

1. A harmonized regulatory standard is of
value fortheextent and duration of tmabnent
needed to provide the safety database for
drugs intended for long-term treatment of
non-life-threatening conditions. Although
this standard covers many indkations and
drug classes, them am exceptions.

2. Regulatory standards for the safety
evaluation of drugs should be based on

pmviosns
T

ence with the occumence and
detection o ADE’s, statistical (xmsidemtions
of tba probabilityof detectingspecified
Eequenciesof ADE’s,and practical
considerations.

3. Information about the occurrence of
ALE’s fn ralationto duration of treatment for
dlfi%rentdrug classes is incomplete, and
further irlvestigations to obtain this
inibrmation would be useful.

4. Available inbrmation _ that moat
ADE’a first occur, and am most hequent,
within the M few monthsof drug
tmatmenLThenumberof patients tmatad for
6 monha atdosage levels intended for
clinical use, should be adequate to
chamctarira the pattern of ADE’s over time.

To echieva this objecthm the mhort of
- *X should be large enough to
obsam whethermom kquentiy recurring
events kreese or decrease over time as well
as to observe delayed events of meeoneble
hequency (e.g., in the general mnge of 0.5
pemsnt to 5 p.mcxmt).Usually 300 to 600
patients shouId be adequate.

S. There Is concam that, although they am
likely to be uncommon, some ADE’s may
increase In frequency or severity with time or
that some serious ADE’a may occur only after
drug -atment formom than 6 months.
Themfom, some patients should be treated
with the dmg for 12 months. In the absence
of morn information about the mletionship of
ADE’s to treatment dumtion, selection of a
specific numberof patientsto be followed for
1 year is to a lerge extent a judgmentbased
on theprobability of detecting a given ADE
hequency level and pmcticel mnsidemtions.

One hundred patients exposed for a
minimum of 1 year am considered to be
acceptable to include as art of the safety

rdate bese. The date shou d come from
prospective studies appropriately designed to

l%2d&&%%L%L%M%%:
serious ADE is observed in a l-year exposure
period, this number of patients can provide
reasonable assurance that the hue cumulative
l-year incidence is no greater than 3 percent.

6. It is anticipated that the total number of
individuals treated with the investigational
drug, including short-term exposure, will be
about 1,s00. Japan currently accepts SCMto
1,500 patien~, the potential for a smeller
number of patients is due to the
_ke@ weillanw requfmmen~ the
actual number for a specific drug being
determined by the information available on
the &g and drug class.

7. There am a number of circumstances
where the harmonimd general standards for
the clinical safety evaluation may not be
applicable. Reasons for, and examples of,
these exce tions era listed below. It is
expected$etadditionalexamplesmay arise.
It shouJd also be recognized that the clinical
date base mquimd for effkacy testing maybe

occasionally larger or may requfm longer
patient observation then that suggested by
this guideline.

Em?ptions:

a. Instances where them is concam that the
dmg will cause late developing ADE’s, or
cause ADE’s that increase in severity or
@uency overtime, would require a larger
end/or longefiterm safety detnbase. The
concern could arise km.

(1) Data km animal Studkw
(2) CUnic4dinformation horn other agents

with related chemical stmctums or from a
dated phsmmacologicclass;

(3) Pharmacokinetic or pbamacodynamic
pmpertieo known to be associated with such
ADE’s.

b. Situations in whi& them is a need to
quantitate the occumence mteofanexpected
specdficlowfrequency ADE will mquim a
greater long-term data base. bzanples would
include ahuations where a specific serious
ADE has been identified in similar (hugs or
where a serious event that could represent an
alert event is observed in early clinical trials.

c. Larger safety date bases maybe needed
to make riakfbenefitdecisions in situations
where the benefit from the drug is eithec (I)
smell (e.g., symptomatic improvement in less
serious medical conditions), (2) will be
e~end by only a &ction of the treated
patients (e.g., cartain preventive therapies
adrniniatemd to healthy populations), or (3)
is of uncertdn magnitude (e.g., effkacy
determination on a surrogate endpoint).

c1.In situations wham there is concern that
e ~ may add to an already significant
background mte of morbidity or mortality,
clinical trials may need to be designed with
a sufficient number of patients to provide
adequate statistical power to detect
prespeclfied increases over the baseline
morbidity or mortali~.

e. In some cases, a smaller number of
patients may be acceptable, for example,
where the intended treatment population is
small.

8. Filing for approval will usually be
possible based on the date fmm patients
treated through 6 months, Date on patients
treated through 12 months should be
mbmhted es soon es available end prior to
appmvel in the United States and Japan but
may be submitted after approval in the
European Union. In the United States, the
initial subndssion for those drugs designated
es priority dregs should include the 12- .‘
month patient data.

Dated February 23,1995.
William B. Schultz,
lkputyCornmksfoner for Policy.
[~ Dec. 9%4958 Filed 2-26-95; 8:45 am]
ellurm OooE41S0-414
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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration

21 CFR Part 201

pocket No. 92N-01651

Specific Requirements on Content and
Format of Lebeilng for Human
Prescription Drug= Revision of
“Pediatric Use” Subsection In the
Labeiing

AGENCY:Food and Drug Administration,
HHs.
ACTION:Final rule.

SUMMARY:The FoodendDrug
Administration (FDA) is amending its
regulations governing the content end
format on labeling for human
prescription drug products. The final
rule revises the current “Pediatric use”
subsection of the professional labeling
requirements for prescription drugs to
provide for the inclusion of more
complete information about the use of a
drug in the pediatric population (ages
birth to 16 years), Thefinal role, which
applies to prescription drug products
(including biological prescription drug
products), recognizes several methods of
establishing substantial evidence to

~n SUPPOrtpedia~c labe~g cl~ms)
‘-including relying, in certain cases, on

studies carried out in adults. This final
rule also requires that if there is not
substantial evidence to support any
pediatric use or use in a particular
pediatric population, the labeling shall
state this. Sponsora must reexamine
existing data to determine whether the
“Pediatric use” subsection of the
labeling can be modified based on
adequate and well-controlled studies in
adults, and other information
supporting pediatric use, and, if
appropriate, submit a supplemental
application to comply with new
s 201.57(fi(9)(iv) by December 13,1996,
This action responds to concerns in
FDA and elsewhere that current
prescription drug labeling often does
not contain adequate information about
the use of drugs in the pediatric
population. This a6tion promotes safer
and more effective use of prescription
drugs in the pediatric population.
OATES:Effective January 12, 1995. The
agency will accept “pediatric use”
information based on revised
S 201.57(f)(9) (21 CFR 201.57(fJ(9)) after
January 12,1995. Sponsors must
reexamine existing data, and, if
appropriate, submit a supplemental

s&”% application to comply with new
$ 201.57 [f)(9)(iv) by December 13,1996.

FORFURTHERINFORMATIONCONTACT:
EricaL. Keys, Center for Drug
Evaluation and Research (HFD-362),
Food and Drug Administration, 75OO
Standish Pi., Rockville, MD 20855,301-
594-1046.
SUPPLEMENTARYINFORMATION:
I. Background

In the Federal Register of October 16,
1992(57FR47423),FDA proposed to
amend its regulations pertaining to the
content and format of prescription drug
labeling in $201.57 by revising the
current “Pediatric use” subsection
($ 201.57(f)(9)] to allow a broader basis
for the inclusion of information about
use of a drug in the pediatric
population. The proposal would have
allowed pediatric claims based not only
on adequate and well-controlled studies
in the pediatric population but also, in
some cases, on such trials in adults. The
proposed regulation described other
data needed when pediatric claims are
based on trials in adults end indicated
specific labeling language end the
location of various kinds of information.

FDA issued the current pediatric
labeling requirements in lg79 (44 ~
37434, June 26, 1979). The current
regulation, codified at $ 201.57 (f)(g],
requires that specific pediatric
indications, if any, be described under
the “Indications and Usage” section of
the labeling, with appropriate pediatric
dosage provided under the “Dosage end
Administration” section. The current
regulaticm also requires that
recommendations for pediatric use be
based on substantial evidence derived
from adequate and well-controlled
studies in the pediatric population,
unless that requirement is waived, If a
drug’s safety and effectiveness in the
pediatric population cannot be
established or if the drug’s use in the
pediatric population is associated with
a specific hazard, the cument regulation
requires appropriate statements or
details.

