
October 19, 2001

White House Commission on
Complementary and Alternative Medicine Policy
6707 Democracy Boulevard, Room 880
Mail Stop 5467
Bethesda, MD 20892

To the Commissioners:

The Council for Responsible Nutrition (CRN) thanks the Commission for the opportunity to submit
comments to the draft recommendations.  CRN is a trade association representing more than 100
companies in the dietary supplement industry.

CRN staff was present for each Commission meeting held in the Washington, D.C., area and
participated in a panel (Oct. 6, 2000) that discussed coordinated research.  The submitted comments
are offered in the spirit of the Commission’s guiding principles and discussions.  In finalizing its
report and recommendations, CRN asks that the Commission uphold the findings and intent of the
Dietary Supplement Health and Education Act (DSHEA).

Recommendation 1: The Commission recommends that a) a public-private partnership be formed to
develop voluntary standards that will promote accuracy, fairness, comprehensiveness, and timeliness
of information on CAM internet sites, as well as disclosure of any conflicts of interest; and b) an
ongoing process be developed to review participating websites to determine compliance with these
standards. Sites reviewed and found in compliance with the criteria could publicize this achievement
and display a logo identified with this level of merit.

This recommendation should be deleted.  While noble in intent, it is resource-intensive and difficult to
enforce.  Instead, efforts and resources would be better spent on an education campaign, as noted in
the following comment.  If recommendation 1 is pursued, Commissioners should note the activities of
Hi-Ethics, Inc. and the E-Health Seal program as reported in the Jan. 1 issue of The Tan Sheet.  Hi-
Ethics is a coalition of 18 internet health sites and content providers and seeks development of a seal
to certify health websites.

Recommendation 2: The Commission recommends that a) a public education campaign be conducted
that teaches people how to evaluate CAM information on the internet; and b) partnerships be formed
with schools that use computers to develop students’ skills at evaluating internet information on health
care.

Part (a) should be amended to read “a public education campaign, using experts in the field, be
conducted that teaches people how to evaluate CAM information on the internet.”  This
recommendation should be amended further to include a partnership with public libraries (i.e.,
incorporate recommendation 6) and computer software and web browser companies.
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Recommendation 3: The Commission recommends that the privacy of individuals using CAM internet
sites be protected by a) encouraging CAM sites to disclose if users are tracked and how that
information is utilized (including whether that information is sold to third parties), and b) assessing if
current legislation or regulations are adequate to assure the protection of privacy of CAM health
information seekers on the internet, and if not, amending or developing new legislation.

Because this recommendation is applicable beyond CAM, the language should be broadened as
discussed during the October meeting.  All websites that require registration should disclose how the
information is to be used.  As part of the education campaign (recommendation 2), consumers should
be warned to avoid websites that do not disclose this information.

Recommendation 4: The Commission recommends that an interagency task force of federal agencies
be formed to a) identify gaps in CAM information (e.g., information on training and licensure
requirements of practitioners, access and reimbursement, wellness, self-care, clinical applications)
and develop strategies to reduce the gaps; and b) improve internet linkages of CAM information
between federal and nonfederal agencies and organizations and promote the use of Firstgov.gov for
people seeking information on the internet.

The preface of the recommendation should be amended to read “The Commission recommends that
an interagency task force of federal agencies, in partnership with industry representatives and CAM
practitioners, be formed to ….”  Depending on the issue, industry representatives might be from
insurance companies, health maintenance organizations or healthcare product manufacturers.  In part
(b) of the recommendation, the use of any single website should not be promoted.  In this case,
firstgov.gov is not particularly useful.

Recommendation 5: The Commission recommends that a centralized source of CAM information be
established in DHHS for the public, including the media, with a toll-free telephone number that would
provide information or refer the caller to the appropriate agency and person.

The National Center for Complementary and Alternative Medicine (NCCAM) is the logical site for
centralized CAM information, and making reliable scientific information readily available to the
public is one of the goals in the Center’s strategic plan.  NCCAM’s staff and resources should be
enhanced to meet this goal.  The centralized site should also link to other available resources such as
the Natural Medicines Comprehensive Database.  In addition, as government websites are often slow
to generate and update information due to bureaucratic review, alternative sites should be considered,
such as the Division for Research and Education in Complementary and Alternative Medical
Therapies at Harvard University.

Recommendation 6: The Commission recommends that, in partnership with the National Library of
Medicine and the American Library Association, training materials be developed to assist librarians
in guiding people to find CAM information on the internet.

This recommendation should be incorporated as part of recommendation 2.

Recommendation 7: The Commission recommends that a) CAM information materials be developed
at a reading level that the general public can understand and utilize, and b) CAM information be
developed that is targeted to different population groups.
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This recommendation should be incorporated as part of recommendation 5.

Recommendation 9: The Commission recommends that additional support be provided to FTC to a)
identify false and deceptive CAM-related health claims on the internet and to take appropriate actions
to minimize the occurrence of these claims; b) monitor the Spanish media and other English and non-
English advertising outlets, especially radio and television that target vulnerable populations; and c)
increase consumer education in identifying deceptive and unsubstantiated claims in all forms of
marketing and advertising.

Recognize the achievements of the Federal Trade Commission (FTC), such as their success with
Operation Cure.All.  The recommendation might be reworded to specify that additional support be
provided to FTC for Operation Cure.All activities.

Recommendation 10: The Commission recommends that national and local leaders of communities of
special populations be brought together to identify strategies to protect their constituency from being
targeted for products or services that are unnecessary, harmful, exorbitantly priced, or otherwise
detrimental.

As written, the recommendation is a recipe for “Big Brother.”  “Special populations” should be
defined, and the term “unnecessary” (products or services) should be deleted as it invites broad
interpretation and abuse.

Recommendation 11: The Commission recommends that health professionals be required to clearly
post information that explains their level and scope of training so that consumers understand and can
make informed choices.
Recommendation 12: The Commission recommends that states and local governments make
information on state guidelines, requirements, licensure, and certification of CAM providers readily
available to the public.

The order of these recommendations should be reversed.

Recommendation 13: The Commission recommends that the AER system be strengthened by a)
encouraging voluntary registration of dietary manufacturers so that the FDA can identify and contact
them if an adverse event is reported; b) requiring dietary supplement manufacturers to report serious
adverse events to the FDA (similar to requirements for OTC drugs); c) mandating registration of
manufacturers and developing a database of manufacturers and product ingredients; d) simplifying
the system to facilitate increased usage and easier reporting; and e) increasing outreach activities to
health professionals (including poison control centers and emergency room physicians) and
consumers regarding the importance of reporting adverse events, and provide information on how to
use the system.

