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I. Background

A. Dietary Supplement Health and
Education Act (DSHEA)

DSHEA (Pub. L. 103-417) was signed
into law on October 25, 1994. DSHEA,
among other things, amended the
Federal Food, Drug, and Cosmetic Act
(the act} by adding section 402(g) {21
U.S.C. 342(g)). Section 402(g)(2) of the
act provides, in part, that the Secretary
of Health and Human Services (the
Secretary} may by regulation prescribe
good manufacturing practices for dietary
supplements. Such regulations shall be
modeled after CGMP regulations for
food and may not impose standards for
which there is no current and generally
available analytical methodology. No
standard of CGMP may be imposed
unless such standard is included in a
regulation issued after notice and
opportunity for comment in accordance
with 5 CFR chapter V.

Congress enacted DSHEA to ensure
consumers’ access to safe dietary
supplements. In the findings
accompanying DSHEA, Congress stated
that improving the health status of U.S.
citizens is a national priority and that
the use of dietary supplements may help
prevent chronic diseases and maintain
good health (Ref. 1). If dietary
supplements are adulterated because
they contain contaminants (such as
filth), because they do not contain the
dietary ingredient they are represented
to contain (for example, a product
labeled as vitamin C that actually
contains niacin), or because the amount
of the dietary ingredient thought to
provide a health benefit (for example,
folic acid to reduce the risk of neural
tube defects or calcium in an amount to
reduce the risk of osteoporosis) is not
actually present in the supplement, then
the consumer may suffer harm or may
not obtain the purported health benefit
from their consumption. CGMP
regulations for dietary ingredients and
dietary supplements will help to ensure
that the potential health benefits that
Congress identified as the basis for
DSHEA are obtained and that
consumers receive the dietary
ingrediénts that are stated on the
product label.

DSHEA directed the President to
Supplement Labels (the Commission) to
consider several issues under DSHEA
needing clarification. The Commission
was to conduct a study on, and provide
recommendations for, the regulation of
label claims and statements for dietary
supplements, including the use of
literature in connection with the sale of
dietary supplements and procedures for
the evaluation of such claims. In making
its recommendations, the Commission
was to evaluate how best to provide
truthful, scientifically valid, and
nonmisleading information to
consumers so that such consumers
could make informed and appropriate
health care choices for themselves and
their families. The Commission’s report
(Ref. 80) states that the Commission
supports the efforts of industry and FDA
to develop appropriate CGMPs for
dietary supplements. Guidance on the
type of information that a responsible
manufacturer should have to
substantiate statements of nutritional
support and safety is also included in
the Commission’s report. The
Commission’s report states that the
substantiation files should include
assurance that CGMPs were followed in
the manufacture of the product.

B. The Advance Notice of Proposed
Rulemaking

On November 20, 1995,
representatives of the dietary
supplement industry submitted to FDA
an outline for CGMP regulations for
dietary supplements and dietary
supplement ingredients. We evaluated
the outline and determined that it
provided a useful starting point for
developing CGMP regulations.
Nonetheless, we believed that the
industry outline did not address certain
issues that should be considered when
developing a proposed rule on CGMPs
for dietary ingredients and dietary
supplements. For example, the industry
outline did not address the need for
specific controls for automatic,
computer-controlled or assisted
systems.

In addition to identifying a number of
issues that were not included in the
industry outline but on which we
wanted public comment, we also
recognized that other interested parties,
such as consumers, other industry
segments who had not participated in
developing the outline, and the health
care community should have an
opportunity to provide comments on
CGMPs for dietary supplements before
we developed a proposal. Therefore, in
the Federal Register of February 6, 1997
(62 FR 5700), we issued an advance

notice of proposed rulemaking
(ANPRM)} asking for comments on
whether to institute rulemaking to
develop CGMP regulations for dietary
ingredients and dietary supplements
and what would constitute CGMP
regulations for these products.

The ANPRM contained the entire text
of the industry outline. We also asked
nine questions (which we discuss later
in section II.B of this document) in the
ANPRM. The questions focused on
issues that the industry outline did not
address such as those issues noted
above. We received approximately 100
letters in response to the ANPRM, Each
of those letters contained one or more
comments. The comments came from
consumers, consumer advocacy groups,
health care professionals, health care
professional organizations, industry,
and industry trade associations. The
majority of comments responded both to
the nine questions we asked in the
ANPRM and on certain provisions in
the industry outline. We also address
the comments on the nine questions in
section ILB of this document. We
discuss significant comments about
certain provisions in the industry
outline in our discussion of related
proposed requirements.