By establishing a “Pediatric use”
subsection and describing its content
and format, the 1979 regulation was
intended to encourage drug labeling that
would regularly provide adequate
information about use of prescription
drugs in pediatric patients. As stated in
the preamble to the proposed rule on
which this final rule is based, however,
most prescription drug products still
lack adequate information about their
use in pediatric populations. For
example, an informal survey done in
1990 by the American Academy of
Pediatrics examined labeling of all new
molecular entities approved between
1984 and 1989 and found that 80
percent had no information on pediatric

use. Other surveys have shown that the
labeling for many prescription drugs
states that safety and effectiveness in
children have not been established and
contains no information on pediatric
use, even for drugs that are commonly
prescribed for pediatric patients.

FDA continues to be concerned that,
without adequate information,
practitioners may be reluctant to
prescribe certain drugs for their
pediatric patients, or may prescribe
them inappropriately, choosing dosages,
for instance, that are arbitrarily based on
the child’s age, body weight, or body
surface area without specific
information as to whether this is
appropriate. As a result, pediatric
patients may be exposed to an increased
risk of adverse reactions, or decreased
effectiveness of the drugs prescribed, or
may be denied access to valuable
therapeutic agents.

The continuing absence of pediatric
use information in prescription drug
labeling may be due in part to the
impression, perhaps conveyed by the
existing regulation, that pediatric claims
must always be based on adequate and
well-controlled studies conducted in the
pediatric population. Given the many
problems associated with the testing of
drugs in the pediatric population (e.g.,
obtaining informed consent for tests not
directly of benefit to the child, use of
placebo controls in a vulnerable
population), studies meeting this
standard are often difficult to obtain.
Existing FDA regulations do not, in fact,
require that controlled trials always be
conducted in the pediatric population to
support a pediatric use. Under current
$ 201.57 (fJ(g), the need for such studies
may be waived where other data can
satis~ the requirements of law. The
basis for granting such a waiver is not,
however, clear in the existing
regulation. Section 201,57 (fi(9)(iv) of
this final rule clarifies how the agency
will determine that data horn adequate
and well-controlled studies with adult
subjects can provide substantial
evidence of effectiveness in the
pediatric population.

In summary, this rule is intended to
provide practitioners with more
pediatric use information in the labeling
of,human prescription drug products so
that practitioners will have more
reliable information upon which to base
a decision to prescribe a drug for use in
their pediatric patients. The rule does
this by encouraging manufacturers to
provide more information on drug labels
upon which practitioners can base their
decisions. The rule does not, however,
limit the manner in which a practitioner
may prescribe an approved drug.
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IL Highlighta of the Final Rule

The final mle revises the current
–— ?Pediatric use” subsection of the--

-professional labeling requirements for
prescription drugs to provide for the
inclusion of more comprehensive
information about use of a drug in the
pediatric population. Under the final
role, products may be labeled for
pediatric use based on adequate and
well-controlled studies in adults
together with other information
supporting pediatric use [e.g.,
pharmacokinetic data, safety data,
pharrnacodynamic data). Such reliance
on studies in adults was possible under
the waiver provision in the existing
rule, but the waiver provision was not
often used. Of course, products may also
be labeled for pediatric use based on
adequate and well-controlled studies in
the pediatric population. The pediatric
age group, birth to 16 years, includes
pediatric age groups often called
neonates, infants, children, and
adolescents. In the final rule, because
the term “children” can be interpreted
as referring only to a particular subset
of the pediatric population (ages z to 12
years), and to make clear that the
provisions of this rule apply to the
entire pediatric population, references
to “children” in the mo~osed rule have

.n been deleted and re~lac~d by “pediatric
Domdation” or %ediatric uatients.”
‘ The major pro~isions of-tie final rule
are surmmulzed as follows:

The final rule continues to permit a
specific pediatric indication (i.e., an
indication different from those
approved in adults) supported by
adequate and well-controlled studies in
the appropriate pediatric population, to
be described under the “Indications and
Usage” section of the labeling, with the
appropriate pediatric dosage given
under the “Dosage and Administration”
section of the labeling. The “Pediatric
use” subsection of the labeling must
include any limitations on the pediatric
indication, need for specific monitoring,
specific hazards of the drug, differences
between pediatic and adult responses
to the drug, and other information
related to the safe and effective use of
the drug in pediatric patients.

If there are specific statements on
pediatric use of the drug for an
indication also approved for adults that
are based on adequate and well-
controlled studies in the pediatric
population, they must be summarized in
the “Pediatric use” subsection of the
labeling and discussed in more detail, if
appropriate, under the “Clinical
Pharmacology” and “Clinical Studies”
sections. Appropriate pediatric dosage
must be given under the “Dosage and

Administration” section of the labeling.
This subsection of the labeling must
also cite any limitations on the pediatric
use statement, need for specific
monitoring, specific hazards associated
with use of the drug in any subsets of
the pediatric population [e.g., neonates),
differences between pediatric and adult
responses to the drug, and other
information related to the safe and
effective pediatric use of the drug.

A pediatric use statement may also be
based on adequate and well-controlled
studies in adults, provided &at the
agency concludes that the course of the
disease and the drug’s effects are
sufficiently similar in the pediatric and
adult populations to permit
extrapolation from the adult efficacy
data to pediatric patients. Where
needed, pharrnacokinetic data to allow
determination of an appropriate
pediatric dosage, and additional
pediatric safety information must also
be submitted.

Where the requirements for a finding
of substantial evidence to support a
specific pediatric indication or a
pediatric use statement have not been
met for a particular pediatric subgroup,
the “’pedia~c use” subsection of the
labeling must contain a statement that
appropriately characterizes the
limitation, such as “Safety and
effectiveness in pediatric patients
below the age of (—) (years/months/
weeks]] have not been established. ” If
use of the drug is associated with a
specific hazard in this pediatric
subgroup, the “Pedia@ic use”
subsection must contain information
about this hazard, or, where
appropriate, refer to a more complete
description of the hazard in the
“Contraindications” or “Warnings”
section of the labeling.

Where the requirements for a finding
of substantial evidence to support a
pediatric indication or a pediatric use
statement have not been met for any
pediatric population, the “Pediatric
use” subsection of the labeling must
contain the following statement “Safety
and effectiveness in pediatric patients
have not been established.” If use of the
drug in premature or neonatal infants,
or other pediatric subgroups, is
associated with a specific hazard, the
“Pediatric use” subsection must contain
information about this hazard, or, where
appropriate, refer to a more complete
description of the hazard in the
“Contraindications” or “Warnings”
section of the labeling.

Any sponsor who believes that no
“Pediatric use” subsection is
appropriate or relevant to the labeling of
its particular drug product must provide
FDA with reasons justifying its

omission, and may propose alternative
statement(s).

Finally, recognizing the hazards that
inactive ingredients can pose to the
pediatric population, the final rule
requires that prescription drug labeling
contain statements about inactive
ingredients that might be toxic to the
neonate or other pediatric subgroup.

III. General comments on the Proposed
Rule

FDA received 11 comments on the
proposed rule from prescription drug
manufacturers, prescribers, professional
societies, organizations with special
interesta in the pediatric population, the
lay public, and others. Most supported
the proposed labeling change, calling it
“timely and important,” “an important
* * ● step to facilitate the inclusion of
information about use of drugs in
children in the approved labeling,” “a
significant step toward the goal of
including infants and children in the
drug approval process,” end a way “to
fill the gap of information that currently
exists in the area of appropriate drug
usage in children.”

One comment, for example, stated
that providing pediatric use information
in labeling will help health
professionals reach rational drug
therapy decisions for pediatric patients.
The comment added “any information
that can be used by pharmacists to
assure rational drug therapy in special
populations will be a positive addition
to drug information. * ● ● Such labeling
will enhance the likelihood of positive
outcomes in pediatric patients. ”

However, some comments were less
supportive, including one that stated:
“While ● ● ● [we] commend the FDA on
its initiatives to improve information
available to physicians and their
pediatric patients regarding prescription
drug use, we remain concerned that this
approach will not measurably assist
physicians.”

Most comments also raised specific
issues for consideration by the agency.
These issues are described below.

A. Definition of “Pediatric”

I. Several comments suggested that
age breakdowns within the pediatric
population might be appropriate. The
pediatric age range begins at birth, and
may cover individuals as old as 18 years
to 21years, encompassing the
subspecialties of neonatology and
adolescent medicine. One comment
suggested that the rule define
“pediatric” as children under 12 years,
because “it has been commonly
accepted that ages 12 years to 18 years
may be included without previous
clinical work in that age group.” The
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comment also suggested that the rule
state the age group when
pharrnacokinetic studies should be done

=--:in order to extrapolate the results from,—
infancy through adolescence, or state
whether the age range will be broken
into subgroups with testing required for
each. Another comment said that a
definition of “pediatric” would have to
consider drug metabolism,
pharmacokinetics, and interaction with
various organs and other body systems.
The comment suggested that a system. . . . . . . . .
by which distinct classes ot drugs are
considered differently may be more
logical and appropriate.