The elements of this recommendation are based on the Report on Adverse Event Reporting for
Dietary Supplements from the Health and Human Services Office of the Inspector General (OIG),
which CRN found quite flawed.  The Commissioners are encouraged to read the attached comments
to the OIG report, which CRN was invited to provide.  It should be noted that this recommendation
contains inaccurate language.  Part (b) implies that there is a mandatory requirement to report adverse
events for over-the-counter (OTC) drugs, and this is not true.  The recommendation targets dietary
supplements when other healthcare products (e.g., cosmetics, homeopathic products, medical foods,
OTC monographed drugs) do not carry a mandatory requirement for adverse event reporting.  There
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is no basis for imposing adverse event reporting uniquely on dietary supplement products, and
therefore, part (b) should be deleted.  If part (b) remains, the term “serious” should be well defined in
the recommendation, and the language should be broadened to include all healthcare products.
Regarding part (c), mandatory registration is not necessary as the information is available to the Food
and Drug Administration (FDA) through other means (e.g., notification of structure/function claims
and facility inspection records).  The Commissioners are reminded that dietary supplements are
classified as a subcategory of food and should be regulated as such.

Recommendation 14: The Commission recommends that the availability of consumer information of
dietary supplements be increased through a) improved labeling, package inserts, and information at
point-of-sale; b) inclusion of information on possible interactions with prescriptions or OTC drugs,
foods, or other health products; and c) inclusion of information on possible risks to vulnerable
populations such as children, the elderly, pregnant or nursing women, and those with certain health
conditions or compromised immune systems.

As mentioned in the discussion during the October meeting, the term “possible interactions” (part b)
should be changed to “known interactions.”  Also, the recommendation should include a statement
that known interactions will be determined by appropriate scientific authorities, in consultation with
industry experts.  Additionally, as noted by Dr. Low Dog, the recommendation does not address
information on benefit.  The recommendation should state that structure/function claims should be
permitted to provide information more meaningful to the consumer (in the spirit of DSHEA).

Recommendation 15: The Commission recommends that claims of standardization be limited to
products with industry-approved standards.

This recommendation should be deleted, as there are no industry-approved standards.  There is no
general agreement on the meaning of standardization, and any recommendation at this time could
promote artificial manipulation of (botanical) products to meet standards.

Recommendation 16: The Commission recommends that the FDA’s good manufacturing practices
(GMPs) be implemented to help assure the purity of dietary supplements.

The recommendation should be amended as follows: The Commission recommends that the FDA’s
good manufacturing practices for dietary supplements be published, finalized and implemented to
ensure consistent product quality.

Recommendation 17: The Commission recommends that a) the DHHS, USDA, Environmental
Protection Agency (EPA), U.S. Customs Service, and other appropriate federal departments and
agencies work with manufacturers and importers to monitor the quality of imported and domestic
dietary supplements and identify and prevent contaminated or adulterated products from entering the
U.S. marketplace; and b) DHHS, USDA, EPA and others work with the World Health Organization
and other appropriate international organizations to establish guidelines to help assure the purity of
herbal ingredients and, where possible, set international standards for consistency.

This recommendation should be deleted as much of this work is already being done.
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Recommendation 18: The Commission recommends that there be an adequate staff of professionals
within the FDA and NIH Office of Dietary Supplements (ODS) with expertise in dietary supplements,
especially areas other than vitamins and minerals (e.g., plant, animal, synthetic and microbial
products).  This could include hiring people with these specific skills and/or providing training to
current staff and may require increased staffing levels and/or funding.

Consider deleting this recommendation and incorporating it as part of recommendations 9 and 20.  If
left as a separate recommendation, the first sentence should be amended to read “…adequate staff
within the FDA to fully implement DSHEA by 2005 and the Office of Dietary Supplements …”  The
last sentence should not be deleted as suggested by Dr. Jonas, and the wording should be amended to
read “This must include hiring people with these specific skills …”  Also, during the discussion Dr.
Groft stated that FDA has an advisory board for dietary supplements.  This is not quite accurate; the
FDA Food Advisory Committee (FAC) has a subcommittee for dietary supplements.  CRN has
recommended on several occasions that FDA establish a separate advisory committee for dietary
supplements.

Recommendation 19: The Commission recommends strengthening and building on the emerging
dialogue between conventional medicine and CAM by developing ways to enhance communication,
cooperation, and collaboration among conventional and CAM researchers, clinicians, and
practitioners; research centers, programs, and institutions; professional leadership organizations;
federal and state research and health agencies; and the public, private and nonprofit sectors.
Recommendation 20: The Commission recommends including trained and licensed CAM
professionals on research, journal, and regulatory advisory and review committees in both the public
and private sectors, and adapt as appropriate, any regulations that might impede such representation.

These are good recommendations; however, for optimal coordination of CAM research, industry
researchers should be included.

Recommendation 21d: Support research on why people use CAM, how they determine its
effectiveness, and what they find satisfying about CAM in comparison to conventional medicine, and
parallel this research with the public impact on the emerging integrated healthcare system.

The role of the NIH Office of Dietary Supplements (ODS) should be recognized.  Under goal 4 of the
ODS strategic plan, one objective is to “develop new and validate existing epidemiological/survey
methods for assessing dietary supplement usage.”  The recommendation should be amended so that
ODS receives the necessary resources to carry out this goal.

Recommendation 21g: Continue to support career development awards to enable investigators
focusing on CAM to develop into independent investigators and mid-career awards to provide support
for the time required to mentor new CAM investigators.

This recommendation should be deleted as NCCAM already carries out this activity.

Recommendation 21i: Solicit a study of FDA methods for reviewing and approving CAM products,
devices, and practices, using a step-wise approach for increasing data with increasing risk.

The intent of this recommendation is unclear, as FDA does not “approve” most CAM products or
practices.  The only items, related to CAM, that FDA approves are medical devices and drugs.
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Recommendation 21j: Use mechanisms such as the NIH Small Business Innovative Research
program and the Small Business Technology Transfer Research program to offer the private sector
opportunities for research support.

The recommendation, as written, is already performed.  The recommendation might be rewritten to
advise that NIH hold workshops, targeting the private sector, to explain all appropriate granting
mechanisms.  ODS has expressed an interest in sponsoring such a workshop.

Recommendation 21l: Request a study from the Institute of Medicine on the prioritization process for
CAM research including how to maintain rigor while obtaining input from a variety of stakeholders.

