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DEPARTMENT OF HEALTH AND HUMAN SERVICES = =

Food and Drug Administration

21 CFR Parts 111 and 112 o o DRAFT

SENT 7o oM
[Docket No. 96N-0417]

RIN 0910-AB88

Current Good Manufacturing Practice in Manufacﬁﬁring, Packing, or
Holding Dietary Ingredients and Dietary SUppleﬁents

AGENCY: Food and Drug Administration, HHS.

ACTION; Proposed rule. |

SUMMARY: The Food and Drug Administration (FDA) is proposing
current good manufacturing practice (CGMP) regulations for '
dietary ingredients and dietary supplements. The proposed rule
you engage in activities related to manufacturing, packaging, or
holding dietary ingredients or dietary suppleﬁents, you do so in

a manner that will not adulterate and misbrand

ingredients or dietary supplements. The provisions would fequire
manufacturers to evaluate the identity, purit?, quality,
strength, and composition of their dietary ingredients and
dietary supplements. The proposed rule is one of many actions
related to dietary supplements that we (FDA) are taking to

promote and protect the public health.

DATES: Submit written or electronic comments by [insert date 90

days after date of publication in the FEDERAL REGISTER]. Submit

written or electronic comments on the collection of information

cf97107
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by [insert date 30 days after date of publication in the FEDERAL

REGISTER] .

ADDRESSES: Submit written comments to the Dockets Management
Branch (HFA-305), Food and Drug Administration, 5630 Fishers
Lane, rm. 1061, Rockville, MD 20852. Submit‘electronic comments
to http://www.fda.gov/dockets/ecomments.

Submit written comments on the information collectionito the
Office of Information and Regulatory Affairs, Office of
Management and Budget (OMB) , New Executive Offiée Bldg., 725 17th
St. NW., rm. 10235, Washington, DC 20503, Attn: Stuart Shaﬁiro,
Desk Officer for FDA.

FOR FURTHER INFORMATION CONTACT:

Karen Strauss,

Center for Food Safety and Applied Nutrition (HFS-821),

Food and Drug Administration, |

5100 Paint Branch Pkwy.,

College Park, MD 20740,

301-436-2371.

SUPPLEMENTARY INFORMATION:

Table of Contents

I. Background
A. Dietary Supplement Health and Education Act (DSHEA)
B. The Advance Notice of Proposed Rulemaking

C. Industry and Consumer Outreach



3
1. Dietary Supplement Strategic Plan Meetings
2. Small Bu51ness Out each Meetlngs v

Bni perd gh 5

3. Site Visits to Dletary Supplement Manufacturlng ‘

!» Y.
PN s

Firms
D. Food Advisory Committeepgeport
E. FDA'S Dec151on to Propose a Rule,
1. Why Are CGMPs Needed7 A o
a. CGMPs help protect the publlc health

b. CGMPs beneflt consumers and 1ndustry
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2. How Will CGMP Regulatioos TakevlptovAccougt)
Technical Fea51b111ty°
3. How Can FDA Help Industry Achleve Compllance Wlth
CGMPs?
F. Proposal Highlights and Réquests for:Co@meptswlwwi
II. General Issues . | |
A. Legal Authority
B. Issues Erom‘gh§;§N?RM,ww; -
III. Description of the Proposed Rple -
A. General PrOV151ons (Proposed SubpartkAj
1. Who Is Subject to These Part III Regulatlons° |

(proposed § 111.1)
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2. wWhat Are These Regulations Intendedwtomgcgomplish?
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(Proposed § 111.2)
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3. What Definitions Apply to this Part?

(Proposed § 111.3) T o o
4. Do Other Statutory Provisioés endkgegulasions:
Apply? (Proposed § 111.5) | o
5. ExolusiopsM§Progosedh§ 111.6)
B. Personnel (Proposed Subpart B)

1. What Microbial Contamlnatlon and Hyglene ‘

Requirements Apply? (Proposed § 111 10)
2. What Personnel Qualification Requirements Apply?
(Proposed § 111.12) A
3. ‘What Supervisor Requiremenrs Apply?
(Proposed § 111.13)
C. Physical Plant (Proposed Subpart C)

1. What Sanltatlon Requlrements Apply to Your Phys1cal

P
e

plant? (Proposed § 111 15)

N

2. What De81gn and Constructlon Requlrements Apply to\
Your Physical PlanperEfppﬁsed § 11l-2°>

D. Equipment and Ute ls (Proposed Subpart D)

VSRR G FED el

;/ ot

1. What Requirements Apply to the Equlpment and
Utensils You Use° (Proposed § 111 25)

2. What Requirements Apply to Automatlc Mechanlcal
or Electronlc Equlpment7 (Proposed § 111 30)

E. Productlon and Process Controls (Proposed Subpart E)
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1. What Productlon and Process Controls Must You Use?