Another comment noted that pediatric
patients are not homogeneous, and that
age groups show significant differences
in functional and physiological
functions. The comment suggested that
information from clinical studies be
subdivided by age groups and their
respective responses to drugs,
suggesting age categories of premature
infant, newborn, children under z years
of age, children 2 years to 13 years, and
adolescents 13 years to 18 years.

Another comment said that
individuals 16 years to 18 years of age
pose particular problems and suggested
consultation with the American
Academy of Pediatrics’ Committee on
Drugs to consider defining age
categories or groups for pediatric
labeling.

The “Pediatric use” subsection of
labeling is where information about use
of a drug in pediatric patients is located,
and $ 201.57(f)(9) describes in general
terms the kind of information that
should be included, The “Pediatric use”
subsection does not attempt to resolve
the many difficult issues related to use
of drugs in this population. What
appears in this subsection (e.g., age
groups covered) will depend on the data
available, and the ability to define
results for specific subgroups. As a
general matter, however, the agency
offers the following guidance and useful
breakdowns. The following age
categories for the pediatric population
are commonly distinguished, although
the distinctions are inevitably arbitrary:
(1) Birth up to 1 month (neonates), (2)
1 month up to 2 years of age (infants],
(3) 2 years up to 12 years [children), and
(4) 12 years up to 16 years [adolescents).
Where possible, data should be
analyzed by these groups, but it should
not usually be necessary to establish a
dmg product’s effectiveness in each
group. It may, on the other hand, be
important to have some
pharrnacokinetic information in each
group, especially the younger age
groups, to guide dosing and additional

information, such as a specific study in
neonates, to establish safety,

Although the agency has determined
that the term “pediatric patients” refers
to individuals from birth to 16 years of
age, the agency recognizes that for some
drugs, adult studies may be applicable
to pediatric patients under the age of 16
years who have passed puberty; indeed,
a primary purpose of this rule is to
allow pediatric labeling based on adult
studies, when appropriate. Although in
many cases, additional pharmacokinetic
end safety data may be needed to
support pediatric use statements, in
other cases, particularly for pediatric
patients in the 12-to 16-year age group,
there may be less additional data
needed.

B. Applicability of the Rule to Biological
Drug Products

Z. One comment said that it was
unclear whether the rule applies to
biological drug products.

The rule (as well as $201.57 in
general) applies to biological drug
products.

C. Pediatric Studies

3. One comment noted that about 80
percent of drug labeling currently
contains language excluding use of the
drug in pediatric patients or limiting use
only to specific age groups. The
comment asked FDA to encourage
sponsors to include pediatric patients in
their clinical studies when the drug is
likely to be effective for an indication in
this population.

As stated in the preamble to the
proposed rule, FDA encourages
sponsors to include pediatric atients in

rtheir clinical studies, and ana yzes
investigational new drug applications
and new drug applications (NDA’s] to
determine whether studies in this
population should be done before the
drug is approved (57FR 47423 at
47424]. Under certain circumstances,
the agency may require that clinical
studies in the pediatric population be
conducted before marketing approval
(see response to comment number 4 in
section IILC. of this document). If a drug
is likely to be effective for pediatric use,
the agency is making it clear that
labeling for pediatric use may
sometimes be based on adequate and
well-controlled studies in adults, with
additional pediatric data. FDA intends
that this rule will call further attention
to the need for creating and reviewing
data on pediatric use.

4. One comment asked whether FDA
intended to require a sponsor to submit
information for a specific pediatric
indication or use if there are available
data suggesting that such an indication

or use would be permitted under the
regulation. Thecomment said that there
may be “good reasons” why a sponsor
might not wish to seek a pediatric
indication or use for a drug even when
available evidence would support such
a use. For example, the drug’s benefit/
risk ratio in the pediatric population
might be different from that in adults, or
there might be sufficient and better
alternative therapies available for the
pediatric use. Additionally, the
comment expressed concern that a drug
that has been tested in adults may not
provide a sufficient legal defense against
a claim for injury of a child. The
comment said that a sponsor should not
be forced to assume or be placed in the
position of having to defend such an
action unless the sponsor believes the
data in support of the pediatric use are
sufficient, and that a sponsor should not
be mandated or forced by the rule to
seek a pediatic use if the sponsor, for
whatever reason, does not wish to do so.

Another comment expressed concern
that FDA might delay approval of
products that have good existing
available data for safety and efficacy in
adults while acceptable pediatric
information is developed.

This rule does not add a new
requirement that sponsors carry out new
pediatic studies, nor does it require
that sponsors submit labeling with
claims that are inadequately supported.
New $ 201.57 (fl(9)(iv) provides that a
pediatric use statement may-be based on
adequate and well-controlled studies in
adults, provided that the course of the
disease and the drug effects are
sufficiently similar in the pediatric and
adult populations to permit
extrapolation from the adult efficacy
data to pediatric patients. Sponsors are
required to reexamine existing data to
determine whether the “Pediatric use”
subsection of the labeling can be
modified based on adequate and well-
controlled studies in adults, and other
information supporting pediatric use,
end, if safety and effectiveness for
pediatric use have been demonstrated,
submit a supplemental application to
comply with new S 201.57 (f)(9)(iv) by
December 13, 1996. A sponsor who does
not believe that the disease and drug
effects are similar in the pediatric and
adult populations, or who believes that
use in pediatric patients is otherwise
not adequately supported by data,
should not propose revised labeling
under this provision. Under new
$ 201,57 (fJ(9](vi], the sponsor may
propose labeling stating that safety and
effectiveness in pediatric patients have
not been established.

Additionally, under new
~ 2(11.57 (f)(9) (vii), if the sponsor
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believesthat none of the statements
_~escribed in paragraphs (f)(9)(ii)
— ‘_rOUgh(f)(g)(vi)of that section is

ppropriate or relevant to the labeling of
a particular drug, the sponsor must
provide reasons for omission of the
statements and may propose alternative
statement(s). In response to such a
proposal, FDA may permit use of an
alternative statement if FDA determines
that no statement described in those
paragraphs is appropriate or relevant to
the drug’s labeling and that the
alternative statement is accurate and
appropriate. Section 201.57 (f)(9) [vii) has
been modified to make this explicit.

Although this rule does not add new
requirements for conducting pediatric
studies, various provisions of the
Federal Food, Drug, and Cosmetic Act
(the act], the Public Health Service Act
(the PHS act], and existing regulations
authorize FDA to require such studies
under certain circumstances.

Under section 505(k) of the act (21
U.S.C. 355(k)), FDA may require NDA
holders to establish records and submit
reports to the agency on data relating to
clinical experience or other data or
information in order to determine
whether there may be grounds for
revoking the NDA approval. Such a
requirement may be established either
through regulation or through en order

=-egarding the NDA (2 I U.S.C. 355(k)(l)).
Existing regulations require

application holders to report to the
agency adverse experiences occurring in
the course of use of the product in
professional practice, as well as during
clinical investigations (21CFR 312.32,
314.80). In addition, approved
application holders must submit as part
of the annual report a summary of
significant new information that might
affect the safety, effectiveness, or
labeling of the product, as well as copies
of unpublished and published reports of
studies of the drug (2 I CFR
314.81 (b)(2)(i], (b)(21(v), and (b](2) (vi)l.
The report also must contain a
descri@on of the action the company
has taken or intends to take because of
the new information, such as
submission of a supplement, addition of
a warning, or initiation of a new study
(21CFR314.81(b)(2)(i)).

Section 505(e) of the act specifies
grounds on which the agency may
withdraw or suspend approval of an
NDA. If there is an imminent hazard to
the public health, approval of the NDA
may be suspended immediately by the
Secretary of the Department of Health
and Human Services. In addition to
other circumstances, approval of an
NDA is to be withdrawn if clinical
experience or other data show that the
product is unsafe or not shown to be

safe under the conditions of use upon
the basis of which the application was
approved. Moreover, the approval may
be withdrawn if the labeling is false or’
misleading and not corrected within a
raasonabIe time after notice of the
matter.