Included with its comments to the
ANPRM, the United States
Pharmacopeia (USP) submitted a copy
of its general chapter, “Manufacturing
Practices for Nutritional Supplements,”
(Ref. 2) and in March/April 2002, USP
proposed revisions to this general
chapter to introduce provisions
pertaining to botanical preparations
(Ref. 82). In February 2000, we received
a copy of the National Nutritional Foods
Association’s (NNFA) “NNFA Good
Manufacturing Practice in
Manufacturing, Packing, or Holding
Dietary Supplements” (Ref. 3). We
found that the industry outlines
published in the ANPRM, the USP
manufacturing practices, and the NNFA
standards were useful in developing this
proposed rule. We included certain
provisions found in these outlines in
this CGMP proposed rule. These three
outlines indicate that dietary ingredient
and dietary supplement manufacturers
already recognize that there are basic,
common steps needed to manufacture a
dietary ingredient or dietary supplement
that is not adulterated although, as
established in the regulatory impact
analysis, a large percentage of
manufacturers do not follow a good
manufacturing model. For example,
these practices include requirements
for:

¢ Designing and constructing
physical plants that facilitate
maintenance, cleaning, and proper
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manufacturing operations or to prevent
mixup between different raw materials
and products;

» Establishing a quality control unit;

* Establishing and following written
procedures for:

1. Maintaining and cleaning
equipment and utensils;

2. Receiving, testing, or examining
materials received and testing of
finished product;

3. Using master and batch control
records;

4. Handling consumer complaints;
and

5. Maintaining records for laboratory
tests, production control, distribution,
and consumer complaints.

Based on the ANPRM, the comments
that we received in response to the
ANPRM, our outreach activities (which
we discuss below), and our own
knowledge and expertise about CGMPs
for foods, drugs, cosmetics, devices, and
biologics, we are proposing to establish
these CGMP regulations for dietary
ingredients and dietary supplements.
The proposed regulations would impose
requirements for: (1) Personnel, {2)
physical plants, (3) equipment and
utensils, (4) production and process
controls, (5) holding and distributing,
(6) consumer complaints related to good
manufacturing practices, and (7) records
and recordkeeping.

C. Industry and Consumer Outreach

During 1999, we conducted a number
of outreach activities related to dietary
supplements. We held several public
meetings to obtain input from the public
on developing our overall strategy for
achieving effective regulation of dietary
supplements, which could include
establishing CGMP regulations. We also
held public meetings focused
specifically on CGMPs and the
economic impact that any CGMP rule
for dietary ingredients and dietary
supplements may have on small
businesses. Additionally, FDA staff
toured several dietary supplement
manufacturing firms to better
understand the manufacturing processes
and practices that potentially would be
subject to a CGMP regulation for dietary
ingredients and dietary supplements.
Each of these activities contributed to
our knowledge about the industry.

1. Dietary Supplement Strategic Plan
Meetings

We held public meetings on June 8
and July 20, 1999, to collect stakeholder
comments on the development of our
overall strategy for achieving effective
regulation of dietary supplements. We
designed the meetings to provide an
opportunity for public comment on both

the activities we should undertake as
part of an overall strategy and the
prioritization of those activities. In the
notices for these meetings, we identified
the development of CGMPs for dietary
supplements as one activity that should
be considered in an overall strategy.

During and after the strategic
meetings, we received comments from
consumers, consumer advocacy groups,
health care professionals, health care
professional organizations, industry,
and industry trade associations. The
comments addressed a wide range of
activities related to regulating dietary
supplements. (These comments can be
seen at our Dockets Management Branch
(see ADDRESSES) in docket number 99N~
1174.) The comments generally
identified the development of CGMP
regulations as a high priority activity
that should be included in any FDA
strategic plan for regulating dietary
supplements. Some comments that
addressed the development of CGMPs
are summarized as follows:

¢ It would be useful to industry to
have FDA establish CGMPs especially
for small and intermediate-size firms
that are not clear on what they should
be doing;

¢ CGMPs would establish a level
playing field for industry, which would
help prevent irresponsible firms from
making and selling adulterated
products;