S g R A s %’ @“‘u A R e A T L e e

(Proposed § 111.35)

2. What RequirementsyAppl& toyéualrty Control? ?
(Proposed § 111.37) ' D ;

3. What Requlrements Apply to Components, Dletary
Ingredients, Dietary Supplements,(Packaglng,Lend
Labels You Receive’K (Proposed § 111 40)

4. What Requirements Apply to Establlshlng a Master
Manufacturing Record? (Proposed § 111.45)

5. What Requirements Apply’to Establishing a Batch
Production Record7 (Proposed § 111 50) |

v Lo i

6. What Requirements Apply to Laboratory OperatlonsP
(Proposed § 111.60) E

7. What Requirements Apbly\tofmenufaéturinéy H
Operations? (Proposed § 111.65) | o

8. What Requirements Apply\to/Packegdng and Label
Operat:Lons'> (Proposed § 111. 70) B

9. What Requirements Apply to Rejected Components,
Dietary Ingredients, Dletary Supplements, Packaglng,
and Labels? (Proposed § 111 74) :,: -

F. Holding and Dlstrlbutlng (Proposed Subpart F)

1. What Requlrements Apply to Holdlng Components,

Dietary Ingredlents, Dletary Supplements, Packaglng,

i

and‘Labels?“(Proposed § 111.80).
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a. Number of small entities éﬁﬁ??t%dijwy
<b.wwccets to smallwentltlesTijbwimewmeAmmgmmw“
3. Regulatory Options
a. Exemptions for small entitieg h
b. Longer compllance perlods
4. Description of Recordkeeping and Reportlng
5. Summary
VIII. PFederalism
IX. Request for Comments
X. References

I. Background

A. Dietary Sunnlement Health and Educatlon Act (DSHEA)

ST ‘@, P N

DSHEA (Public Law 103-417) was 51gned 1nto law on October
25, 19%4. DSHEA, among other thlngs, amended the Federal Food,
Drug, and Cosmetic Act (the act) bxédd}ng.,&,Asw,,ef,t,lfzm9% @ (21
U.S.C. 342(g)). Section 402(9)(2) of the act prOV1des in part
that the Secretary of Health and Human Services (the Secretary)
may by regulation prescribe good manufactuflng‘ptactlcesltérn
dietary supplements. Such regulations,shall«bewmodeledfagée;>w

CGMP regulations for food and may not impose standards for which

there is no current and generally available agalytical (
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methodology. No standard of CGMP may be imposed unless suoh
standard is,ipqlgde@pip»éﬁreguiation issﬁed arter hoticeVagdg
opportunity for comment in accordance with 5 CFR chapter V;g

Congress enacted DSHEA to’ensﬁre“consumerSﬁ\accesttoisafe
dietary supplements. In the findings accompanying DSHEA, ;
Congress stated that improving the health status of UiS.’Citizens
is a national priority and that the usemoﬁ diéréfy\suppléménré
may help prevent chronic diseases and maintain good health{(Ref.
1) . If dietary supplements are adulterated becausée they contain
contaminants (such as filth),rbeoepee‘theyido‘not contain theﬁ
dietary ingredient they are represented to contain (for exepple,
a product labeled as vitamin C that actually contains niac;n), or
because the amount of the dietary ingredient thought to‘provide a
health benefit (for example, folic acid to reduce the riskjof
neural tube defects or calcium in an amount to reduce the r;sk of
osteoporosis) is not actually present in the Supplement then the

consumer may suffer harm or may not obtain the purported health

ST

benefit from their consumptlon. CGMP regu;et;ons for a;etery
ingredients and dietary supplements will heip’to”eﬁSuré"thét“the
potential health beneflts that Congress 1dent1f1ed as the ba31sf
for DSHEA are obtained and that consumers recelve the‘dretary
ingredients that are stated on the product label. |
DSHEA dlrected the ?res1dent to app01nt a Comm1531on on/