Under section 502(a) of the act (2 I
U.S.C. 352(a)), a drug is considered
misbranded if its labeling is false or
misleading. Section 201(n) of the act (21
U.S.C. 321(n)) makes it clear that the
“misleading” determination is to be
based not only on representations made
or suggested in the labeling, but also on
failure tc, reveal material facts. Material
facts include those which concern
consequences which may result from
use of the product under the labeled
conditions of use or under customary or
usual conditions of use. These
conditions of use may include off-label
uses prescribed by practitioners for their
patients.

In addition, drugs are considered
misbranded under section 502(f) of the
act if the labeling fails to bear adequate
directions for use. FDA regulations
define adequate directions for use as
directions under which the lay person
can use a drug safely and for the
purposes for which it is intended [21
CFR 201.5). “Intended uses” are further
defined in the regulations to include
uses other than the ones on the labeling
(21 CFR 201.128). If a manufacturer
knows that a drug is used for an off-
label use, the manufacturer may be
required to provide adequate labeling
for that use (21CFR 201.128).

Prescription drugs for human use are
exempt from the requirement to carry
adequate directions for lay use under
certain circumstances, if labeled with
the prescription legend (2I CFR
201.1 00). Among the exemption criteria
is the requirement that the drug carry
adequate labeling for the prescriber, as
authorized by an approved application,
for the intended use, In summary, the
drug product is misbranded if the
intended use is not approved in an
NDA.

Drug products are also misbranded,
under section 502( fj(2) of the act, if the
labeling does not carry adequate
warnings against unsafe use. Such
unsafe use may include use by pediatric
patients where the use may be
dangerous to their health, or unsafe
dosage or methods or duration of
administration in the pediatric

‘“l%~$~aldrugproducts are approved
under authority of section 35 I of the
PHS act (42 U.S.C. 262). This provision
authorizes the promulgation of
regulations designed to ensure the
continued safety, purity, and potency of

the products (42 U.S.C. 262(d)(l)). An
approved product license application
(PLA) maybe revoked if the product
does not conform to applicable
requirements in the regulations or is not
safe and effective for all of its intended
uses or is misbranded with respect to
any such use (21 CFR 601.5(b)(4)
through(b](6)). If there is a danger to
health, the Commissioner may suspend
the product license (21 CFR 601.6).
Under section 351(b] of the PHS act, no
one may falsely label a biological
product. Biological drug products are
also subject to the applicable drug
provisions of the Federal Food, Drug,
and Cosmetic Act, as previously
discussed.

Moreover, the agency has stated that
an application for marketing approval
should contain data on a reasonable
sample of the patients likely to be given
a drug once it is marketed (58 FR 39406
at 39409, July 22, 1993). This
conclusion, stated explicitly in a
guideline on the need for data in both
genders, applies equally to age
subgroups, including pediatric and
geriatric populations. FDA may refuse to
approve an application that fails to
contain sufficient information to
determine whether the product can be
safely and effectively used in
populations likely to receive it. In
addition, for an approved drug, in
certain cases [e.g., where tie drug is
widely used, represents a potential
hazard, or is therapeutically important
in pediatric patients], FDA may require
further studies in pediatric populations
and appropriate labeling changes. As
previously discussed, an already
approved drug may be considered
illegally marketed if adequate
information on safe and effective use in
pediatric patients is not obtained and
included in the labeling.

The agency thus expects sponsors to
seek supplemental claims for pediatric
uses that are supported by adequate
data. This does not imply, however, that
a sponsor should seek a claim for a
pediatric use if the benefits of that use
do not outweigh its risks; the
determination of whether to include a
pediatric use statement must be based
on clinical data, and other use
information, not on a vague concern
about liability.

5. One comment said that although
the desire to use potentially relevant
data in the “Pediatric use” subsection of
the labeling was “understandable,” such
data should not take the place of
adequate and well-designed controlled
studies in the pediatric population, and
ihat FDA ultimately may have to require
such studies. The comment stated that
FDA should require manufacturers to
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fund research projects regarding drug
safety and efficacy, including short-term
and long-term side effects, in pediatric
patients.

-FDA agrees that clinical studies
regarding a drug’s safety and
effectiveness in pediatric patients are
desirable, and the agency encourages
such studies in appropriate cases. As
discussed in comment 4 in section 111.C.
of this document, the agency has the
authority to require such studies under
certain circumstances. In some cases,
such studies may be required prior to
approval where pediatic use is
important and where the adult and
pediatric diseases cannot be considered
sufficiently similar. In other cases, the
controlled trials in adults, with
pharmacokinetic and other data as
needed, may support valid pediatric
labeling.

6. One comment stated that FDA
should consider other alternatives to the
rule, including a formal review process
that collects and analyzes available
safety and efficacy data on a drug’s use
in the pediatric population both before
and after marketing approval, which,
through committee review, could
recommend further testing of the drug
after it is marketed if specific pediatric
safety or efficacy concerns are found.

FDA believes that the comment has
misinterpreted the purpose of the rule.
The rule describes the kind of data and
information that can be included in
labeling for the pediatric population. h
general, it is the sponsor’s responsibility
to collect, on a continuing basis,
available data on safety and efficacy,
propose revised labeling, and carry out
needed studies. h some circumstances,
FDA has required pediatric studies prior
to approval, elicited agreement by drug
sponsors at the time of marketing
approval to carry out additional
pediatric studies after approval, or
stimulated conduct of pediatric studies
afler approval. When appropriate, FDA
makes use of its standing advisory
committees to help decide whether and
when pediatric studies are needed.

7. One comment stated that FDA
should revise the rule to specify what
data must be provided by
manufacturers. The comment asked
what number of pediatric patients
would be sufficient to determine if there
is a difference in age-related response,
and how FDA will determine that all
available information about the
pediatric use of all available drugs has
been included, including epidemiologic
studies.

FDA declines to accept the comment’s
suggestion. The agency believes that
specifying an exact number of pediatric
patients to be studied would be

impractical due to variations in the
pediatric opulation and responses to
differant L gs. This is particularly true,
given the various kinds of data that can
be used under the rule to support
pediatric labeling.

D. Drugs Currently Under Review

8. One comment suggested that drugs
currently under development or under
review by FDA should be given special
consideration to avoid delays in
development and approval associated
with implementation of the rule.

FDA. does not expect delays in review
or approval as a result of this rule. FDA
already examines available pediatric
data under current labeling regulations.
The principal change created by the
revised regulation is the ability to rely
on studies in adults to support pediatric
efficacy in some situations.

E. Supplements for Drugs Already
Approved

9. One comment suggested that FDA
work with manufacturers of approved
drugs to develop a method that allows
the manufacturers to update their
labeling in a quick and cost-effective
manner. The comment also said that
package inserts do not generally reflect
current scientific literature because of
the problems with current methods of
updating labeling. The comment said
that this had created situations where
prescribers are making decisions on
treatment modalities without the benefit
of timely information.

FDA does not believe that changes in
regulations are needed to allaw timely
updati:ng of labeling. Under the current
regulations, applicants can propose
changes in their approved labeling. FDA
normally reviews supplements subject
to prior approval in the order received.
Effectiveness supplements are rated as
priority or standard and are subject to
performance goals set in connection
with the Prescription Drug User Fee Act
of 1992,

10. C)ne comment said that the filing
and approval of pediatric labeling
supplements from different sponsors on
differant timetables could mean that
some labels for products considered to
be substantially similar might be silent
with regard to pediatric usage, while
others might be detailed, The comment
suggested that FDA and the American
Academy of Pediatrics’ Committee on
Drugs could identify therapeutic classes
to be relabeled first, so that FDA could
review and approve pediatric use
labeling for products from different
companies and coordinate
implementation of labeling changes for
similar agents.

With respect to effectiveness claims,
phermacokinetics, and safety data,
much information is drug specific and
will be reviewed as it is submitted,
Therefore, the agency is not adopting
the comment’s suggestions. The agency
advises, however, that, in general, when
a class of drug products is involved,
FDA examines labeling as it applies to
the class.

F. Impact on Industry

11. One comment claimed that the
rule places NDA holders at a
competitive disadvantage relative to
abbreviated new drug application
(ANDA] holders. The comment stated
that the rule would give NDA holders
the burden and responsibility for
pediatric studies and literature searches,
but not impose a similar burden and

‘e~;;s;!;;~~$?;;;;dgent in
part. The rule is directed to anyone
marketing a prescription drug and is
intended to encourage the inclusion of
more complete information about use of
a drug in the pediatric population and
about hazards associated with this use.
The rule permits a new basis for
reference to pediatric uses, but it does
not impose a new requirement to
conduct studies in pediatric
populations. To the extent that NDA
holders have access to data not available
to ANDA holders, they will have more
data to examine and more likelihood of
having a basis for proposing changes to
he “pediatic use” subsection of
labeling. The agency believes this
represents only a modest burden and, in
any event, sees no other way to gain
further pediatric information in
labeling. ANDA holders cannot be
required to examine data they do not
possess. ANDA holders are not
precluded from providing pediatric use
data, and are expected to do so under
this rule, if data are available. An ANDA
applicant who believes new safety or
effectiveness information should be
added to a product’s labeling should
provide adequate supporting
information to FDA, and FDA will
determine whether the labeling for the
generic and listed drugs should be
revised.