¢ CGMPs should be able to
accommodate a wide variety of firms,
that is, small and large firms that
manufacture a wide array of different
types of products and ingredients;

+ CGMPs should ensure that
consumers get dietary supplements with
the strength and the purity that
consumers expect;

e CGMPs should ensure that every
dietary supplement on the market has
the safety, identity, purity, quality, and
strength it purports in the label to
possess;

e CGMPs should include ingredient
identity testing and other testing;

¢ CGMPs should ensure that dietary
supplements are produced using a
master formula procedure and produced
in a sanitary facility;

¢ CGMPs shouldy require that
manufacturers have documented
evidence that their manufacturing
process is under control on a consistent
basis;

¢ CGMPs should require
manufacturers to test dietary
ingredients, particularly imported
botanicals, for heavy metals, pesticides,
and industrial contaminants;

* CGMPs should require expiration
dating and testing for dissolution and
bioequivalence;

¢ CGMPs should require that
companies reﬁort adverse reactions; and

¢ CGMPs should include guidance on
testing for ingredient identity and
adulteration with toxic substances.

2. Small Business Outreach Meetings

We held public meetings on July 12,
September 28, and October 21, 1999, to
collect information from industry and
others that would help us to understand
the economic impact on small
businesses of CGMP regulations for
dietary supplements. Transcripts of
these public meetings (docket number
96N-0417, “Development of Strategy for
Dietary Supplements”) are available at
our Dockets Management Branch or
electronically at hitp://www.fda.gov/
ohrms/dockets/dockets/96n0417/
tr00001.pdf. Public comments from
small businesses included both support
of and concern for CGMP regulations.
Small businesses expressed concerns
about the cost and the time involved in
complying with any rule that contains
the following requirements:

» Conducting tests to determine
identity, purity, quality, strength, and
composition of dietary ingredients and
dietary supplements;

e Maintaining written procedures and
records documenting that procedures
are followed; and

¢ Providing data that support
expiration dating.

Public comments from small business
expressed support for dietary
supplement CGMP regulation. Some
small businesses (1 with 15 employees)
commented that they have CGMPs in
place with written procedures tailored
to the size of their operations. One small
business with sales under $1 million
commented that their plant materials
received in fresh form are identified
onsite by a botanist, and when the
onsite botanist is not able to confirm
identity, the plant material is sent to an
outside laboratory that conducts
chemical analysis to confirm identity.

3. Site Visits to Dietary Supplement
Manufacturing Firms

During the summer and fall of 1999,
we visited eight dietary supplement
manufacturing firms. These visits
included firms that: {1) Manufacture a
vitamin using a fermentation process;
(2) grind, sift, blend, and otherwise treat
raw agricultural commodities (e.g.,
botanicals); (3) manufacture dietary
ingredients for use in manufacturing
dietary supplement tablets, capsules,
softgels, and powders; (4) manufacture
dietary supplements for packaging and
labeling by others; and {5) manufacture,
package, and label dietary supplements
under their own and others’ labels. The
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firms varied in size and were located in
several parts of the country.

We found an array of manufacturing,
packaging, and holding practices in the
firms. The practices included the
following:

« Using CGMPs similar to those
included in the ANPRM;

+ Using automatic systems to
quarantine, segregate, approve, and
release inventory;

» Following written procedures;

» Having quality control units with
the responsibility and authority
outlined in the ANPRM;

« Performing one or more tests on
dietary ingredients and dietary
supplements to determine the identity,
purity, quality, strength, and
composition;

» Verifying the reliability of
suppliers’ certifications; and

¢ Documenting and maintaining
records for certain procedures, such as
master and batch production, quality
control and laboratory operations,
distribution, and processing consumer
complaints.

D. Food Advisory Committee Report

In February 1998, the Food Advisory
Committee (FAC) established a Dietary
Supplement Working Group to consider
what constitutes adequate testing for
identity of different dietary ingredients
and what records are necessary to
demonstrate that CGMPs are maintained
throughout the manufacturing and
distribution process. The working group
issued a report that discussed the
selection of the most appropriate and
reliable identity test and the general
principles for consideration in setting
performance standards for such tests
{Ref. 4). The report also identified the
types of records that would be necessary
to demonstrate that CGMPs are
maintained throughout the
manufacturing and distribution process.
On June 25, 1999, the working group
presented its report, in draft form,
during an FAC public meeting. We
received public comments during and
after the June 25, 1999, public meeting.