This recommendation should be deleted because it is unnecessary; NCCAM has such a process.  CRN
emphasizes that should this recommendation remain, a prioritization process must be flexible to
respond to shifting consumer interest and market demands.

Recommendation 22: The Commission recognizes that it is essential that all biomedical research meet
the highest standards of quality and recommends that the standards of research quality for CAM be
the same as for conventional biomedical research—neither lower nor higher.

This recommendation should be incorporated as part of recommendation 21.

Recommendation 22 a: Develop programs to bring together a variety of disciplines to find innovative
research approaches for solving difficult questions in focused CAM areas (example: NCI/SPORE
program).
Recommendation 22b: Encourage public, private, or foundation supported multidisciplinary
conferences and workshops to increase opportunities for CAM and conventional practitioners,
clinicians, and researchers to exchange ideas and to discuss methodological approaches to studying
CAM questions.

These recommendations should be combined.

Recommendation 22c: Request recommendations from the National Science Foundation on how to
study in a credible manner, the high-risk, emerging scientific ideas associated with CAM research.

This recommendation should be deleted unless “high-risk” is well defined.

Recommendation 23: The Commission recommends ensuring public participation in shaping and
prioritizing the CAM research agenda.  Include public input on advisory committees, institutional
review board (IRBs), and institutional research teams, methods to disseminate research results, and
the shaping of regulatory and health services activities.

This recommendation should be deleted; it is already in effect as evidenced by public participation in
the NIH Director’s Council of Public Representatives (COBR), various Institute and Center advisory
councils, and the FDA advisory committees.

Recommendation 24: The Commission recommends that CAM research results be submitted to the
most rigorous peer-reviewed journals.  Include both CAM and conventional medical expertise on
journal review boards when reviewing CAM manuscripts.
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This recommendation should be deleted.  The first sentence is somewhat insulting, and the second
sentence is reflected in recommendation 20.

Recommendation 25: The Commission recommends that public and private resources be provided to
support systematic reviews of CAM research literature.

This recommendation should be deleted, as demand will drive the production of systematic reviews.

Recommendation 25b: Produce and maintain up-to-date summaries of current evidence on safety and
efficacy of CAM practices and products similar to the U.S. Preventive Task Force.

This recommendation could be deleted, as it is similar to recommendation 5.

Recommendation 25c: Develop nontechnical, understandable summaries of all systematic reviews of
the literature; include them in NLM’s Medline Plus database, accessible directly and through public
libraries and other publicly available information services.

This recommendation should be incorporated as part of recommendations 5 and/or 7.

Recommendation 30: The Commission recommends that collaboration between CAM and
conventional healthcare institutions should be encouraged and funded.

This recommendation should be deleted as it is captured in other recommendations.

Recommendation 33: The Commission recommends that a basic curriculum that surveys the CAM
modalities and ensures basic skills in collaborating with or supervising CAM professionals should be
developed for conventional healthcare professionals in professional schools, postgraduate training
programs, and continuing education programs to increase knowledge and understanding of CAM in
order to enhance and protect the public’s health.
Recommendation 34: The Commission recommends that curricula in CAM fundamentals and
principles should be developed at conventional healthcare professional schools in conjunction with
CAM experts and CAM institutions.

These recommendations should be combined.

Recommendation 46: The Commission recommends that the Secretary of Health and Human Services
authorize and fund detailed and expanded epidemiologic surveys of CAM patterns of use, with special
attention to ethnic populations.  This information is essential to inform public policy and to protect
particularly vulnerable populations.

This recommendation should be incorporated as part of recommendation 21d.

Recommendation 55: The Commission recommends that purchasers, insurers, managed care
organizations, and other health plan sponsors consider coverage of CAM interventions shown to be
safe and cost-effective.

This recommendation should be incorporated as part of recommendation 52.



8

Recommendation 61: The Commission recommends that DHHS sponsor or co-sponsor with external
partners, an easily accessible, continuously updated website that provides information on CAM
practices and products proven to be safe, clinically efficacious, and cost effective.  The Commission
believes that information should be provided for both consumer and professional use.  The
Commission encourages an outreach effort be made to inform purchasers, such as employers and
community health centers, of the availability of this website.

This recommendation should be incorporated as part of recommendation 5.

Recommendation 66: The Commission recommends that in partnership with the business community
and school boards, incentives be developed for schools to limit the sale and advertising of high fat
snacks, soft drinks, and other products that do not contribute to a healthy lifestyle.

As discussed during the October meeting, the language of this recommendation should be changed to
deliver a positive message, such as “…incentives should be developed to promote the sale and
advertising of products that contribute to a healthy lifestyle.”

Recommendation 68: The Commission recommends that questions on specific CAM usage be
included in the national surveys that are the sources of the Healthy People 2010 data (e.g., NHIS,
NHANES, MEPS, etc.).

This recommendation should be incorporated as part of recommendation 21d.

Recommendation 69: The Commission recommends that a) CAM be included in all federal worksite
wellness and health promotion programs, and b) federal health coverage plans offer a CAM wellness
option.
Recommendation 70: The Commission recommends that a) DHHS, in consultation with the business
community, develop incentives for employers to include CAM in worksite wellness programs and
health coverage; and b) DHHS form partnerships with private organizations such as the Wellness
Councils of American to encourage inclusion of CAM services in their worksite wellness programs.

These recommendations should be combined.

Recommendation 76: The Commission recommends that DHHS, in consultation with the American
Association of Health Plans, National Committee for Quality Assurance, representatives of major
health plans, Center for Medicare and Medicaid Services, Department of Defense, and others,
including CAM professionals and consumers, identify strategies to incorporate CAM wellness,
prevention, and self-care in health plans.

This recommendation should be incorporated as part of recommendation 52.

Recommendation 78: The Commission recommends that the President, Secretary of the Department
of Health and Human Services, or Congress should create an Office at the highest possible and most
appropriate level with sufficient staff and budget to perform functions that include, but are not limited
to, coordination of federal CAM activities; federal CAM policy liaison with conventional health care
and CAM professionals, organizations, institutions, and commercial ventures; planning and
convening conferences, workshops, and necessary advisory groups; centralized federal media point of
contact; and facilitation of implementation of the WHCCAMP recommendations.
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The role of the centralized office should be limited to implementing the Commission
recommendations.  The language used to create the office should include a sunset clause, which will
serve as an incentive to execute the recommendations in a timely manner.

CRN hopes that the Commission will carefully consider these comments and would be pleased to
provide any further information necessary to support the important work of the Commission.