G. Minor Editorial Changes

12. One comment said that labeling
revisions that are editorial in nature and
are used to reformat existing pediatric
use labeling information to conform to
the rule should be made in accordance ,
with $ 314.70(d) (2 I CFR 314.70(d))
(changes described in the annual
report). The comment said that this
would also facilitate the agency’s
processing of minor changes.
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FDA agrees with the comment. As
ststed in the preamble to the proposed

.~l]e, “[m]inor editorial changes maybe
‘ade in accordance with S 314.70(d)”

157 FR 47423 at 47426). To comply witi
this rule, references to “children” in the
“Pediatric use” subsection of the insert
labeling of products already being
marketed must be changed, where
appropriate, to “pediatric population”
or “pediatric patients.” For products
other than biological products, such
changes are considered minor editorial
changes.

As stated in the preamble to the
proposed rule, for biological products,
such changes are to be submitted in
accordance with the procedures
outlined in $601.12 (21 CFR 601.12) (57”
FR 47423 at 47426).

H. Format of proposed Labeling

13. One comment said that it is
impractical and impossible to list on the
labeling all dosages and hazards for the
pediatric population. The comment
suggested placement of a general label
on all adult prescription drugs stating
that the medication should not be given
to pediatric patients without a
physician’s instructions. The comment
said that requiring overly complicated
and lengthy information on labeling

fi=ould discourage the prescribing Of
‘eeded medications.

FDA believes that the comment
misinterprets the proposed rule and the
purpose of pediatric use labeling. The
purpose of the rule is to encourage more
pediatric use information in labeling
and to provide practitioners with more
information on pediatric use.

14. One comment ssid that for certain
products, e.g., corticosteroids, where
class labeling has been in effect, the
agency will have to decide and
communicate how the pediatric
wording will be addressed.

k most cases, pediatric labeling will
be drug specific. Where class labeling
exists, FDA generally examines the
labeling for those products as a whole.

IV. Specific Comments on the Proposed
Rule

A. Section 201.57(jX9)[iJ

FDA, on its own initiative, has added
a definition in $ 201.57(f)(9)(i) to
indicate that under paragraphs [f)[9)(ii)
through (f)(9) (viii), the terms “pediatric
populations)” and “pediatric
patient(s)” are defined as the pediatiic
age group, from birth to 16 years,

~~including age groups often called
‘ieonates, infants, children, and
adolescents.

B. Proposed.$ 201.57 (_(9)(i) and
(f)(9)(ii]

FDA received no comments on these
provisions (renumbered as
s 2t)l.57(f)(9)(ii] and (f)(9) (iii)), and has
finalized them without change.

C. Proposed S 201 .57@[9)(iii]

Proposed $ 201.57(f) (9)(iii)
(renumbered as ~ 201.57 (f)(9) (iv)) states,
in part, that “FDA may approve a drug
for pediatric use based on adequate and
well-controlled studies in adults, with
other information supporting pediatric
use. In such cases, the agency will have
concluded that the course of the disease
and the effects of the drugs are
sufficiently similar in children and
adults to permit extrapolation from the
adult data to children. The additional
information supporting pediatric use
must inchde data on the
pharmacokinetics of the drug in
children for determination of pediatric
dosage. Other information, such as data
from pharmacodynamic studies of the
drug in children, controlled or
uncontrolled studies confirming the
safety or effectiveness of the drug in
children, pertinent premarketing or
postmarketing studies or experience,
may be necessary to establish the
applicability of the adult data to
children.”

15. One comment said FDA should
revise proposed $ 201.57(f)(9) (iii) to
indicate that pharmacokinetic data are
not mandatory in some situations.
Another comment stated that
pharrnacokinetic data may not be the
most appropriate way to determine
pediatric dosing because the differences
in metabolism or in distribution in
pediatric patients may support dosing
that will not necessarily be related to
blood levels. Both comments stated that
dosing for inhalation products should
not be based on pharmacokinetics.

Another comment said that
difficulties in obtaining informed
consent, use of placebo controls, and
obtaining adequate blood samples for
pharrnacokinetic analysis in pediatric
patients are not serious impediments to
performing studies necessary for
appropriate pediatric labaling. The
comment said there is a well-established
ethical structure within which informed
consent may be obtained and placebo
controls used in the pediatric
population, and that current technology
requires only very small blood samples
for measurement of most compounds.
According to the comment, the primary
impediments to doing adequate clinical
trials in the pediatric population are the
absence of a regulatory mandate and the
existence of economic disincentives.

The agency recognizes that
pharmacokinetic data are important
sources of information, but may not
always be the most appropriate method
for determining pediatric dosing
schedules and may be infeasible,
unnecessary, or insufficient. other types
of data or experience may sometimes
substitute for pharmacokinetic data, and
other data or experience in the pediatric
population may be needed in ad~tion
to pharmacokinetic data. The agancy
has modified the rule to state that the
additional information supporting
pediatric use must ordinarily include
data on the pharmacokinetics of the
drug in the pediatric population for
determination of pediatric dosage.

As discussed in response to comment
4 in section 111.C.of this document, this
rule does not create a new requirement
for pediatric studies, but the authority
for requiring pediatric studies already
exists. There are situations in which
data on safe and effective use in
pediatric patients may be necessary for
approval or for continued marketing of
a drug. Revised $ 201.57(f)(9)does not
create the requirement for pediatric
studies, but is intended to encourage the
inclusion of more comprehensive
labeling about pediatric use by
permitting use of adult data in
establishing pediatric efficacy.
Specifically, the rule allows tha
pediatric use statement to be based on
adequate and well-controlled studies in
adults when additional information
exists to show that the course of the
disease and the effects of the drug are
sufficiently similar in adults and
pediatric patients to permit
extrapolation from the adult efficacy
data to ediatric populations.

EFDA as, on its own initiative,
amended proposed $ 201.57 (f)(9) (iii) to
indicate that FDA’s determination
whether the effects of a drug are
sufficiently similar in adults and
pediatric patients will include an
examination of the drug’s beneficial and

‘ adverse effects. FDA has also amended
s 201.57 (fl(9)(iii) to make clear that
other information besides
pharmacokinetic data maybe necessary
not simply to “establish the
applicability of the adult data to
pediatric patients,” but, more generally,
“to show that the drug can be used
safely and effectively in pediatric
patients.” Section 201 .57( f)(9) (iii) has
also been modified to remove any
potential misimpression that
uncontrolled studies could demonstrate
effectiveness.

16. One comment questioned the
rule’s language about extrapolating
adult data to pediatric patients. The
comment said that the exact mechanism
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by which many psychiatric drugs work
is not known, so that, for these drug

~–-=
products, extrapolation between adult
and pediatric populations may be
inaccurate and potentially hazardous.
The comment noted that randomized
controlled studies of tricyclic
antidepressants in pediatic patients
have raised questions regarding efficacy,
while safety issues have been raised
based on noncontrolled data indicating
a potentiid risk, which might not have
been clear based on adult data, of
sudden cardiac death in pediatric
patients using tricyclics.

FDA agrees that extrapolation from
adult experience is inappropriate, and
thus unacceptable, in some cases.
Extrapolation is not necessary under the
rule, but is an alternative to the conduct
of adequate and well-controlled studies
in pediatric patients. In those cases
where the pediatric use statement is
based primarily on adequate and well-
controlled studies in adults, additional
information supporting pediatric use is
usually needed, ordinarily including
data on the pha.rmacokinetics of the
drug in the pediatric population for
determination of pediatric dosage. Other
information, such as data from
pharrnacodynemic studies of the drug in
pediatric patients, data from other
studies supporting the safety or

.n effectiveness of the drug in pediatric
patients, pertinent premerketing or
postrnarketing studies orexperience,
may be necessary to show that the drug
can be used safely and effectively in the
pediatric population.

17. One comment said that the
preamble to the final regulation should
clarify that “other information”
supporting pediatric use in proposed
$ 2r)l.57(f)(9)(iii) need not be limited to
data developed or sponsored by the
NDA holder, but may include data such
as reports of studies by academic
researchers in peer-review journals that
were prepared by persons who are not
related to the NDA sponsor.

