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March 8, 2004 -

Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane Rm. 1061

Rockville, Md. 20852

Re:  FDA Guidance Document on Weight Loss Drugs
Docket No.2003D-0570

On January 31, 2003, the Food and Drug Administration (FDA)
issued the paper, Improving Innovation in Medical Technology:
Beyond 2002 indicating an interest in reviewing the Guidance for
the Clinical Evaluation of Weight Loss Drugs (issued September
24, 1996). During this time, the Secretary of the Department of
Health and Human Services, Hon. Tommy Thompson, and the
Commissioner of the Food and Drug Administration, Mark
McClellan, were directing public attention and internal resources
to the burgeoning problem of obesity in America.

After issuance of the FDA paper, the American Obesity
Association (AOA) convened a meeting of pharmaceutical
companies involved in the development of drugs for the treatment
of obesity. The meeting was held in April 2003 in Washington,
D.C. and was addressed by Dr. Lester Crawford, then Deputy
Commissioner of the FDA.

That meeting addressed issues of common interest to those
engaged in the development of drugs to address the obesity
epidemic. A number of specific problems with the 1996 guidances
were identified. Subsequently, drafts of suggestions for changes in
the 1996 guidelines were circulated for comment within the group.
A second meeting of companies was held in October 2003 in
Florida and to discuss revisions to the draft. A second draft of
changes was circulated to which several companies responded. A
writing committee was assembled to integrate suggestions into a
final draft. The companies involved in this consultative process are
Abbott Pharmaceuticals, Amylin Pharmaceuticals, Eli Lilly &
Company, GlaxoSmithKline, Johnson & Johnson, Merck Research
Laboratories, Millennium, Novartis Pharmaceuticals Inc., Pfizer
Inc., Regeneron Pharmaceuticals Inc, Roche Laboratories, and
Sanofi-Synthelabo Inc. (Not every company participated in every
meeting.)
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A note should be made about these topics and recommendations. The AOA-industry
group tried to identify those issues about which there was general agreement on the need
for change. It was recognized that each company might have concerns, which are
addressed in this document and others which are not addressed. This is not to diminish
the 1mportance of the issues which are not herein addressed. Rather, this document is
intended only to highlight those issues on which there is widespread agreement within the
AOA-industry group. It should also be noted that, even though there was agreement in
general on these issues, there was no absence of debate. There was vigorous give-and-
take on many issues and a recognition that reasonable people may disagree. Our intention
is to take this discussion to critical decision-makers at the Food and Drug Administration
and the National Institutes of Health (NIH) for their informed consideration.

On January 26, 2004, the Food and Drug Administration issued a Request for Comments
on a Draft Guidance on the Clinical Evaluation of Weight-Control Drugs. (Docket No.
2003D-0570. This cover letter and attached draft changes are submitted to the docket in
the interest of the broadest public debate on this important issue.

A. The Perception of Risk-Benefit Drugs in General for the Treatment of Obesity

The history of drugs for the treatment of obesity is an unfortunate one. Early medications
too often proved to be so unsafe to be removed from the market. This experience has
colored the thinking of many dispensing physicians, consumers and the general public.
Unfortunately, experiences with previous weight loss drugs have created a negative
perception of the utility of any future drug to treat obesity.

The currently approved medications for the treatment of obesity are demonstrating safety
and efficacy but there are only two such products, giving physicians and patients few
options.

In general, the biomedical research and drug development community agrees with the
FDA, indeed the whole of the Department of Health and Human Services, that obesity is
an urgent public health issue which requires more options for medical intervention. There
are millions of cases where drug intervention might be employed to reduce weight or
body fat and the conditions caused by excess weight or fat. In addition, the
pharmaceutical industry is excited about recent scientific discoveries, which have greatly
elucidated the mechanism by which body weight is regulated. These findings have
indicated several new, potential therapeutic targets that hold a promise of greater efficacy
and safety than past products.

It is felt that the negative perception of drugs to treat obesity is widespread at the FDA
and affects the approval process.

¢ Where the researchers on obesity medicines sees millions of cases of very sick
persons who need to lose weight to improve their health (e.g., there are over 8
million persons with morbid obesity alone), the FDA is perceived as anticipating



that any weight loss drug will be widely used by persons who are not overweight
or obese or who desire cosmetic weight loss only or will be widely abused.

e  Where these researchers see many individuals unresponsive to diet and physical
activity intervention, they perceive that the FDA as seeing diet and physical
activity as the optimum strategy to improve all or almost all cases of excess

b, Y

weight.