Dietary Supplement Labels (the Comm1531on) to con51der several
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issues under DSHEA needing clarification. . The Commission yas to
conduct a study on, and provide récommendatioﬁs~for, the
regulation of label claims and §tégementshfpr’éietary o
supplements, including the use of llterature in connection with
the sale of dietary supplements and procedures for the evaiuatlon
of such claims. In making its recommendathns, ‘the Commiséion
was to evaluate how best to prbvide truthful, scientifically
valid, and nonmisleading information to consumers so EhéEmgﬁbh .
consumers could make informed and appropriate health care choices
for themselves and their families. The Commlssion s repo?t (Ref.
80) states that the Commission supports the efforts of indgstry
and FDA to develop appropriate CGMPs for Hietéry supplemenés;
Guidance on the type of information that éMreééggsible j

manufacturer should have to substantiate statements of

nutritional support and safety is also included in the

Commission’s report. The Commission’s repdrt statés that the =~~~

substantiation files should include assurance that CGMPs were

followed in the manufacture of the product.

B. The Advanéé‘Né;icé éf”Prdboéed Rulemaking
On November 20,“1995,”reﬁreseﬁta?iyes ofiﬁhe:diétéfy
supplement industry submitted to FDA an‘outliﬂe for CGMP
regulations for dietary supplements and die;afy‘suppléhéntf 
ingredients. We evaluated the outline and determined that it

§
H

provided a useful starﬁing point for developing CGMP'régulétions.

Pt e G cree dw e aen o B e o m
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Nonetheless, we believed that the industhHP?E;iF?;§§§;§Q§LJM‘Mituhi

address certain issues that shbuid“be”éoﬁsiaeteﬁwﬁheﬁNHeggigggﬁgw
a proposed rule on CGMPs for dietary ingredients and dietary
supplements. For example, the industry oﬁtiihe'dié ﬁetfeaéfess"
the need for specific controls for automatie,1computer—controlied
or assisted systems. )

In addition to identifying a number of 1ssues that were not
included in the industry outline but on which we wanted publlc
comment, we also recognized that‘gther‘intetested‘parties,;such
as consumers, other industry segments who had not participated in
developing the outline, and the health"caie\eemmgnityhshegid'heve':
an opportunity to provide comments on CGMPs for dietary
supplements before we developed a proposal. fhefefore, in' the
FEDERAL REGISTER of February 6, 1‘9‘9"7 (’62‘”“?102“‘57“06)1 , we‘ iééu%d an
advance notice of proposed rulemaking\(ANERM)EésK;ng fot“eemmentsr
on whether to institute rulemaking to develop'CGMP”fé@ﬁIations
for dietary ingredients and dletary supplements and what would
constitute CGMP regulatlons for these products

DRI . EEE T

The ANPRM contained the entire text of the 1ndustry outllne

We also asked nine questlons (whlch we dlscuss later in sectlon

ITI.B of this document) in the ANPRM. The questlons focusea on
issues that the industry outline did not address such as those
issues noted above. We received app;ogimetelywiod“létteis5in‘

response to the ANPRM. Each of those lettérs contained one or
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more comments. The comments came trom consumers} consﬁme%jJ““’“
advocacy groups, health care professiona;s;aﬁéeitﬁieaiewV/i;
professional organizations, industry, and industry trade
associations. The majority of comments reSpogdéd“botn"to the
nine questions we asked in the ANPRM and on certain provisidns‘{n/
the industry outline. We also address the comments on the nine
questions in section II.B of this document. Awe‘discuSS k
significant comments about‘certaiﬁ“pro&is16ﬁ§”iﬁ“Ehe‘{ﬁaﬁééfy‘
outline in our discussion of related proposed”fequirements.