Although this proposal does not
address dietary ingredient identity
testing in the same detail as the working
group’s report, we considered the report
in developing requirements for identity
testing and CGMP records requirements
in this proposal. The working group’s
report may be useful in developing
industry guidance to supplement a
CGMP regulation for dietary ingredients
and dietary supplements. We discuss
dietary ingredient and dietary
supplement identity testing and
recordkeeping for CGMP proposed

requirements in more detail later in this
document.

E. FDA’s Decision To Propose a Rule

This proposed regulation, which sets
forth proposed CGMPs for dietary
ingredients and dietary supplements, is
part of our overall strategy for regulating
dietary supplements in a manner that
promotes and protects the public health.
Before drafting the proposal, FDA
considered public comment in response
to the ANPRM and to public meetings,
observations at site visits to dietary
supplement manufacturers, and
advisory group reports. In drafting this
proposal, FDA used, in part, the
industry coalition outline that was
published as an ANPRM (62 FR 5700)
in which the industry adopted broad
provisions beyond those found in part
110 (21 CFR part 110). FDA’s purpose
at this proposed rule stage is to present
a broad enough scope so that it may
receive comment on the depth and
breadth of what should be considered
by the agency in developing a final rule,
Our intent is to provide the proper
balance of regulation so that dietary
ingredients and dietary supplements are
manufactured in a manner to prevent
adulteration using recognized scientific
principles and both industry and
consumer expectations that are
reasonable and appropriate. Therefore,
FDA seeks comment on whether each of
the proposed provisions are necessary to
ensure the safety and quality of dietary
ingredients and dietary supplements
and whether they are adequate to
protect the public health. In addition,
we seek comment on whether there are
certain provisions that are not proposed
but that may be necessary. Comments
should include justification for why
provisions may or may not be necessary,
including supporting data where
appropriate. If comments assert that
certain provisions are not necessary,
comments should include an
explanation on how, in the absence of
the requirement, one can ensure that
there would be adequate protection of
the public health when there is risk of
adulteration. Comments also should
address whether the gains to consumers
in product safety and quality are
warranted. Moreover, assuming that this
proposal does advance the public
health, comments should address
whether there is any reason to apply
different requirements, including greater
or lesser requirements on small firms as
compared to larger firms and the
rationale for doing so. Finally,
comments should address the agency’s
legal authority to issue these
regulations.

In deciding whether to propose CGMP
regulations for dietary supplements, we
asked ourselves:

» Why Are CGMP regulations
needed?

» How will CGMP regulations take
into account technical feasibility? and

» How can FDA help industry
achieve compliance with CGMPs?

1. Why Are CGMPs Needed?

CGMP regulations for dietary
ingredients and dietary supplements are
necessary to promote and protect the
public health. In addition, CGMP
regulations would benefit consumers
economically and would benefit
industry.

a. CGMPs help protect the public
health. The dietary supplement industry
is one of the fastest growing product
areas that FDA regulates. In 1999,
Prevention magazine conducted a
survey entitled “Consumer Use of
Dietary Supplements” (Ref. 5). The
survey used data from telephone
interviews with a nationally-
representative sample of 2,000 adults
living in households with telephones in
the continental United States. The
telephone interviews were done in April
and May, 19899. Using population
estimates based on the Census Bureau’s
March 1998 Current Population Survey
Estimates, the survey stated that
approximately 186,014,712 adults live
in the households with telephones in
the United States and that an estimated
158.1 million of these Americans in
households with telephones use dietary
supplement products. These consumers
spend approximately $8.5 billion a year
on dietary supplements. The survey also
found that:

s Only 41 percent of the surveyed
consumers who use vitamins and
minerals think they are very safe and
only 50 percent think they are
somewhat safe;

e Only 24 percent of the surveyed
consumers who use herbal products
think they are very safe; and only 53
percent think they are somewhat safe;
and

o Twelve percent of the surveyed
consumers who have used dietary
supplements say they have experienced
side effects or adverse reactions from
their use of dietary supplements.

The survey also found strong public
support for increased Government
regulation of dietary supplements; 74
percent of the surveyed consumers
reported that they think that the
Government should be more involved in
ensuring that these products are safe
and do what they claim to do.