Sincerely,

John B. Cordaro
President and Chief Executive Officer
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April 6, 2001

Michael F. Mangano, Acting Inspector General
HHS Office of Inspector General
Room 5246 Cohen Building
330 Independence Avenue, S.W.
Washington, D.C. 20201

Dear Mr. Mangano,

The Council for Responsible Nutrition (CRN) appreciates the opportunity to provide comments
on the draft report of the IG on adverse event reporting for dietary supplements.  This
opportunity seems especially critical to us, in that we see a number of serious problems and even
errors of fact in the report as it now stands.

CRN is a trade association representing about 110 manufacturers of dietary supplement products.
Our members are committed to providing consumers with safe and beneficial dietary
supplements manufactured to high quality standards.  We recognize the importance of an adverse
event reporting system that provides regulators and the industry with signals alerting them to the
existence of potential problems with any consumer product.  This is especially important with
regard to products that are ingested, including conventional foods, dietary supplements, and
pharmaceutical products.  We have worked with the Food and Drug Administration on issues
relating to the safety of dietary supplements for many years, and have made recommendations to
the agency and to Congressional committees regarding improvements needed in the adverse
event reporting system.  We recognize several of our suggestions in some of the
recommendations that are already covered in the IG’s report.  CRN worked with the
appropriations committees in the last Congress to build support for the additional funds FDA
needs to improve its handling of adverse event reports, with some success.

While CRN recognizes the need for an effective adverse event reporting system, we also strongly
believe the approach to collecting and evaluating such reports relating to dietary supplements
should be viewed in the context of other food-related systems.  We are extremely troubled by the
view repeatedly expressed in the IG’s report that the appropriate comparison is to prescription
drug reporting systems.  This is entirely inappropriate.  The correct comparison is to the systems
currently in place for other self-selected consumable products, including foods such as medical
foods and infant formula, as well as OTC drugs.

We are equally concerned about the negative view of dietary supplements that we believe
pervades the IG’s report.  The popularity of dietary supplements and the belief that they are
generally safe are viewed as risk factors, rather than as evidence that the vast majority of
products are indeed both beneficial and benign.  We believe in this respect the IG’s report
represents a failure to fairly evaluate the product category.
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Because dietary supplements are not subject to a requirement for premarket approval based on
proprietary research submitted by the manufacturer, the IG’s report concludes that there is little
scientific basis for the purported benefits of these products.  This is an entirely false assumption.
In fact it is the abundance of publicly available scientific research that drives both the
manufacturers’ and the consumers’ interest in dietary supplements, and this needs to be fully
acknowledged in the report.

The report paints a negative picture of the dietary supplement industry, implying that many
companies are fly-by-night operations that FDA has difficulty locating.  In fact, the vast majority
of dietary supplements are manufactured by large corporations that are well known to the agency
since they are regularly inspected.  Nutrition Business Journal estimates that the largest 65
manufacturers in the business account for about 75% of the products on the market.  The
products these companies make are properly labeled, as required by regulations, but
unfortunately labels are not routinely submitted by individuals reporting an adverse event.  The
report indicates that FDA lacks a product label in 77% of the adverse event reports in the
database, but fails to make the point that the lack of a label may largely explain the agency’s
difficulty in tracking products.

These general concerns will be reflected in many of our specific comments, keyed to specific
page numbers in the IG’s report.  The specific comments are attached.

CRN and its member companies are very hopeful that our comments will be taken seriously and
will result in significant changes in the overall tone and content of the IG’s draft report on
adverse event reporting for dietary supplements.  We believe extensive changes are essential,
before the report is made public, and we would welcome the opportunity to review the next draft
before a decision is made to release it.  The faults in the present draft are so severe that we
believe releasing it in its current form would be a major disservice to the dietary supplement
industry and could impede rather than advance productive discussion of the important issue of
improving the adverse event reporting system for dietary supplement products. We are prepared
to work with the IG’s office in any way possible to provide the information necessary to support
vitally needed improvements in the current draft.

Sincerely,
Annette Dickinson, Ph.D.
Vice President, Scientific and Regulatory Affairs.
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INSPECTOR-GENERAL’S REPORT ON ADVERSE EVENT REPORTING
FOR DIETARY SUPPLEMENTS
COMMENTS SUBMITTED BY

THE COUNCIL FOR RESPONSIBLE NUTRITION
APRIL 6, 2001

EXECUTIVE SUMMARY

Page 1, end of “background” paragraph

This paragraph notes, “unlike prescription drugs, FDA does not require supplements to undergo
premarket approval for safety and efficacy.  Instead it relies mostly on its adverse event reporting
system to identify safety problems.”  This statement is the first of many instances in which the
prescription drug reporting system is taken as the appropriate comparison category for dietary
supplements.  CRN believes this comparison is inappropriate. At the least, the IG should add an
additional statement such as: “FDA also relies on adverse event reporting to identify and
quantify potential safety problems in food products including medical foods and infant formula.
FDA also has periodically imposed specific reporting requirements to ensure adequate
monitoring of some food ingredients.  This was the case in the past with sulfites and aspartame,
and is currently being required for products containing olestra.”

Page 2, paragraph on “limited product information”

The final sentence of this paragraph states: “Product samples are especially helpful because
dietary supplement ingredients are not standardized.”  This is a curious statement.  Product
samples are always helpful, even with foods or standardized pharmaceutical products, because
adverse events can be due to errors in formulation or accidental contamination.  The value of
product samples accompanying any adverse event report has nothing to do with whether
ingredients are “standardized.”

Page 2, paragraph on “limited manufacturer information”

This paragraph states that FDA receives 90 percent of adverse event reports about prescription
drugs from their manufacturers.  It should also acknowledge that the reason for this is that
prescription drug manufacturers are subject to a mandatory reporting requirement.  There is no
mandatory reporting requirement for adverse events associated with OTC drugs or with foods,
including medical foods and infant formula.  This should also be acknowledged.

Page 3, paragraph on “limited clinical information”

This paragraph says there is little clinical research on the safety and efficacy of supplements,
because premarket clearance is not required.  This is a false statement.  In fact, there is an
abundance of clinical research on the safety and efficacy of supplements, ranging from vitamins
and minerals to omega-3 fatty acids to botanical ingredients.  Indeed, it is the existence of this
rich and ever-expanding scientific research base that drives marketers to provide ingredients such
as these in the form of dietary supplements.  It is this abundant and publicly available database
that provides the foundation of both the consumer and the commercial interest in the product
category.
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Page 3, paragraph on “limited information on consumer use”

This paragraph suggests that it is essential that FDA have a mechanism for tracking the number
of consumers using a particular supplement, in order to determine the incidence and seriousness
of adverse events.  In fact, it is not always necessary to know the denominator of consumer usage
in order to justify action based on safety concerns.  One example cited in the IG’s report is the
plaintain warning and product recall, based initially on a single adverse event report due to a
misidentified ingredient, namely a variety of digitalis instead of the intended ingredient plantain.