*  Where the researchers on obesity medicines see many drugs carrying as
significant health risks as obesity medications, they perceive the FDA as holding
weight loss drugs to a higher standard of safety.

In short, the obesity pharmacology development field sees the FDA as historically being
resistant to medications to treat obesity. This is, of course, a significant concern to any
company that must decide whether to allocate millions of dollars to development of a
drug for obesity or some other condition. FDA’s public acknowledgement of the
importance of developing safe and effective drugs to address obesity and its associated
morbidities is viewed as important first step in alleviating the AOA-industry group’s
concerns. Important progress will be made when this publicly announced change in
perception is reflected in the new guidance document. An important suggestion along
these lines is reflected in new language regarding Endpoints which acknowledges that
changes in obesity-associated cardiovascular risk factors, both positive and negative, are
valuable for determining the risk-benefit ratio of any one product. And that labeling for
such important risk factors can be obtained in association with weight loss rather than
independent of weight loss as presently dictated by the FDA.

B. Clinical Issues Affecting Obesity Drug Approval

The AOA-industry working group has developed a proposed draft of a guidance for
weight loss drugs Among the features of the proposed new guidance are:
A change in the title from drugs for weight loss to drugs for treatment
of obesity and overweight.

2. The proposed draft is more descriptive of the disease process of
obesity.

3. The proposed draft proposes acknowledging the public health
importance of prevention of weight regain after loss and long term
weight loss maintenance.

4. The proposed draft contains a new section on potential therapeutic
interventions.

5. The proposed draft combines population requirements into one
section.

6. The proposed draft would lower the BMI threshold from 27 with one
or more comorbid conditions to a BMI of 25 with one or more
comorbid conditions.

7. Language describing requirements for Phase I, II and Il studies is
made more congruent with guidances for other diseases.



8. The requirement that all subjects on Phase II and Phase III studies
receive instruction in diet, exercise, behavior modification and other
life style changes is modified to require that diet and exercise
instruction is defined and standardized.

9. The requirement for a six-week run-in period where all subjects are
encouraged to partake of a diet restricted and increase exercise
intervention is deleted. It is felt that this requirement may skewer the
results of the trial and not reflect real world conditions.

10. The proposed draft increases from two to three the possible
demonstrations of efficacy. The three are:

i. The drug effect is statistically significantly greater than placebo

and the mean associated weight loss exceeds the mean placebo by
5% at the end of twelve months.

ii. The proportion of subjects who reach a loss of 5% is significantly
greater than placebo at the end of one year.

iii. The proportion of subjects who maintain a loss of at least 5% is
significantly greater in subjects on drug than those on placebo at
the end of two years.

The proposed draft also acknowledges an important public health role for
putative drugs which would maintain weight loss which has been achieved
by other means. It was felt that this was a potentially valuable, although
speculative, therapeutic area.

Finally, the AOA-industry group would prefer that the relevant end-points
should reflect a medically significant loss of body fat. However, there is no
consensus on what is a medically significant loss of body fat at this time.
We urge the Food and Drug Administration and the National Institutes of
Health to cooperate on developing the research on what is a medically
significant loss of body fat and to achieve consensus on a new standard.

The AOA and industry look forward to an ongoing dialogue with the FDA
and NIH as new guidances are developed.

Sincerely,
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GUIDANCE FOR THE CLINICAL EVALUATION OF WEIGHT-CONTROL
DRUGS FOR THE TREATMENT OF OBESITY AND OVERWEIGHT -(9-24-96)

1. INTRODUCTION

This guidance is intended to recommend clinical trials and clinical drug development
programs that will provide acceptable demonstrations of the safety and efficacy of drugs
to treat individuals who have are obesity or areand overweight. -impreve-health-and self-
esteem by-redueing bedy-fat. General guidelines for conduct of clinical trials (GCP) and
for development of new drugs for marketing should be followed in developing such
weight-eentrol drugs. Only those aspects of the trials that are specific to such weight-
control drugs will be discussed in this document. Refer particularly to the Guidelines for
the Format and Content of the Clinical and Statistical Sections of New Drug

Applications.

These guidelines are intended to present desirable approaches rather than mandatory
standards. In part, they contain recommendations for clinical studies which are
recognized as valid desirable approaches to be used in arriving at conclusions concerning
safety and efficacy of new drugs: and in other part, they reflect the views of experts in the
field as to what constitutes appropriate methods of study of specific classes of drugs. In
some cases, other methods may be equally applicable or newer methods may be
preferable, and for certain entirely new entities it is possible that the guidelines may be
only minimally acceptable. Sponsors are encouraged to discuss approaches with staff of
the Food and Drug Administration.