However, unlike other major product
areas, there are no FDA regulations that
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are specific to dietary ingredients and
dietary supplements that establish a
minimum standard of practice for
manufacturing, packaging, or holding.
The absence of minimum standards has
contributed to the adulteration and
misbranding of dietary ingredients and
dietary supplements by contaminants or
because manufacturers do not set and
meet specifications for their products,
including specifications for identity,
purity, quality, strength, and
composition. Thus, CGMP regulations
are necessary to protect the public
health because a CGMP rule would
establish a minimum standard of
practice for manufacturing, packaging,
and holding dietary ingredients and
dietary supplements.

The following examples illustrate the
wide range of dietary ingredient and
dietary supplement adulteration caused
by manufacturing, packaging, or holding
practices. The examples, although not
exhaustive, demonstrate why CGMPs
are necessary to protect public health:

¢ In 1997, we received an adverse
event report (AER) regarding a young
woman who had taken a dietary
supplement and experienced a life-
threatening abnormal heart function
(Ref. 6). We investigated the AER and
determined that the dietary supplement
the woman consumed contained
Digitalis lanata, a plant that can cause
life-threatening heart reactions (Refs. 6
through 10). We found D. lanata in
samples of raw material labeled
“plantain” that was a dietary ingredient
in one of the dietary supplement
products used by this woman (Ref. 8).
A nationwide listing of manufacturers
indicated that 183 firms may have used
the contaminated dietary ingredient in
dietary supplements. The proposed
CGMP regulations, had they been in
effect, would have required identity and
purity tests of dietary ingredients and
dietary supplements and would likely
have prevented the use of the D. lanata
in these dietary supplements.

» In 1998, the American Herbal
Products Association (AHPA) surveyed
its members about commonly
adulterated botanicals and methods
useful in detecting adulteration in
botanicals (Ref. 11). AHPA members
identified 43 botanicals, including D.
lanata contaminated plantain, that are
commonly adulterated with
contaminants, the common adulterant
for each botanical, and a method for
identifying the adulterant. For example,
aflatoxin and mycotoxin {toxic
compounds produced by certain molds)
are known to contaminate certain herbal
and botanical dietary supplements
(Refs. 11 through 14). Under this
proposed rule, a manufacturer would

have to establish specifications for
botanicals that may contain toxic
compounds and conduct testing to
ensure that there are not toxic
compounds present that may adulterate
the dietary ingredient or dietary
supplement.

¢ We have found manufacturers using
nonfood-grade chemicals to
manufacture dietary supplements (Ref.
15}, The proposed rule would require
that manufacturers establish
specifications for components used in
manufacturing and also would require
manufacturers to establish and follow
laboratory control procedures that
include criteria for establishing
appropriate specifications. The proposal
would further require manufacturers to
conduct testing to confirm that their
specifications are met. These
requirements, if finalized, would ensure
that manufacturers establish and use
appropriate criteria, such as using food-
grade rather than industrial-grade
chemicals, and would ensure that
manufacturers conduct testing to
confirm that food-grade chemicals were
received from the supplier.

¢ Also during inspections, we have
found insanitary conditions in physical
plants where dietary ingredients or
dietary supplements were
manufactured, packaged, or held (Ref.
16). Pest infestation, building and
equipment defects, and leaking pipes
that drip onto dietary supplements are
examples of insanitary conditions that
we have found that may lead to product
adulteration and could cause consumer
illnesses and injuries. The proposed
rule would require a manufacturer,
packager, or holder to maintain its
physical plant used for these activities
in a sanitary condition.

¢ In the past, we have been involved
in the recall of dietary supplements
contaminated with lead (Ref. 17),
salmonella (Ref, 18), Klebsiella
pneumonia (Ref. 19), botulism (Ref. 20},
and glass (Ref. 21). These contaminants
can cause serious illness or injury and,
in the case of lead, may result in chronic
irreversible cognitive defects in children
and progressive renal failure in adults.
The proposed rule would require
dietary ingredients and dietary
supplements to be manufactured,
packaged, and held in a manner that
prevents adulteration, including
adulteration by the contaminants such
as those described.