Page 3, heading asserting that FDA “rarely takes safety actions” based on adverse event reports

This heading is not supported by the text, which in fact says that FDA took 31 actions between
January 1994 and June 2000.  This number of actions cannot be characterized as “rare” events.
The fact is that most dietary supplements have a broad range of safe intakes and the number of
products presenting a significant safety concern is small.  This in itself explains to a large extent
why numerous actions are not required or taken by FDA.

RECOMMENDATIONS

Page 4, recommendation 1

The IG’s first recommendation is that manufacturers of dietary supplements should be required
to report adverse events to FDA. The paragraph notes that such reporting is currently mandatory
for pharmaceutical products marketed under a new drug application.  Again, the IG’s report
proceeds on the assumption that the appropriate comparison is between dietary supplements and
prescription drugs.  This is not the case. It should be acknowledged that mandatory reporting is
currently not required for OTC monographed drugs or for conventional foods, including medical
foods and infant formula.  As the report stands, it is made to appear that only dietary
supplements are free of the requirement for mandatory reporting, and this is not correct.

It is CRN’s belief that a potential requirement to report serious adverse events is an issue that
bears further discussion.  CRN would be opposed, however, to a general requirement to report all
events, including minor effects.  In order to facilitate further discussion, further definition of
serious adverse events—and even of adverse events per se—will be needed.  For example,
adverse events need to be distinguished from simple product complaints, such as complaints
about taste or color, even recognizing that changes in organoleptic qualities of a product may
sometimes be an indicator of a potential safety issue.  Also, serious events need to be
distinguished from minor events.  CRN and other industry trade associations are currently
reviewing proposals from third-party organizations that could provide services relating to
collecting and evaluating serious adverse event reports.

The third part of the first recommendation is that an FDA phone number should appear on all
dietary supplements labels.  It should be noted that there is no such requirement for any other
consumer product category, including OTC drugs and prescription drugs.  It is CRN’s belief that
there is no basis for imposing any such requirement uniquely on dietary supplement products.
Many dietary supplement manufacturers currently provide an 800 number to facilitate consumer
inquiries, including reports of adverse events.  CRN believes providing an 800 number is a
commendable company policy, which should be encouraged.
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Pages 4 and 5, recommendation 2

It is suggested that dietary supplement manufacturers be required to register with FDA, and that
individual products should also be registered.  This is a suggestion that bears further discussion,
provided the topic is simple registration and not the precursor of a cumbersome registration or
licensing system such as exists in some countries.

It should also be noted that FDA currently has a vast amount of information available on dietary
supplement manufacturers and products, since the agency has in the past several years received
thousands of notifications from hundreds of companies regarding structure/function statements
used in labeling, as required by DSHEA.  These notifications have been compiled in a database
made available commercially by AAC Consulting, and that database provides a valuable source
for cross-referencing many products and manufacturers.

The IG’s report also suggests that FDA should notify manufacturers upon receipt of an adverse
event report, to alert the company and to obtain more product information.  CRN has suggested
this, in comments submitted to FDA on program priorities and in testimony presented in
Congressional hearings.  We believe it deserves serious consideration.  The company would then
be in a position to provide important information on the actual formulation of the product as well
as substantive data relating to any potential safety concerns.

It is suggested that FDA develop an improved computer database for tracking and analyzing
adverse events. CRN has also suggested this in the past, and we worked with appropriations
committees in the last Congress for additional FDA appropriations for this purpose, with some
success.

Page 5, recommendation 3

The IG’s report suggests that FDA issue guidance on the type of safety information needed in a
75-day notice.  Several industry members have supported the need for additional guidance in this
area, and CRN believes guidance could be helpful, provided the guidance does not result in
creating a burden equivalent to the current food additive approval system.

The report suggests that a set of monographs be developed on the safety and benefits of dietary
supplements.  CRN believes this is a good idea, in concept, provided a drug standard of proof is
not applied and providing the monograph is not taken as the equivalent of a preapproval system
such as the one that exists for OTC monographed drugs.

In the Nutrition Labeling and Education Act, it was recognized that health claims for foods do
not need to be based on a drug-like level of proof.  For example, foods are not typically subject
to the type of controlled trials that are undertaken for drugs.  However, epidemiological data
regarding healthful dietary patterns in large populations can provide the basis for scientifically
sound public recommendations as well as health claims relating to the importance of certain
nutrients or types of foods.  In other cases, there may be substantial clinical data regarding the
effects of some specific nutrients or food components, as in the case of the role of calcium in
reducing the risk of osteoporosis.  The food model rather than the drug model should be utilized
in evaluating dietary supplements, if and when monographs are developed.
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It is noteworthy that FDA has already contracted with IOM (Institute of Medicine) for the
development of monograph concepts relating to the safety of dietary supplements, and the
Research-Based Dietary Ingredient Association has likewise contracted with LSRO (Life
Sciences Research Office) for a set of monographs on the safety and benefits of certain
ingredients used both in dietary supplements and in functional foods.  Thus, the value of third-
party reviews of dietary supplement safety and benefits is a concept, which is being recognized
both by industry and by the agency.

The IG report suggests that FDA collaborate with NIH in setting a research agenda including
dietary supplement safety issues. This is an excellent idea and is already to some extent ongoing.

The report suggests that the industry and USP should standardize dietary supplement ingredients,
particularly botanicals.  It is unclear in this context what the IG envisions by the term
“standardization.”  Dietary supplements are formulated to meet the health needs and preferences
of a wide variety of people.  Even in the vitamin area, ingredients and formulations are not
“standardized,” and there is a demand for products ranging from multivitamins to single
nutrients, and from low potencies (only a fraction of the RDI) to high levels of some nutrients
(vitamin E at 400 IU, vitamin C at 1000 mg).  In the botanical arena, there could be a legitimate
purpose served by products providing different levels of intake or different combinations of
ingredients.  CRN does not believe there is a need to “standardize” all ingredients and products.
However, it may well be desirable to define certain terms used in product labeling to improve
consumer understanding of products that are “standardized” to contain a certain percent of an
active ingredient, for example.