Included with its comments to the ANPRM, the United States

Pharmacopeia (USP) submitted a copy of its general chapter;
[

“Manufacturing Practices for Nutritional Supplements ”WEEEEfwéfM S

and in March/April 2002 USP proposed revisions to thlswgéneral

chapter to introduce provisions pertaining to botanical =~ =

preparations (Ref. 82). In‘February 2000, we received a copydof
the National Nutritional Foods Association’s (NNFﬁf”“NNFA“éood“V
Manufacturing Practice in Manufecturing} Paoking; or ﬁoiding
Dietary Supplements” (Ref. 3). We found that the“industfﬁi’
outlines published in the ANPRM, the UsP‘ﬁenuféotufing praétices,
and the NNFA standards were useful in developlng thlS proposed L
rule. We included certaln prov151ons found in these outllnes in
this CGMP proposed rule. These three outl;nes,lndlcate that
dietary ingredient and dietaryﬁsupp;ement,menuﬁeeturetsyalﬁepdy

[

recognize that there are basic, common steps needed to
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manufacture a dietary ingredient or die;qry supplement that is
not adulterated. For eXampIé,JEHéEé“biéﬁfiéééLiﬁ§1ﬁ§§‘:”
requirements for: ‘ | |
*  Designing and ConstLuct;ng physical plants that
facilitate maintenance, cleaniﬁg, aﬁd propef
manufacturing operations?or to prevénﬁimi$upﬁbet§ééh
different raw materials énd prbduété} - |
. Establishing a qﬁality Cbntfollﬁth%ro
. Establishing and followihg written(§r0¢¢dures fo%ér
1. Maintaining and cleaning equipment and utensils;
2. Receiving, tesﬁing,‘or‘examining materials
received and testing of fihiéhéd product;
3. Using master and batch controljrecords;\v
4. Handling consumer'cqmplainté; and
5. Maintaining recordshfor\labdraﬁory‘tests;
préductionyéontiol, diétribuﬁiég; and éoﬁsu@er:
complaints.
Based on the ANPRM, the comments that,Weireéeived inr

response to the ANPRM, our threach,activiﬁiesy(Which wewaiscuss

below), and our own knowledﬁéiand:%xpefﬁféé'§H8 / =
foods, drugs, cosmqt;cs,f§§yices,7;ﬂa 51615§§é23ﬁ%é1éféfﬁégﬁééfﬁglww‘
to establish these CGMP regulations for dietary {ﬁgiédiéht§ and
dietary supplements. The proposed reéulaﬁibhgiybdid‘imﬁéééfJM'
requirements for: (1) Personnel, (2) physicai plants, (§ff

equipment and utensils, (4) production and process controls, (5)

M

- % R
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holding and distributing, (6) consumer complaints related to good

S P Lt ST TV

manufacturing practices, and (7) records and recordkeeplng

C. Industry and Ccnsumer Outreach

Durlng 1999, we conducted a number of outreach actrv1t1es o
related to dietary supplements. We held several publlc meetlngs
to obtain input from the public on developlng our overall‘
strategy for achieving effectlve regulatlon of dietary
supplements, which could include establlshlng CGMP regulatrons.
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 busrnesses.v
Additionally, FDA staff toured several dietar§ suppleﬁeut
manufacturing firms to better understand the manufacturlng
processes and practices that potentially would be subject to a\
CGMP regulation for dietary ingredients and dietary supplementsik
Each of these activities contributed to‘curvkﬁoW1edge'aﬁcufwthe
industry. | |
1. Dietary‘Supplement Strategic Plan Meetihgez

g

We held public meetings on June 8 and July 20, 1999, t6

!

collect stakeholder comments on the develcpmeﬁt cf cur overall

R A

strategy for achieving effectlve regulatlon of dletary

supplements. We designed the meetlngs to prov1de an opport nfﬁyrwnms)ﬂl

for public comment on both the activities we should undertake as

part of an overall strategy and'tﬁé‘ﬁriqritizaticﬁfcfwtﬁdgéfmmwMW\(”

o1
i

1
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activities. 1In the notices £of these ﬁééﬁiﬁé&)”Wé;iaéﬁt;f;éa”the
development of CGMPs for dietary supplements aehonekactlvitx that
should be considered in an overall strategy. N