* We also have been involved in
recalls for super- and subpotent dietary
supplements. Recalls of superpotent
dietary supplements have included the
following dietary ingredients: Vitamin A
{Ref. 22), vitamin D (Ref. 23), vitamin B6
(Ref. 24), and selenium (Ref. 25). Each

of these dietary supplements contained
dietary ingredient levels that could have
caused serious illness or injury.
HInesses or injuries such as nausea,
vomiting, liver damage, and heart attack
were reported from superpotent niacin
at an average level of 452 milligrams
{mg) niacin, well above the upper limit
for adults of 45 mg daily (Ref. 26).
Recalls for subpotent dietary
supplements have included a recall of
folic acid because the dietary
supplement contained 34 percent of the
declared level (Ref. 27). Such a product
would be misbranded under section 403
of the act (21 U.S.C. 343). Folate plays

a well-documented and important role
in reducing the risk of neural tube
defects. Neural tube birth defects,
primarily spina bifida and anencephaly,
cause serious lifetime debilitating
injuries and disabilities, and even death.
Thus, use of subpotent folic acid by
women who are or may become
pregnant may result in increased risk of
having a child with a neural tube defect.
The proposed rule would require
manufacturers to establish
specifications for the dietary
supplement the manufacturer makes
and then meet those specifications.
Therefore, if the proposed rule is
finalized, if the label for a folic acid
supplement declares that the dietary
supplement contains a certain level of
folic acid, the folic acid supplement
must actually contain that level, or we
would consider the folic acid
supplement to be adulterated under
section 402(g) of the act.

+ Other recalls have been necessary
because of undeclared ingredients,
including color additives {Refs. 28 and
29), lactose (Ref. 30), and sulfites (Ref.
31). Undeclared ingredients, such as
color additives, lactose, and sulfites,
may cause potentially dangerous
reactions in susceptible persons (Ref.
32). The proposed rule would require
manufacturers to verify that the correct
labels have been applied to dietary
ingredients and dietary supplements
produced. The master manufacturing
record would have to identify each
ingredient required to be declared on
the ingredient list under section 403 of
the act.

¢ A study found that dietary
ingredient content varied considerably
from the declared content (Ref. 33). The
study examined ephedra alkaloids in 20
herbal dietary supplements containing
ephedra {Ma Huang) to determine their
ephedra alkaloid content. This study
found that norpseudoephedrine was
often present in the ephedra dietary
supplements. The study also observed
significant lot-to-lot variations in
alkaloid content for four products,
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including one product that had lot-to-lot
variations of ephedrine,
pseudoephedrine, and methylephedride
that exceeded 180 percent, 250 percent,
and 1,000 percent, respectively. Half of
the products tested differed in their
label claims for ephedra alkaloid
content and their actual alkaloid
content. In some cases, the discrepancy
exceeded 20 percent. One product did
not have any ephedra alkaloids. Lot-to-
lot variation in dietary ingredients is a
public health problem particularly
because conditions of use recommended
or suggested in the labeling of dietary
supplements are presumably based on
the dietary supplement containing a
certain amount of the dietary ingredient.
If the dietary supplement contains more
or less than the amount that the
manufacturer represents, then the
consumer does not receive the potential
health benefit from the dietary
supplement or is exposed to an amount
that could present risk of injury or
illness. The proposed rule would
require manufacturers to establish
controls, including master
manufacturing and batch production
records to ensure that they use the
correct amount of the dietary ingredient
to produce the dietary supplement, and
that they apply the correct label to the
dietary supplement.

* A private company analyzed a
sample of dietary supplements and
found that some dietary supplements
did not contain the dietary ingredients
claimed on the label (Ref. 34). The study
found that 25 percent of gingko biloba
products, 20 percent of saw palmetto, 33
percent of glucosamine, chrondroitin
and combined glucosamine/
chondroitin, and 50 percent of SAMe
did not contain the dietary ingredients
claimed in their product labels. The
proposed rule would require
manufacturers to establish and meet
specifications for the identity, purity,
quality, strength, and composition of
dietary supplements.

Given the wide range of public health
concerns presented by the
manufacturing, packaging, and holding
practices for dietary ingredients and
dietary supplements, a comprehensive
system of controls is necessary to
prevent adulteration and misbranding.
CGMPs are intended to establish such a
comprehensive system. Manufacturers
who operate in accordance with CGMPs
would be less likely to distribute
adulterated and misbranded dietary
ingredients or dietary supplements than
those who do not meet the
requirements. Quality assurance will
maximize the probability that
unadulterated dietary supplements will
reach the marketplace.