The agency believes that no change is-
needed in revised $ 201.57 (fl[9)(iv)
because the section does not suggest
that the data must have been developed
or sponsored by the NDA holder.

D. Proposed 5 ZOI .57(f](9](iv)

FDA received no comments on this
provision (renumbered as
S 201.57(f)(9)(v)), and has finalized it
without change.

E. Proposed $201 .57(f)[9)[v]

Proposed $ 201.57 (fJ[9)(v)
(renumbered ass 201.57 (fi(9)(vi))

.-=
provides, in part, that “[i]f the
requirements for a finding of substantial
evidence to support a pediatric

indication or a pediatric use statement
have not been met for any pediatric
population, this subsection of the
labeling shall contain the following
statement: ‘Safety and effectiveness in
children have not been established.’”

16. One comment expressed concern
that this provision may create
disincentives for sponsors to develop
better information on pediatric use of
theh drugs. The comment suggested that
FDA require mandatory phased-in safety
testing and appropriate clinical studies
of pharmaceuticals in the pediatric
population. Alternatively, the comment
rec~mmended that PDA and
manufacturers work to develop
agreements whereby the manufacturer
consents to carry out additional
postap roval pediatric studies.

PDA%elieves that the comment
suggests actions beyond the scope of
this rule, FDA encourages pediatric
testing, and, as discussed in comment 4
in section 111.C.of this document, has
the authority to require pediatric
studies. In some cases, FDA will require
pediatric studies for approval or
continued marketing. This rule,
however, does not add new
requirements for pediatric studies, but
rat4er describes the kind of data that
can be used to support labeling claims.

F. Proposeds .201.57(f)[9)(vi)

Proposed,$ 201.57 (fl(9)(vi)
(renumbered ass 201.57 (f)(9)(vii))
provides “[i]f the sponsor believes that
none of the statements described in
paragraphs (fj(9)[i) through (f)(9)(v)
(renumbered as [f)[9)[ii) through
(f)[9)(vi)) of this section is appropriate
or relevant to the labeling of a particular
drug, the sponsor shall provide reasons
for omission of the statements and may
propose alternative statement(s). FDA
may permit use of an alternative
statement. ”

19. One comment asserted that the
proposal did not adequately address the
problem of a large number of drugs that
have been approved and marketed for
years without pediatric usage
inf~rmation in their labeling, which are
widely used in pediatric patients and
for which there is substantial published
literature regarding their pediatric use.
Thq comment noted that proposed
s 201.57 (~(9)(vi) would impose on the
sponsor the responsibility for providing
inf~rmation that would promote the safe
end effective use of prescription drugs
in ~ediatric patients and noted that the
sponsor may have complex reasons for
not necessarily wanting to include
pediatric information in the labeling.
The comment recommended that the
final rule include a mechanism that
would allow summary information from

authoritative published literature to be
added to the labeling of currently
marketed drugs so this information
would be available to the pediatric
prescriber. It suggested that the rule
should provide an option permitting
“recognized authoritative medical
experts or groups of experts” to provide
information to support pediatric
information in the labeling in lieu of the
sponsor.

hot-her comment urged the agency to
provide for the incorporation of
supplemental indications into drug
labeling based solely on information
submitted by persons other than the
sponsor.Thecommentsaid that changes
should be made based on studies
reported in peer-reviewed medical
literature, rather than relying on
submissions by the sponsor. The
comment stated that this was necessary
to make the labeling of certain drugs,
particularly anticancer agents, conform
to the current state of medical
knowledge. The comment noted that
PDA restricts promotion of off-label
uses, and third-party payers often take
the position that agents that have no
labeled indication for treatment of
cancers in pediatric patients are
experimental and therefore
nonreimbursable, even though they may
be safe and effective.

The sponsor is primarily responsible
for bringing forth evidence to support
labeling changes. A third party could,
however, provide evidence to persuade
the agency to direct the sponsor to
submit a labeling supplement. A study
need not have been conducted by or on
behalf of the sponsor in order to support
a labeling change. The evidence to
support labeling should continue to be
of the type and quality that would
ordinarily support labeling statements.
Published literature on pediatric use
may contribute to this evidence, and
authoritative groups may suggest
approaches, but the views of
authoritative groups do not themselves
represent sufficient evidence of
effectiveness. With respect to the
comment concerning reimbursements,
the agency advises that reimbursements
to patients are beyond the scope of the
rule and FDA authority. However, FDA
agrees with the underlying concern that
appropriate indications be on the label
so that practitioners understand how
best to prescribe the drug for the
patient’s medical benefit.

G. Proposed 5201 .57(f][9)(vii)

Proposed $ 201.57(f)(9)(vii)
[renumbered as S 201.57 (fl(9)(viii))
states “[ilf the drug product contains
one or more excipients that present an
increased risk of toxic effects to
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neonates or other pediatric subgroups, a
special note of this risk, generally in the
$@.raindicetions,’ ‘Warnings,’ or

.-= nautions’ section, shall be made. ”
. Four comments expressed concern

about this proposed requirement. One
comment said that the data relating to
the toxicity of excipients, including
preservatives, are inconclusive, making
the requirement inappropriate. The
comment stated that FDA should
encourage collection and analysis of
data to enable specific determinations
on the use of excipients and
preservatives.

Another comment asked FDA to
clarify whether the proposed
requirement that labeling contain
statements about excipients that present
an increased risk of adverse effects to
the neonate or other pediatric subgroups
was intended to reflect published
literature or to be based on studies
designed to show whether an increased
risk exists. It added that it was not clear
how or by whom a determination of
increased risk would be established.
The comment suggested that the final
rule state that a sponsor can rely on
existing information and is not required
to conduct additional studies. The
comment also suggested that, if
additional studies were necessary,
animal data be used rather than

i “ng clinical studies in neonates. It
~q~e~ted that a standardized list could

developed jointly by industry and
FDA.

A third comment suggested that a
requirement that any labeling identify
any increased risk of toxic effects to
neonates or other pediatric groups
should not be interpreted as establishing
a requirement that sponsors conduct
toxicology or other studies to identify or
quantifj such risks. The comment also
stated that the preamble to the final
regulation should state whether the
increased risk of toxic effects is limited
to those established by human data or
experience, or would also include those
based on animal or in vitro models.

A fourth comment noted that ANDA
holders may use excipients different
from those used by the reference listed
drug. The comment suggested that
ANDA holders should be required to
provide specific information regarding
excipients used.

The final rule requires the labeling for
a dmg product containing one or more
inactive ingredients that present an
increased risk of toxic effects to
neonates or other pediatric subgroups to
note such risks in the
“Contraindications,” “Warnings,” or
“Precautions” section of the labeling. If

_fl. xicity data for the inactive
.igredient(s) do not exist or are

inconclusive, reviseds 201.5 7(fJ(9)(viii)
would not require the labeling to
contain a statement about an increased
risk to neonates or other pediatric
subgroups. However, in such cases, FDA
encourages applicants to collect and
analyze data on inactive ingredients and
preservatives that could represent a
pediatric risk. These data may include
human data, animal data, or data
derived from in vitro models.

FDA also notes that current
regulations already require ANDA
applicants whose inactive ingredients
differ from those used in the reference
listed drug to identify and characterize
the inactive ingredients in a proposed
drug product and to provide
information demonstrating that such
inactive ingredients do not affect the
safety of the proposed drug product (see
21 CFR 314.94(a)(9)). Given these
provisions, there is no reason to believe
that the inactive ingredients used in a
generic drug product are any less safe
than those in the reference listed drug.

The agency has determined that, for
the purposes of this final rule, the terms
“excipient” and “inactive ingredient”
have the same meaning. However,
because the agency generally uses the
term “inactive ingredient,” the agency
has, on its own initiative, amended
proposed $ 201.57 (~(9) (vii) to refer to
“inactive ingredients” instead of
“excipients.”

V. Legal Authority

FDA’s revision to the “Pediatric use”
subsection of prescription drug labeling
is authorized by the Federal Food, Drug,
and Cosmetic Act (the act) and by the
Public Health Service Act (the PHS act).
Section 502(a) of the act prohibits false
or misleading labeling of drugs,
including, under section 201(n) of the
act, failure to reveal material facts
relating to potential consequences under
customary conditions of use.

Section 502(f) of the act requires drug
labeling to have adequate directions for
use and adequate warnings against use
by the pediatric population where its
use may be dangerous to health, as well
as adequate warnings against unsafe
dosage or methods or duration of
administration, as are necessary to
protect users.