The IG’s report recommends that FDA expedite the development of GMPs.  It should be noted
that the industry fully supports GMPs, has worked diligently to provide FDA with a model for
dietary supplement GMPs, and is anxious to see appropriate GMPs finalized.  Also, most of the
industry associations have already committed that their members are observing the GMPs set
forth in the initial FDA publication in 1997, and some associations are sponsoring audit
programs to verify this.  CRN fully supports GMPs, and has taken an active role in creating and
promoting the version currently under discussion.  However, the IG’s report may overestimate
what can be accomplished merely by GMPs.  The law already requires that products provide
100% of label claim, for example, and companies that flaunt that requirement are not likely to be
brought into line merely because an additional regulation is in place supporting the requirement.
The GMPs, in and of themselves, will not in fact be able to provide assurance of the precise
contents of each batch manufactured.  As is the case now with all other legal and regulatory
requirements, any assurance provided will be the result of a combination of factors, including the
companies’ commitment to following GMPs and FDA’s commitment to enforcing them.

Page 5, recommendation 4

The recommendation that FDA put more useful information on its website about adverse events
may have value, provided it is made very clear what the limitations of adverse event reports are,
particularly with regard to demonstrating any real association between a product and an event.  It
would be useful to consider limiting any publicly available adverse event information to some
type of summary form, categorized by product types or generic ingredients.  It should be noted
that, in the food area, FDA has not published reports that identify adverse events by company or
even product name, but rather has grouped events related to ingredients of potential concern
(aspartame, sulfites, olestra).  Similarly, reports prepared by the Poison Control Centers are
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summarized in broad categories and do not identify specific products or companies.  This could
provide a useful pattern for dietary supplement reports as well.

INTRODUCTION

Page 8, second line

This line says that reported events range in severity “from nausea and cardiac arrest to death.”  This is
awkward phrasing.  A suggested edit might incorporate two minor and two major effects, such as:
“Reported events range in severity from nausea or dizziness to cardiac effects or death.”

Page 8, section on DSHEA

This is a good basic summary of DSHEA.

Page 8, section on “Our Inquiry”

The first sentence says “FDA’s adverse event reporting system for dietary supplements is a
particularly important safety valve for consumers due to the lack of other complementary
oversight systems.”  This statement implies that dietary supplements are unique among FDA-
regulated products in the lack of complementary oversight systems.  This is not the case.  Dietary
supplements are a category of foods, and are no more lacking in oversight than are other foods,
including conventional foods, functional foods, infant formula, and medical foods.  It is entirely
appropriate that the oversight systems should be the same for all these food categories.  This
paragraph of the IG’s report also falsely suggests that dietary supplements are not subject to
manufacturer inspections.  This is not the case.  Dietary supplements are subject to manufacturer
inspections, and the inspections that are conducted are often extensive, requiring several days to
complete.  These inspections are based on the same GMPs that apply to conventional foods, until
such time as new dietary supplement GMPs are adopted.  This paragraph also suggests that the
increased popularity of dietary supplements, by itself, is a risk factor for adverse events.  This is
not a logical statement.  Foods, after all, are used by one and all, and their popularity or universal
usage does not itself confer risk.

IMPORTANCE OF THE SYSTEM

Page 11, last paragraph

The IG’s report says FDA has received only 38 new dietary ingredient notifications covering 32
ingredients. AAC Consulting has a commercially available database showing more than 100 new
ingredient notifications, to date.

Page 12, chart on regulatory mechanisms

The box summarizing regulatory requirements should show that dietary supplements are subject
to food GMPs until new dietary supplement GMPs are developed.  Likewise infant formula is
subject to food GMPs until new ones are developed.
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Page 12, first paragraph under “popularity of dietary supplements”
This paragraph emphasizes: “Today, dietary supplements are widely available in grocery stores,
retail pharmacies, health food stores, and on the Internet.”  Except for the internet aspect, this is
not a new phenomenon, as the paragraph implies.  Dietary supplements have been “widely
available” in grocery stores, retail pharmacies, and health food stores for at least 60 years, if not
longer.

Pages 13-14, warning labels on dietary supplements

The report notes that some dietary supplements bear warning statements about potential
contraindications, even though FDA does not specifically require such warnings.  The extensive
efforts of industry associations to encourage appropriate warnings are dismissed with the
statement, “Some industry groups have established standard warnings for certain products, but
manufacturers’ use of these standard warnings is voluntary.”  It would be more appropriate for
the report to fully acknowledge the extent of the industry’s efforts, especially with regard to
controversial products such as ephedra.

Although FDA has not yet finalized a regulation relating to ephedra, the industry has largely
complied with trade association recommendations to include a very extensive warning statement
on products containing ephedra.  The warning is modeled on the OTC drug warning label for
ephedrine-containing products. Some states have also passed laws requiring extensive warning
statements for ephedra-containing products.  Some associations have recommended warning
statements for other products, and some have recommended dosage limits for ingredients that
may present safety concerns.  The associations, which have been pro-active in this regard,
include the Council for Responsible Nutrition, the American Herbal Products Association, the
Consumer Healthcare Products Association, the National Nutritional Foods Association, and the
Utah Natural Products Alliance.  These efforts deserve more attention and more credit than they
are given in the present draft IG report.

This may also be an appropriate place to include some comment regarding the importance of
consumer compliance with label directions.  All dietary supplements recommend a specific level
or range of use for the product, and many of the reported adverse event reports involve misuse or
abuse of the product by the consumer.

Page 15, first paragraph

An FDA-commissioned paper by A. Walker is cited to the effect that adverse event reports capture
only about 1 percent of actual adverse reactions. Is this paper available?  CRN would appreciate the
opportunity to review it.

Page 15, comparison to other adverse event reporting systems

The IG’s report suggests that the large number of reports received by the Poison Control Centers
provides a more realistic view of true consumer experience than the much smaller number
received by FDA.  It should be noted, however, that all calls received by the Poison Control
Centers are considered “reports,” even if they involve no adverse event and possibly no ingestion
at all.  For example, if a mother finds her toddler on the floor with an open bottle of tablets and
calls the Poison Control Center for advice that is considered a report, even though the child
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may have no symptoms and may not in fact have even swallowed any of the tablets.  It is also
notable, and should be mentioned in this report, that the vast majority of reports received for
dietary supplements by Poison Control Centers involve accidental exposures in young children
rather than deliberate consumption by any age group, and result in no symptoms or minor
symptoms.

The report currently gives the incorrect impression that the thousands of reports received by the
Poison Control Centers represent significant adverse events not captured by the FDA system, and
this is not necessarily the case.  If the State of Texas has received large numbers of reports, this
is in part due to active solicitation of reports relating to ephedra-containing dietary supplements.
CRN is aware that the state forwarded some of these reports to FDA, but is not aware of the
reasons why all reports apparently were not forwarded. Perhaps only significant reports were
forwarded.