2. GENERAL RATIONALE

3/R/0403/03.L2004 1




Obesity is a long term, chronic, fatal and relapsing disease in which the principal sign is

etiologies (€.g.
“primary obesity”. h onadoptropic h onadism, Prader-Willi syndrome
secondary etiologies (e.g. Cushing’s disease, hypothyroidism) and may even be drug
induced. The etiology of “primary obesity” is multifactorial. Increased adiposity is
caused by genetic, environmental, behavioral and hormonal factors. It has been

established that there are neuroendocrine factors that affect body mass, appetite, and
satiety.

Excess adiposity alone causes a number of changes in the body’s lipids metabolism.
Obesity significantly affects the musculoskeletal and cardiovascular systems.

Obesity is well established as a cause of many important health conditions (referred to as
comorbid conditions) including type 2 diabetes, heart disease, hypertension, stroke,
dyslipidemia, metabolic syndrome, sleep amna,osteoarthritis of the knee and hip and
some cancers. Obesity is strongly associated with numerous. other adverse health
conditions, including but not limited to depression, reproductive disorders including birth
defects. reduced quality of life and psychosocial problem. Obesity is known to be the
second leading cause of preventable deaths in the United States and may exceed tobacco
smoking as the leading cause in the near future.

Obesity has reached epidemic proportions in the United States not only among adults but
among children and the elderly as well. Over 30% of adult Americans and 15% of
children and adolescents are obese. The rates of obesity are also increasing among the
nation’s children and adolescents. This trend is especially troubling are the adverse

3/R10403/03.2004 7
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To achieve one or more of the above goals, single drugs or drugs in combination may act
aet on one or more mechanisms that promote excess adipostiy. These may include
reduction of hunger/appetite, enhancement of satiety, alteration in food preferences,
enhancement of physical activity, increases in energy expenditure or enhancement of fat
oxidation. In addition to the known mechanisms of increased adiposity listed above, a
drug may be targeted at novel mechanisms or strategies that are at this time are unknown.

4. Population

For most weight-contrel-obesity and overweight drug studies, subjects in jong-term
clinical trials should be mederately-to-markedly-ebese-with have a body mass index
(BMI) of at least 30 kg/m” or greater for otherwise h_@glthy individuals, or a BMI at least

25 kg[m2 or greater in individuals for with one or more comorbid conditions (such
as.those described in Section 2). It is of interest to identify obesity by methods that
measure percent body fat and fat distribution. Drug developers may use any scientifically

hispanies. Methods used to recruit subjects for obesity drug trials should be noted.
Demographic data appropriate to the target population should be obtained. If relevant to
the desired indication, population might include children, adolescents, the aduit
population, both genders, the elderly or racial, gender, and ethnic groups. Therapy for
specific etiologies of obesity (e.g. hypogonadotropic hypogonadism, Prader Willi
syndrome) may be considered for certain medicines.
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subjeetssubjects who are etherwise— free of other diseases. Jt-is-desirable-to-include
inorities-(blacks-and-Hhispanics-in-nerticuls :
clinieal-studiesThese-clinical studies includeing the earliest studies of safety, teleranee
tolerability, pharmacokinetics_(if applicable), pharmacodynamics, mechanism-of-action,
and dose determination. The-mechanism-of-action-of the-drusshould be-established-i

possible.

6.DOSE-RANGE-FINDING-PHASE II STUDIES

etty. Phase II trials

should be designed to obtain guidance for the design of Phase 111 trials and to validate
proof of concept in a small number of affected individuals. The goals of Phase II studies
are to capture information on safety. efficacy and dose response in the target population.
They should obtain working estimates of the nature and severity of the most common
side effects commonly associated with the new product. Patient history may include a
number of factors, such as family history, alcoholic intake. tobacco use, exercise/activity
level and dietary habits. Dietary and activity regimens should be defined and

standardized within a trial and as appropriate for the patient Frialspopulation. Trials
should usually be randomized, double-blind, and placebo controlled;—with-all-subjeets;
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7.

Trials to establish the safety and efficacy of a weightJess drug for the treatment of
persons with obesity and overweight should be randomized, double-blind, and placebo-

controlled-Dietary and activity regimens should be defined and standardized within the
trial as much as possible in the population.-with-all-subjeets;-whether-on-drug-or-pla

relevantlife-style-modifications. . Patient history may include a number of factors, such
as family history, alcoholic intake, tobacco use, exercise/activity level and dietary habits.
Dietary and activity regimens should be defined and standardized within a trial and as
appropriate for the patient.
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7.1 B: Endpoint
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Actual weight loss should be reported. , and;-alse, Iit is helpful to express weight loss in

relative terms such as per-cent of initial body weightt-er-pereent-of excess-over-ideal-body
weight or change in body mass index. It is preferred that the product show a loss of body
fat compared to placebo in at least one trial but weight is an appropriate surrogate for
body fat. Measurement of change in central obesity is also useful.