Section 502(j) of the act prohibits use
of drugs that are dangerous to health
when used in the manner suggested in
their labeling, Drug products that do not
meet the requirements of any paragraph
of section 502 of the act are deemed to
be misbranded.

In addition to the misbranding
provisions, the premarket approval
provisions of the act authorize FDA to
require that prescription drug labeling

provide the practitioner with adequate
information to permit safe and effective
use of the drug product. Under section
50S of the act, FDA will approve an
NDA only if the drug is shown to be
both safe and effective for its intended
use under the conditions set forth in the
drug’s labeling. Section 701(a) of the act
(2 I U.S.C. 371(a)) authorizes FDA to
issue regulations for the efficient
enforcement of the act.

Under S 201.ltlO(d) (2I CFR
201.iO@d)) of FDA’s labeling
regulations, prescription drug products
must bear labeling that contains
adequate information under which
licensed practitioners can use the drug
safely for their intended uses. Section
201.57 describes specific categories of
information, including information for
drug use in selected subgroups of the
general population, which must be
present to meet the requirements of
3201.100.

Inaddition.under21CFR314.125,
FDA will not approve an NDA unless,
among other things, there is adequate
safety and effectiveness information for
the labeled uses and the product
labeling complies with the requirements

Of~~i~~~~~~~~~~~!provides
legal authority for the agency to regulate
the labeling and shipment of biological
products. Licenses for biological
products are to be issued ordy upon a
showing that they meet standards
“designed to insure the continued
safety, purity, and potency of such
products” prescribed in regulations (42
U.S.C. 262[d)). The “potency” of a
biological product includes its
effectiveness (21 CFR 600.3 [s)). Section
351 (b) of the PHS act prohibits false
labeling of a biological product. FDA’s
regulations in part 201 apply to all
prescription drug products, including
biolo ical products.

fA rug product that is not in
compliance with S 201.57(f)(9) would be
considered misbranded and an
unapproved new drug under the act. A
noncomplying product that is a .
biological product would, in addition,
be considered falsely labeled and an
unlicensed biological product under the
PHS act.

VL Implementation

The primary purpose of the proposed
file was to revise the existing pediatric
labeling requirements by expanding the
basis on which information about use of
a drug in the pediahic population may
be included. The proposed rule would
have required sponsors to comply with
the pediatric use provisions I year after
the date of publication of a final rule in
the Federal Register.
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21. Several comments aaid that the
proposed l-year implementation period
was too short. The comments claimed
that extrapolating and reviewing data

fi. would be time consuming and that the
agency would be unable to approve
pediatric use labeling within 1 year. The
comments suggested that the agency
cooperate with industry to establish a 3-
year implementation schedule, only
require sponsors to submit revised
labeling in 1 year, or make the rule
effective in 2 years.

The agency has carefully considered
the comments and has revised the
implementation schedule for the final
rule. The agency will accept pediatric
use information based on revised
$ 201.57(f)(9) after January 12,1995.

Sponsors have a continuing obligation
to maintain labeling that is truthful and
comprehensive in accordance with
s 201.57, including $ 201.57(f)(9).
Section 201.57(f)(9) requires labeling to
contain at least one of the statements
under $i201.57 (f)(9)(ii) through (fj(9)(vi),
or to propose an alternative statement
unders 201.57 (f)(9) @ii). The statement
must accurately describe available data.

Sponsors must, therefore, reexamine
existing data to determine whether the
“Pediatric use” subsection of the
labeling can be modified based on
adequate and well-controlled studies in
adults and other information supporting
pediatric use, and, if appropriate,

~.__- submit a supplemental application to
comply with new $ 201.57 (fi[9)(iv) by
December 13, 1996. A sponsor who does
not believe that the disease and drug
effects are similar in the pediatric and
adult populations, or who believes that
use in pediatric patients is otherwise
not adequately supported by data,
should not propose revised labeling
under new $ 201.57 (fl(9)(iv), and need
not inform the agency of this
conclusion.

Therefore, FDA expects sponsors to
examine available information and
update pediatric labeling for their
products, if appropriate. Sponsors
should also examine data on the extent
end nature of use of their products in
pediatric patients. If FDA concludes that
a particular drug is widely used,
represents a safety hazard, or is
therapeutically important in the
pediatric population, and the drug
sponsor has not submitted any pediatric
use information, then the agency may
require that the sponsor develop and/or
submit pediatric use information.

If FDA has made a specific request for
the submission of pediatric use
information because of expected or
identified pediatric use, and the sponsor
fails to provide such information, the

.-=— agency may consider the product to be

a misbranded drug under section 502 of
the act, or a falsely labeled biological
product under section 351 of the PHS
Act, as well as an unapproved new drug
or unlicensed biological product. (See
21 U.S.C. 355 and 42 U.S.C. 262].

Under the final rule, any new or
revised pediatric indications, or
statements on pediatric indications, or
statements on pediatric use under the
provisions of ~ 201.57(f)(9)(ii) through
(fJ(9)(iv) would require FDA approval of
a supplemental application in
accordance with $ 314.70(b) or $601.12.
Other changes to proposed
$ 201.57(f) (9)(ii) through (fj(9](iv) to add
or strangtken precautions,
contraindications, warnings, or adverse
reactions or to add or strengthen dosage
and administration instructions to
increase a product’s safety [for products
other than biological products] could be
put into effect at the time a supplement
covering the change is submitted to FDA
in accordance with $ 314.70(c). Minor
editorial changes to products other than
biological products may be made in
accordance with $ 314.7@ d).

To comply with this rule, references
to “children” in the “Pediatric use”
subsection of the insert labeling of
products already being marketed must
be changed, where appropriate, to
“Pediatric population” or “pediatric
patients. ” The agency advises that after
January 12,1995, such changes must be
made, no later than the first time that
labeling is sent to the printers or
ordered for reprinting to replenish old
stocks of labeling. Such changes for
products other than biological products
are considered minor editorial changes
and may be submitted in an annual
report in accordance with $314. 7i)(d),

Any new or revised statement under
s 201.57 (f)(9) (viii) regarding inactive
ingredients that may be toxic to the
neonate or other pediatric subgroup
should be made in accordance with the
provisions of $ 314.70 [c) ors 601.12 (21
CFR 601.12), as appropriate.

All supplements containing pediatric
use information and their mailing
covers should be plainly marked
“Pediatric supplements,”

For those products subject to section
351 of the PHS act, labeling changes
should be made in accordance with
$601.12. Persons who have questions
regarding such changes and need
guidance on whether a supplement is
necessary should contact one of the
following three divisions as appropriate:
Office of Therapeutics Research and
Review, Division of Application Review
and Policy (HFM-585), 301-594-5109;
Office of Vaccine Research and Review,
Division of Vaccine and Related Product
Applications (HFM-475), 301-594-

2090; or Office of Blood Research and
Review, Division of Blood Applications
(HFM-37o), 301-594-2012; at the
following address: Center for Biologics
Evaluation and Research, Food and
Drug Administration, 1401 Rockville
Pike, suite 200N, Rockville, MD 20852,

22. One comment suggested that the
rule would have a substantial economic
impact, particularly if the agency
adheres to the proposed l-year
implementation period. The comment
said that there are cost factors arising
from the extensive resources required to
reevaluate the available clinical study
data and literature to extrapolate adult
safety data to the pediatric age group or
groups. The comment noted that drug
studies in pediatric patients have
additional costs not experienced with
the adult population, and may, in some
cases, require inpatient studies. The
comment also claimed that encouraging
pediatric studies prior to approval or as
a Phase 4 commitment could lengthen
the development process, slow drug
approval, and thereby have an
additional economic impact.

The agency has considered the
comment and has revised the
implementation schedule for this final
role. The implementation schedule is
discussed in section W, of this
document.

The agency stresses that this rule does
not require sponsors to conduct
pediatric studies, The authority to
require studies is found in the act and
regulations already promulgated.
Rather, this rule recognizes alternative
methods of establishing substantial
evidence to support pediatric labeling
claims. Where a finding of substantial
evidence to support a pediatric
indication or a pediatric use statement
has not been met for a specific subgroup
or for any pediatric population, the
sponsor must instead indicate that no
data are available. If a sponsor believes
that a pediatric use statement would be
inappropriate or irrelevant to the
labeling of a particular drug, it must
provide a reason for omitting the
statement. ,This rule does not affect any
determination by the agency that
pediatric studies are needed before or
after approval for a new drug.