Establishing CGMP regulations for
dietary supplements is only part of our
broad science-based regulatory program
for dietary supplements that is
necessary to give consumers a high
degree of confidence in the safety,
composition, and labeling of dietary
supplements. Aside from our CGMP
efforts, we have taken other steps to
protect the public health, such as:

s Reviewing claim notifications
under section 403(r}(6) of the act to
identify unlawful claims;

* Reviewing new dietary ingredient
notifications to ensure that new dietary
ingredients are reasonably expected to
be safe under section 413 of the act (21
U.S.C. 350b);

o Evaluating the nutrition labeling of
dietary supplements;

» Monitoring, through AERs
voluntarily submitted to FDA, the
occurrence of adverse events to identify
potentially unsafe products; and

» Taking compliance actions against
products that are adulterated or
misbranded. ’

The CGMP regulation, if finalized,
would, along with our other dietary
ingredient and dietary supplement
initiatives, contribute further to the
protection of public health.

b. CGMPs benefit consumers. In
addition to the public health benefits for
consumers, CGMP regulations for
dietary ingredients and dietary
supplements will benefit consumers in
other ways. Consumers should not have
to wonder whether the dietary
supplements they buy are adulterated or
whether they contain the correct dietary
ingredients or contain the dietary
ingredients in the amount stated on the
product’s label. Consumers who
purchase a product that does not
contain the amount or strength listed on
the label experience an economic loss
because they are paying for something
that they did not receive. CGMPs would
require manufacturers to establish and
meet specifications for identity, purity,
quality, strength and composition of
dietary supplements to help ensure that
consumers buy dietary supplements that
are not adulterated, contain the dietary
ingredients declared on the product’s
label, and contain the amount or
strength listed on the label. Therefore,
CGMPs would benefit consumers.

2. How Will CGMP Regulations Take
Into Account Technical Feasibility?

In developing this proposed rule, we
were careful not to propose
requirements that are not technically
feasible to meet. In some areas where
there has been scientific study but
where the science is still evolving, the
proposal recognizes the evolving state of

the science, but would give you
maximum flexibility in meeting the
requirement. For example, there are
tests available for identity, purity,
quality, strength, and composition of
certain dietary ingredients or dietary
supplements. Because many tests for
identity, purity, quality, strength, and
composition of dietary ingredient or
dietary supplements have not been
officially validated, the proposal would
permit tests using methods other than
those that are officially validated. By
using the term “officially validated,” we
mean that the method is validated using
an interlaboratory collaborative study by
which a proposed method is validated
by independent testing in separate
laboratories under identical conditions
(Ref. 35). An AOAC International
(formerly the Association of Official
Analytical Chemists) Official Method is
an example of an officially validated
method. We discuss test methods
validation in more detail later in this
document.

In areas where scientific study is still
evolving, we did not propose specific
requirements. For example, we did not
propose requirements for dissolution,
disintegration, bioavailability, or
expiration dating. In those areas, it may
be premature to propose a requirement
at this time. In the preamble to this rule,
we identify those areas where additional
scientific study is necessary before we
can propose a dietary supplement
CGMP requirement. For example, we
did not identify defect action levels
{DALSs) for dietary ingredients because
there are not enough data available to
identify an appropriate DAL for most
dietary ingredients. Likewise, further
study is needed for some dietary
ingredients before dissolution,
disintegration, bioavailability,
expiration dating, or other quality
standard requirements can be proposed.

3. How Can FDA Help Industry Achieve
Compliance With CGMPs?

During small business outreach public
meetings and in comments to the
ANPRM, members of the dietary
supplement industry told us that they
would like our help in determining how
to implement CGMP regulations for
dietary ingredients and supplements.
We have heard that issuing guidance
documents and education and training
would be helpful. We invite comment
on the use of guidance documents,
education, training, or other approaches
and potential sources of education and
training that you believe would assist
industry efforts to implement the
proposed CGMP regulations, if finalized
as proposed.
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F. Proposal Highlights and Requests for
Comments