During and after the strategic meetinge,:wegrecelved j‘A
comments from consumers, consumer advocacy groups, health ga:gﬂN
professionals, health ca;edproﬁeegional organizations, indugtry,
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’ regulatlons as a hlgh prlorlty“
activity that should be 1ncluded in any FDA strateglc plan for
regulating dietary supplements. Some comments ‘that add:eseedAthe
development of CGMPs are summarized as followeéﬁv o |
. It would be useful to industry to haiei?QAfeétapiisn“
CGMPs especially for .small and“iﬁ;efﬁédiateiéiééffifﬁg

that are not clear on what they should be doing;

o CGMPs would establish a level playing field for T

industry, Wthh would help prevent 1rrespons1ble flrms
from maklng and selling adulterated products

° CGMPs should be able to accommodate a w1de varlety of
firms, that is, small and large flrms that manufacture
a wide array of different types of products and

N

ingredients;



16
CGMPs should ensure that consumers get dietary
supplements with the strength and the purity that

consumers expect;

the market has the safety, identity, purity, quality,
and strength it\purports in the label to possess;

CGMPs should include ingredient identity testing and
other testing;

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

CGMPs should require that manufactu;ers have docpmented
evidence that ﬁheir 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
dissolutioﬁ and bioequivalence;

CGMPs should require that companies report adverse
reactions; and

CGMPs should include guidance on testing for ingredient

identity and adulteration with toxic substances.
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2. Small Business Outreach Meetings

We héld public meetings én July 12, Septéﬁbér 28, énd
October 21, 1999, toycollect information from industry an@ others
that would help us‘té understand the_economic/impact on sméll
businesses of CGMP régulations for dietary supplements. |
Transcripts of these public meetings (docket numbex 96N-0417,
"Development of Strategy for Dietary Supplements”) are available
at our Dockets Management Branch or electronically at
http://www.fda.gov/oﬁrms/dockets/aockets/96n0417/tr00001.pdf.
Public comments from small busipeéses included both(suppork of
and concern for CGMP regulations. Small businesses expreséed
concerns about the cdst/and the time involved in complyingiwith
any rule that contains the following requirements: ‘

. Conducting tests to de;erminekideqtity, purity,
quality, s#rength{‘and composition of dietary
ingredienté and dietary supplements;

. Maintaining written procedures and recétdsfaééuméntinng
that procedures are followed; and | |

. Providing data that support expiration dating.

Public comments from small business expressed support for aietary
supplement CGMP regulation. Some small businesses (1 with 15
employees) commented that they have CGMPs in place with written
procedures tailored go the size of their operatipns:‘ Oneﬂgmall

business with sales under $1 million commented that their plant
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materials received in fresh form are identified onsite by a
botanist, and when the onsite botanist is not able to conﬁirm’
identity, the plant material is sent to an outside laboratory
that conducts chemical analysis to confirm identity.
3. Site Visits to Dietary Supplement Manufacﬁuring Firms

During the summer and fall of 1999, we visited eight dietary
supplement manufacturing firms. These visits included firms
that: (1) Manufacture a vi£amin using a fermentation proce%s; (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 powdeérs; (4) manufacture dietary
supplements for packaging and labeling by others; and (5)
manufacture, package, and label dietary supplémeptsqudeyv?hgirﬁ
own and others’ labels. The 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 follow1ng

° Using CGMPs 31m11ar to those included in the ANDRM;

° ‘Using automatlc systems to quarantlne segregate{

approve,\and release inventory;
o Following written procedures;
o Having quality control units with the responsibiiity

and authority outlined in the ANPRM;
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. Performing one or more tests on‘dietary»ingrediénts and
dietary supplements to determine the ident;ty; ﬁuriﬁy;

quality, strength, and composition;

i

. Verifying the reliability of suppliers’ certifications;
and
° Documenting and maintaining records for certain

procedures, such as master and batch production,
quality control and laboratory operétions,
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 considenghat
constitutes adeqﬁate testing for identity of different dietary
ingredients and what records are necessary to demonstratefthat
CGMPs are maintained throughout the manufacturing and |
distribution process. The working group issued a report that
discussed the selection of the most apprqpriaté’and réliaﬁlew
identity test and the general principles for cohsideratié@ in
setting performance standards for such tests (Ref. 4).; The
report also identified the types of records thagﬁwoyldAbei
necessary to demonstrate that CGMPs aré maintaihedytﬂrougﬁéﬁﬁ the
manufacturing and distribution process. On June 25, 1999,:the

working group presented its report, in draft form, during an FAC
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public meeting. We‘#eceiyed public comméhts during and after the
June 25, 1999, public meeting. |