Page 16, top of page

The first paragraph on this page says that manufacturers do not share adverse event information
with FDA.  The implication is that ONLY dietary supplements are exempt from mandatory
reporting of adverse events.  In fact, this is true of conventional foods as well as OTC drugs.
Only prescription drugs or NDA drugs are required to report adverse events to FDA.  The report
should clarify these facts.

Page 16, paragraph on “presumed safety”

This paragraph states: “The presumed safety of dietary supplements may cloud the consumers’
ability to link an adverse event with a supplement product.”  Is the implication that an attack
should be mounted on “presumed safety”?  The fact is that the vast majority of dietary
supplements are safe when used as directed in labeling, or when used in the manner that is
common among most consumers.

Page 16, paragraph on “self-care products”

This paragraph asserts, “another factor that may contribute to under-reporting of supplement
adverse events is that they are self-care products.”  It should be acknowledged that many other
products, including OTC drugs, are also self-care products.  People also utilize conventional
foods specifically for health purposes.  It is a well established and valid assumption that people
can and should take substantial responsibility for their own health care.  This is a critical and
positive aspect of overall health care in the U.S.  By definition, “self-care” occurs mostly without
the guidance of the physician.  The IG’s report inappropriately casts aspersions on the whole
concept of self-care.  This is in contrast to the findings of Congress at the time of the enactment
of DSHEA, which recognized that better nutrition and supplementation can contribute to
consumer health and can even help control escalating health care costs.  DSHEA emphasized
that “consumers should be empowered to make choices about preventive health care programs
based on data from scientific studies of health benefits related to particular dietary supplements.”

Page 19, first paragraph

The IG’s report indicates that FDA may need to test products to determine the actual
ingredients and levels of each ingredient in the product.  It would be appropriate to recognize
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at this point that there are in some cases a variety of methodologies available for analyzing some
ingredients, and that there is a need for validated methods as well as good laboratory practices in
order to ensure that appropriate results are obtained.  Some of the publicity about variable levels
of some ingredients has been based on inappropriate methods of analysis.  The industry is
currently supporting several efforts to establish validated analytical methods, including the
INA/MVP program (Institute for Nutraceutical Advancement/Methods Validation Program), a
new initiative being undertaken by AOAC, the ongoing efforts of the USP, and a new
certification program recently launched by NSF.

Page 19, second paragraph

The IG’s report implies that the new dietary supplement GMPs will permit access to records not
currently available for food products generally.  It should be noted, however, that DSHEA does
not include any specific change to the current law regarding access to records for foods
generally, including dietary supplements.

Page 19, paragraph on “limited manufacturer information”

The IG’s report says nonreporting of adverse events by dietary supplement manufacturers
“contrasts starkly” with the number of reports from pharmaceutical and device manufacturers, as
if this were the correct comparison.  In fact, the correct comparison is to reporting for OTC drugs
and for foods, since these categories—like dietary supplements—are also self-care products and
have no statutory requirement to report.  It is hardly surprising that FDA receives numerous
reports from those industries required by law to provide such reports.

Pages 19-20, characterization of the industry

The report paints a negative picture of the dietary supplement industry, implying that many companies
are fly-by-night operations that FDA has difficulty locating.  In fact, the vast majority of dietary
supplements are manufactured by large corporations that are well known to the agency since they are
regularly inspected.  Nutrition Business Journal estimates that the largest 65 manufacturers in the
business account for about 75% of the products on the market.  The products these companies make
are properly labeled, as required by regulations, but unfortunately product labels are not routinely
submitted to FDA by individuals reporting an adverse event.  The report indicates that FDA lacks a
product label in 77% of the adverse event reports in the database, but fails to make the point that the
lack of a label may largely explain the agency’s difficulty in identifying manufacturers and tracking
products.

The IG’s report incorrectly states that products sold through multi-level organizations may be
especially difficult to track.  CRN’s membership includes many of the major multi-level
marketers, and they indicate that their products bear the name and location of the company
headquarters, not of a local distributor.

This is not to say that in all cases the company named on the label of a product will be the actual
manufacturer of the product.  Labeling regulations for all foods, including dietary supplements,
require that the label show the name and address of the manufacturer, packer or distributor.  This
can become an issue when any company manufactures a food, drug, or dietary supplement,
which is marketed through another company.  For example, major chains such as Safeway,
CVS and Walmart typically sell their own store brands of many products, including dietary
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supplements, and these products are almost always manufactured by another firm.  The chain
may prefer that its name appear on the label as the distributor of the products, so that consumer
complaints or inquiries will come to the chain rather than going to the actual manufacturer. In
such cases, however, it is unlikely that FDA would face a major difficulty in obtaining the name
of the actual manufacturer from the chain distributing the product.

Page 21, number of new ingredient notifications

The report says only 38 new ingredient notifications have been received, but AAC Consulting
has a commercially available database indicating that more than 100 have been filed.

Page 21, section on consumer use

Once again, it is taken as a given that the correct comparison is between dietary supplements and
prescription drugs.  Dietary supplements are widely distributed and intended for self-selection, as
are conventional foods and OTC drugs.  The denominators of usage for dietary supplements,
conventional foods, and OTC drugs are generally unknown, but large. Prescription drug practices
are not the appropriate comparison.

Page 22, number of actions taken by FDA

CRN suggests that 31 safety actions from January 1994 to June 2000 is not a small number and
does not support the IG’s assertion that FDA “rarely” takes such actions.  Also, the fact that FDA
took only 31 actions during a period when more than 100 million people were taking dietary
supplements is not necessarily low, let alone “strikingly low.”  During that period, it is likely that
around 60 million of those people were specifically taking a multivitamin, and it is not at all
surprising that not a single FDA action was taken against a multivitamin.  In fact, it would be
striking if any actions were taken against the multivitamin category, given the longstanding
record of safe use of such products by a large fraction of the population.

The IG’s report repeatedly presumes that the dietary supplement category is inherently risky and
that the very prevalence of consumer use is a risk factor.  This presumption is not justified, and
the final report must be revised to more fairly reflect the actual safety profile of the most
commonly used dietary supplement products.  Over the decades, hundreds of millions of
consumers have used dietary supplements on a regular basis.  Many of those consumers are
longterm satisfied users who have never experienced an adverse event associated with the dietary
supplements that are an integral part of their efforts to construct a healthy lifestyle.

Pages 25-30: Recommendations

See CRN comments on the summary IG recommendations, in pages 2-5 of these
comments.