At least twe three weight-loss demonstrations of efficacy are possible:

1.demonstration that the drug effect is statistically significantly greater than the placebo
effect and the mean drug-associated weight loss exceeds the mean placebo weight loss by
at-least- 5% for the last month at the end of one year compared to original body weight or
a comparable amount of body fat.

2.demonstration that the proportion of subjects who reach and-smaintain-aloss-of-at-leasta
a loss of 5% of their initial body weight is statistically significantly greater in subjects on
drug than in those on placebo_at the end of one year.

3. demonstration that the proportion of subjects who maintain a loss of at least 5% of

their initial body weight is significantly greater in subjects on drug than in those on
placebo at the end of two years.

Changes in risk factors or in waist to hip circumference or sagital diameter may be
appropriate endpoints depending on the population to be studied. Delay in the onset
Development of diabetes, dyslipidemia, hypertension, cardiovascular events,osteoarthritis
or other complications of obesity (See Section 2) may-be-a-suitable-endpeint-in-certain

eases are desirable endpoints but not required for registration..

Measurement of obesity-associated cardiovascular risk factors (¢.g. lipids, blood pressure

and glucose tolerance, type 2 diabetes) during drug administration may beis encouraged,

as they may have a place in determining the balance of benefit vs risk for the drug. If one
or more of these factors deteriorates or is not improved, the risk associated with this

deviation must be considered in making a benefit-to-risk decision for the drug. Likewise

a drug may demonstrate both weight loss and reduction in obesity-associated

cardiovascular risk factors mentioned above. Improvements in such factors must be

3/R/0403/03.2004 R




considered in making a benefit-to-risk decision for the drug and should be described in
the label as a benefit of the drug.

1t may be advantageous to determine effects of drug induced weigh loss on quality of life

and related factors. Favorable changes in risk factors and quality of life may be

ioned in the package insert and might lead to an indication for risk factor alteration.

;;x“ia.l a. . E

The effect need not be independent of weight or fat loss. Treatment of hypertension,
lipids or type 2 diabetes may be a suitable indication.

Weight loss achieved with calorie restriction alone is usually associated with loss of both

fat and muscle tissue. Exercise has been reported to reduce or eliminate muscle loss. A

carbohydrate-restricted regimen will usually result in loss of body water. For these

reasons, it may be desirable in a suitable number of patients and in at least one trial, at the !
start of the trials, to establish that the subjects have excess body fat by one or more of the
accepted measurements, such as skin fold thickness, body circumferences or sagital
diameter, under-water weighing, bioelectric impedance, and- DEXA, CT scan or MRI. l
Follow-up measurements can then confirm that body fat is decreased commensurate with
the weight loss and that weight loss is not associated with excessive loss of body water or

muscle.

7.2 Duration of Trials

The duration of clinical trials must be consistent with the selected endpoint. Drugs must
be viewed as part of a long-term strategy for weight management. Drugs may be

indicated for long-term weight loss and weight maintenance or weight gain prevention.
The demonstration of efficacy for long-term drug use, will usually include demonstration

3/R/0403/03/2004 9 |



that the difference in weigh loss between placebo and active drug ight 1S
maintained for at least 12 months;i-e-the-abeve-mentioned-(See5-2-Endpoint
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and placebo groups, even resulting in reversal o
is maintained for at least 12 months, benefits on health and quality of life may be lost. In
order to obtain an adequate estimation of the safety of weight-control drugs for long-term

weight maintenance administration, subjects may be rerandomized to active versus

placebo and followed for an additional 12 months (total of 2 years) generally;-abeut 1500
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It is not intended that this Guidance apply to all possible weight-less drug evaluations for
overweight and obesity. Special circumstances will obtain if the populationg or endpoints
are not those envisioned in the Guidance. For example, it may be desirable to study a

non-obese population for prevention of weight-gain, such as during cigarette withdrawal.
Such specific indications may be proposed, with the appropriate rationale, to the Division

of Metabolic and Endocrine Drug Products in order to obtain input on the proposed drug
program.

As new drug entities with new modes of action are developed, modifications of the

Guidance may become necessary and will be considered
This document is an informal communication under 21 CFR 10.90(b)(9) that represents

the best judgment of the Division of Metabolic and Endocrine Drug Products at this time.

This document does not necessarily represent the formal position of the Center for Drug
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