VII, Environmental Impact

The agency has determined under 21
CFR 25.24(a)(8) that this action is of a
type that does not individually or
cumulatively have a significant effect on
the human environment. Therefore,
neither an environmental assessment
nor an environmental impact statement
is required.

——
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VIII. Analysis of Impacts
FDA has examined the impacts of the

.=! rule under Executive Order 12866
the Regulatory Flexibility Act (Pub.

L. 96-354). Executive Order 12866
directs agencies to assess all costs and
benefits of available regulatory
alternatives and, when regulation is
necessary, to select regulatory
approaches that maximize net benefits
(including potential economic,
environmental, public health and safety,
and other advantages; distributive
impacts; and equity). The agency
believes that this final rule is consistent
with the principles set out in the
Executive Order. In addition, the final
rule is not a significant regulatory action
as defined by the Executive Order.

The Regulatory Flexibility Act
requires agencies to analyze regulatory
options that would minimize any
significant impact of a rule on small
entities. Because the final rule does not
impose additional requirements for
sponsors to conduct pediatric studies,
the agency certifies that the final rule
will not have a significant economic
impact on a substantial number of small
entities. Therefore, under the Regulatory
Flexibility Act, no further analysis is
required.

List of Subjects in 21 CFR Part 201

.-~gs, Labeling, Reporting and
dkeeping requirements.

Therefore, under the Federal Food,
Drug, and Cosmetic Act, the Public
Health Service AcL and under authority
delegated to the Commissioner of Food
and Drugs, 21 CFR part 201 is amended
as follows:

PART 201—LABELING

1. The authority citation for 21 CFR
part 201 continues to read as follows:

Authority Sees. 201,301,501,502,503,
505, 506, 507,508, 510,512, 53+542, 701,
704, 721 of tbe Federal Food, Drug,and
Cosmetic Act (21 U.S.C. 321,331,351,352,
353,355,356,357,358, 360, 360b, 360ss-
360ss, 371, 374, 379e); sees. 215,301, 351,
361 of the Public Heahb Service Act [42
U.S.C. 216, 241,262, 264].

2. Section 201.57 is amended by
revising paragraph (fJ[9) to read as
follows:

s 201.67 Specific requirements on content
and format of labeling for human
prescription drugs.
● ****

(fJ ***

(9) Pediatric use:
(i) Pediatric population(s)/pediatric

~+mtient(s): For the purposes of
‘agraphs [f)(9][ii) through (f)(9][viii) of
.s setion, the terms’ ‘pediatric

population(s)” and “pediatric
patient(s)” are defined as the pediatric
age group, from birth to 16 years,
including age groups often called
neonates, infants, children, and
adolescents.

(ii) If there is a specific pediatric
indication (i.e., an indication different
from those approved for adults) that is
supported by adequate and well-
controlled studies in the pediatric
population, it shall be described under
the “Indications and Usage” section of
the labeling, and appropriate pediatric
dosage information shall be given under
the “Dosage and Administration”
section of the labeling. The “Pediatric
use” subsection shall cite any
limitations on the pediatric indication,
need for specific monitoring, specific
hazards associated with use of the drug
in any subsets of the pediatric
population {e.g., neonates), differences
between pediatric and adult responses
to the drug, and other information
related to the safe and effective pediatric
use of the drug. Data summarized in this
subsection of the labeling should be
discussed in more detail, if appropriate,
under the “Clinical Pharmacology” or
“Clinical Studies” section. As
appropriate, this information shall also
be contained in the
“Contraindications,” “Warnings,” and
elsewhere in the’ ‘Precautions” sections.

(iii) If there are specific statements on
pediatric use of the @g for an
indication also approved for adults that
are based on adequate end well-
controlled studies in the pediatric
population, they shall be summarized in
the “Pediatric use” subsection of the
labeling and discussed in more detail, if
appropriate, under the “Clinical
Pharmacology” and “Clinical Studies”
sections. Appropriate pediatric dosage
shall be given under the’ ‘Dosage and
Adrninistration” section of the labeling.
me “pediatic use” subsection of the
labeling shall also cite any limitations
on the pediatric use statement, need for
specific monitoring, specific hazards
associated with use of the drug in any
subsets of the pediatric population (e.g.,
neonates), differences between pediatric
and adult responses to the drug, and
other information related to the safe and
effective pediatric use of the drug. As
appropriate, thiS information shall also
be contained in the
“Contraindications,” “Warnings,” and
elsewhere in the “Precautions” sections.

(iv) FDA may approve a drug for
pediatric use based on adequate and
well-controlled studies in adults, with
other information supporting pediatric
use. In such cases, the agency will have
concluded that the course of the disease
and the effects of the drug, both

beneficial and adverse, are sufficiently
similar in the pediatric and adult
populations to permit extrapolation
from the adult efficacy data to pediatric
patients. The additional information
supporting pediatric use must ordinarily
include data on the pharmacokinetics of
the drug in the pediatric population for
determination of appropriate dosage.
Other information, such as data from
pharmacodynamic studies of the drug in
the pediatric population, data from
other studies supporting the safety or
effectiveness of the drug in pediatric
patients, pertinent premarketing or
postmarketing studies or experience,
may be necessary to show that the drug
can be used safely and effectively in
pediatric patients.When a drug is
approved for pediatric use based on
adequate and well-controlled studies in
adults with other information
supporting pediatric use, the “Pediatric
use” subsection of the labeling shall
contain either the following statement,
or a reasonable alternative: “The safety
and effectiveness of (drug name) have
been established in the age groups — to
— (note any limitations, e.g., no data for
pediatric patients under 2, or only
applicable to certain indications
approved in adults). Use of (drug name)
in these age groups is supported by
evidence from adequate end well-
controlled studies of (drug name) in
adults with additional data (insert
wording that accurately describes the
data submitted to support a finding of
substantial evidence of effectiveness in
the pediatric population].” Data
summarized in the preceding prescribed
statement in this subsection of the
labeling shall be discussed in more
detail, if appropriate, under the
“Clinical Pharmacology” or the
“Clinical Studies” section. For example,
pediatric pharmacokinetic or
pharmacodynamic studies end dose-
re$ponse information should be
described in the “Clinical
Pharmacology” section. Pediatric dosing
instructions shall be included in the
“Dosage and Administration” section of
the labeling. Any differences between
pediatric end adult responses, need for
specific monitoring, dosing adjustments,
and any other information related to

safe and effective use of the drug in
pediatric patients shall be cited briefly
in the “Pediatric use”’ subsection and, as
appropriate, in the “Contraindications,”
“Warnings, “ “Precautions,” and
“Dosage and Administration” sections.

(v) If the requirements for a finding of
substantial evidence to support a
pediatric indication orapediatric use
statement have not been met for a
particular pediatric population, the
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“Pediatric use” subsection of the
labeling shall contain an appropriate

~statementsuch as “Safety end
effectiveness in pediatric patients below
the age of(—) have not been
established.” If use of the drug in this
pediatric population is associated with
a specific hazard, the hazard shall be
described in this subsection of the
labeling, or, if appropriate, the hazard
shall be statedin the
“Contraindications” or “Warnings”
section of the labeling end this
subsection shall refer to it.

[vi) If the requirements for a finding
of substantial evidence to support a
pediatric indication or a pe~atric use
statement have not been met for any
pediatric population, this subsection of
the labeling shall contain the following

statement:“Safety and effectiveness in
pediatric patients have not been
established.” If use of the drug in
prematureor neonatal infants, or other
pediatric subgroups, is associated with
a speci~c hazard, the hazard shall be
described in this subsection of tbe
labeling, or, if appropriate, the hazard
shall be statedin the
“Contraindications” or “Warnings”
section of the labeling and this
subsection shall refer to it. ,

(vii) If the sponsor believes thatnone
of the statementsdescribed in
paragraphs(f)(9)[ii) though (f)(9)(vi) of
this section is appropriate or relevant to
the labeling of a particular drug, the
sponsor shall provide reasons for
omission of the statementsand may
propose alternativestatement(s).FDA

may permit use of an alternative
statementif FDA determines thatno
statementdescribed in those paragraphs
is appropriate or relevant to the drug’s
labeling and thatthe alternative
statementis accurate and appropriate.

(viii) If the drug product contains one
or more inactive ingredients thatpresent
an increased risk of toxic effects to
neonates or other pediatric subgroups, a
special note of this risk shall be made,
generally in the “Contraindications,”
“Warnings,” or “Precautions” section.
● ****

Dated:November15, 1994.
David A. Kessler,
Commissioner of Food ond Drugs.
[FR Dec. 94-30238 FHed 12-12-94; 8:45 am]
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