APPENDIX A, FDA experience with ephedra-containing products

Page 31, ephedra discussion

The approved dosage of synthetic ephedrine for use in OTC drugs as a bronchodilator is incorrectly
stated as “up to 25 mg a day.”  The correct statement would be that ephedrine is approved for use in
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OTC drugs as a bronchodilator at levels up to 25 mg per dose, with a maximum daily intake of up to
150 mg.

Pages 34-35, IG’s commentary on criticisms of FDA’s proposed rule on ephedra

These two pages cite some criticisms that have been raised regarding FDA’s proposed rule on
ephedra-containing products, and provide commentary from the IG’s office.  Curiously, in most
cases the IG’s commentary appears to CRN to be unrelated to the substance of the criticism
cited.  Examples are mentioned below.

Page 34, comment on meeting label claim

The IG’s “commentary” in this section is unrelated to the criticism about FDA’s selection of the
8 mg maximum dose.  The criticism cited is that FDA’s proposed limit of 8 mg is based in large
part on the agency’s analysis of the adverse event reports.  The IG’s commentary is related to the
possibility that products may not always meet label claim, and therefore FDA needs product
samples to permit analysis of the product actually used by consumers.  These two points are not
connected, since FDA did not select the 8 mg limit because of uncertainty about what products
contain.

The IG’s commentary implies that without GMPs there is no requirement for products to meet
label claim.  This is false.  Under FDA regulations, all foods including dietary supplements are
required to provide what the labels say they provide.  Products that fail to do so are misbranded
and illegal.  In addition, DSHEA added a new provision reiterating that dietary supplements are
misbranded if they fail to have the identity and strength they are represented to have.

Page 34, commentary on FDA’s reliance on adverse event reports rather than controlled research

The commentary relating to the new ingredient notification process is not relevant to ephedra,
since ephedra is not a new ingredient.  It was on the market well before the passage of DSHEA,
and in fact some of the initial adverse event reports date from 1992.  FDA had access to an
abundance of clinical evidence on ephedrine alkaloids, which was discussed in depth at the 1995
and 1996 advisory committee meetings, but chose to rely primarily on some adverse event
reports in its regulatory approach to ephedra.

Page 35, commentary on product usage associated with adverse events

The commentary relating to a pharmaceutical manufacturer’s establishment of recommended
usage levels is not relevant to the topic under discussion.  The issue here is not the labeled
directions, but the actual usage pattern of the individual for whom the adverse event was
reported.  People do not always use products—even prescription products—in the manner
directed in labeling, and adverse event reports often do not provide information on the actual
usage patterns associated with the adverse event.

Page 35, comment on denominator data

The importance of denominator data is overstated, especially since it has been noted elsewhere
that a single well-documented report may be sufficient as a basis for action (as in the case of
the plantain/digitalis problem).
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APPENDIX B, pages 36-38

The list of 31 actions taken by FDA on safety of dietary supplements actually pertain to only a
handful of products:
· Ephedrine alkaloids
· GHB, GBL and related products
· Digitalis/plantain mixup
· 5-hydroxy-L-tryptophan
· Triax metabolic accelerator
· Aristolochic acid

These represent a unique selection of products, most of which are not typical of dietary
supplement ingredients.  The vast majority of dietary supplements are notably absent from this
list, since they by and large have an excellent safety record and do not generate any significant
reason for concern.  Almost half of total dietary supplement sales are accounted for by vitamins
and minerals, which do not appear in this list.  While CRN recognizes that there is some
potential for toxicity from an excess of some vitamins and minerals, actual reports of adverse
events—in the clinical literature or elsewhere—are relatively rare.  CRN has recommended
voluntary dosage limitations for those nutrients such as vitamin A that are known to cause
adverse effects when used in excess.  Another quarter of the market is made up of a variety of
botanical ingredients, most of which have an excellent safety record and most of which do not
appear to any significant extent as the subject of adverse event reports.  These include botanicals
such as garlic, ginseng, and echinacea.

Products containing ephedrine alkaloids are probably the most physiologically active of the
botanical products marketed in this country.  Yet millions of consumers have used ephedra-
containing products safely for weight loss and for sports nutrition, and have vigorously expressed
their concern about state or Federal efforts that might restrict access to such products.  Experts
differ in their evaluation of the significance of the adverse events that have been reported in
association with such products and in their recommendations regarding the regulatory actions
that should be taken.  Industry, FDA, and consumers will all benefit when there is a regulatory
resolution to the longstanding issue of establishing appropriate parameters for the safe marketing
of these products.  In December 2000, CRN submitted to FDA an extensive evaluation of the
safety of ephedra, prepared by toxicological experts at the firm of Cantox, and we are hopeful
that this rigorous scientific evaluation will help FDA bring this issue to closure.

GHB and GBL are not legitimate dietary supplements, but are industrial chemicals or drugs
masquerading as dietary supplements.  GHB was on the market as a “designer drug” for years
before DSHEA was passed, and is not a legitimate dietary supplement.  GBL is an industrial
chemical marketed as a floor stripper, and has been only temporarily using the dietary
supplement category as a convenience.  In fact, CRN understands that many purveyors of GBL
have apparently now re-adopted the category of “floor stripper” in preference to the dietary
supplement category.  It is inappropriate to consider such products as in any way typical of the
dietary supplement category.

The digitalis/plaintain issue was a clear case of a mix-up, which happens with foods and even
with prescription drugs from time to time.  As soon as the mix-up was identified, the product
was the subject of an FDA warning and a recall.  This was a good example of quick action
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based on an adverse event report, involving cooperation between FDA and the industry to
promptly warn consumers and recall the product.

The triax problem evidently is a case of a company overtly adding a drug to a dietary
supplement.  CRN is not aware whether FDA action on this ingredient was triggered by an
adverse event report.

The 5-hydroxy-tryptophan issue arose because of the purported similarity of a substance in this
product to the contaminant responsible for the EMS outbreak related to L-tryptophan in the late
1980’s, and was not triggered by the adverse event reporting system.

Aristolochic acid has long been recognized as a substance of concern, especially in Europe.
FDA’s current action was in reaction to European precedents and was not triggered by the
adverse event reporting system.

The nature of the actions FDA has taken on the basis of safety concerns over the past six years, and
the types of products involved in them, only serve to emphasize CRN’s point that the overwhelming
majority of dietary supplements are safe within a broad range of use, and the incidence of significant
adverse events is limited to a relatively narrow spectrum of products.  It is critical that discussion of
the overall adverse event reporting system for dietary supplements be considered in this context.