This proposed rule is intended to
ensure that manufacturing practices will
not result in an adulterated dietary
supplement and that supplements are
properly labeled. This proposed rule, if
finalized as proposed, will give
consumers greater confidence that the
dietary supplements they choose to use
will have the identity, strength, purity,
quality, or composition claimed on the
label. A manufacturer of a dietary
ingredient or a dietary supplement
cannot make claims that state or imply
that the dietary ingredient or dietary

sunnlement ic safe and/or effective
Supp:ement 1s saié ana/or execuve

simply because it has been
manufactured in compliance with
current good manufacturing practice
{CGMP) requirements. However, we
believe that a voluntary labeling
statement about the fact that a dietary
ingredient or dietary supplement has
been made in compliance with CGMP
requirements might be made lawfully
under the act, provided that such a
statement is made in an appropriate
context and with adequate disclaimers
so that consumers fully understand it
and are not misled by it. The proposed
rule governing CGMP requirements for
dietary supplements address
manufacturing controls to ensure that
dietary ingredients and dietary
supplements are produced in a manner
that will not adulterate or misbrand
such products. Compliance with any
final rule, based on the proposal, will
not ensure that the dietary ingredient or
dietary supplement itself is safe or
effective. Thus, the agency believes that
an unqualified statement saying simply
“produced in compliance with dietary
supplement current good manufacturing
practice requirements,” without more,
could well suggest that a product may
be safe and effective or somehow
superior to other dietary ingredient and
dietary supplement products that are
subject to the same CGMP requirements.
Such a statement would likely be
considered misleading by FDA under
sections 403(a)(1) and 201(n} of the act.
We believe however, that it might be
possible to cure an unqualified
statement by including language
clarifying to consumers that all dietary
ingredients and dietary supplements
must be manufactured in compliance
with CGMP requirements and that such
compliance does not mean that the
dietary ingredient or dietary supplement
is safe or effective. As usual, the
manufacturer would be responsible for
ensuring that any such voluntary
labeling statements on its dietary
ingredient and dietary supplement

products are truthful and not
misleading. The agency would review
the lawfulness of such statements under
sections 403(a)(1) and 201(n) of the act.

We propose requirements for: (1)
Personnel, (2) the physical plant
environment, (3) equipment and
utensils, {4) production and process
controls, {5) holding and distributing,
{6) consumer complaints related to
CGMPs, and (7) records and
recordkeeping. Key provisions of the
proposed rule are highlighted below.
We also seek comment on whether
certain additional provisions should be
included as requirements in a final rule.

Proposed ‘‘personnel” requirements
would require that you have gualified
employees and supervisors, to take
measures to exclude any person from
your operations who might be a source
of microbial contamination, and to use
hygienic practices to the extent
necessary to protect against
contamination.

Proposed “‘physical plant”
requirements are intended to help
prevent contamination from your
physical plant environment. You would
be required to design and construct your
physical plant in a manner to protect
dietary ingredients and dietary
supplements from becoming adulterated
during manufacturing, packaging, and
holding. You would be required to keep
your physical plant in a clean and
sanitary condition and in sufficient
repair to prevent contamination of
components, dietary ingredients, dietary
supplements, or contact surfaces.

Proposed “‘equipment and utensils”
provisions would require that you use
equipment and utensils that are of
appropriate design, construction, and
workmanship for their intended use and
that you provide for adequate cleaning
and maintenance. You would be
required to maintain and calibrate your
instruments and controls for accuracy
and precision and to ensure that
automatic, mechanical, and electronic
equipment works as intended. You
would also be required to maintain,
clean, and sanitize, as necessary, all
equipment utensils and contact surfaces
that are used to manufacture, package,
or hold dietary ingredients or dietary
supplements.

Under the proposed “production and
process controls” requirements, you
would be required to establish and use
a quality control unit in your
manufacturing, packaging, and label
operations. We propose requirements
for establishing and using master
manufacturing records and batch
control records to ensure batch-to-batch
consistency. Specifications would be
required for any point, step, or stage in

the manufacturing process where
control is necessary to ensure that the
dietary supplement contains the
identity, purity, quality, strength, and
composition claimed on the label. We
propose flexible testing requirements:
You would be required to test final
products for adherence to specifications,
unless a scientifically valid analytical
method does not exist; in the latter case,
you would be required to test incoming
shipment lots of components, dietary
ingredients, or dietary supplements for
any such specification, and to test in-
process for any such specification in
accordance with the master
manufacturing record where you
determine control is necessary to ensure
the identity, purity, quality, strength,
and composition of the product.

Proposed “holding and distributing”
requirements would protect
components, dietary ingredients, dietary
supplements, packaging, and labels
against contamination and deterioration.
You would be required to hold
components, dietary ingredients, dietary