Although this pioposal does not address dietary iﬁgrédient
identity testing in the same detail as the working group’s
report, we cog§id§p¢d thé\feport in deveiopiné rédﬁifeﬁent; for
identity testing and CGMP records requirements in this pfobésal.
The working group’s report may be useful in developing\ind?stry
guidance to supplemeqt ayCGMP regulation for dietary ingredients
and dietary supplemeﬁts. We discﬁss dietary iﬁéredien; and
dietary supplement identity ﬁesting and recordkeeping fdr 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 ingredienfs and dietary supplements, is part of our
overall strategy for regulating dietary supplements in a ﬁénﬁep
that promotes and protects the public health. Before drafting
the proposal, FDA considered public comment in'iesponsé\té the
ANPRM and to public méetings, observations at site Visiﬁs éo
dietary supplement maﬁufacturers,'and advisory group reports. In
drafting this propésai, FDA use&, in part, the industry coalition
outline that was published as an ANPRM (62 FR 5700) in whiéhNthe
industry adopﬁed broaé provisions beydnd those fbuﬁd in paft 110
(21 CFR part 110). FDA's purpose at this proposed rule sﬁégé’ié

to present a broad ehough scope so that it may receive comment on
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the depth and breadth of what should be considered by the:agency
in developing a final rule. Our intent %s to provide the’proper
balance of regulation so that dietary ingredients and dietary
supplements are manufactured in a manner to prevent adultératicn
using recognized scientific principles and both industry apd
consumer expectations that are reasonable and appropriate.
Therefore, FDA seeks commenﬁ on«whether\each of the prbpéééd
provisions are neceséary’to ensure the safety and quality bf
dietary ingredients and dietarf supplements aﬁd whethe; th?y are

adequate to protect the public health. In addition, we §e§
comment on whether there are certain provisioﬁé that are‘nét
proposed but that may be necessary. Comments should incluée
justification for why provigions 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 requifement,
one can ensure that there:would be adequate protéction of ﬁhe
public health when there is risk of adulteration. Comments also
should address whether the gains to ébnsuﬁérsMiﬁwabdﬁéﬂwgéfeﬁf
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.
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Finally, comments should address the agency’s legal authority to
issue these regulatiéns. '

In deciding wheﬁher to propose CGMP regulations for dietary
supplements, we askea ourselves:

. Why are CGMP regulations needed? =

. How will CGMP iégulatidnSNtéke into account tééhﬁical

feasibilit?? and

. How can FDA help industry achieve compliance with

CGMPs?
1. Why Are CGMPs Needed?

CGMP regulationé for dietary ingreaients and dietary
supplements are necessary ‘to promote and proﬁec; the publié
health. 1In addition, CGMP regulations would benefit consumers
economically and would benefit industry. - |

a. CGMPs help protect the public health. The dietaryq
supplement industry is one oﬁ;thenﬁastest growing product éreas

that FDA regulates. In 1999,“Pté%éﬁtioﬁ”magaziné’conducted.é

survey entitled “Conshmer Use of Dietary Supplements” (Ref. 5).

The survey used data from telephone interviews with a natiQnally—

representative sample of 2]005“aaﬁf%§“Ii§fﬁgwiﬁfﬁéﬁééﬁdla§fﬁiﬁh'M/‘MJ‘

telephones in the continental United States. The\telephoné
interviews were done in April and May, 1999. Using population
estimates based on the Census Bureau’s March 1998 Current

Population Survey Estimates, the survey stated that approximately
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186,014,712 adults live in the households with telephonesjiu 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 survev also found that:\

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

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

° Twelve percent of the surveyed consumers who have used
dietary supplements say they have experlenced 51de
effects or adverse reactions from their use of dletary
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 1nvolved in ensurlng that these products are safe
and do what they claim to do.

However, unlike other major produet“areasﬁ there,areAnp FDA

regulations that are specific to dietary ingredients and dietary
supplements that establish a minimum standard of/practice for

manufacturing, packaging, or hoiding. The ahsence of minimum



24

standards has contributed to the adulteration and misbranééhgkof
dietary ingredients and dietary supplemehts by contaminants oxr
because manufacturers do not set and meet specifications for
their produéts, inclhding specificatiohs for identity, pufity,
quality, strength, ahd composition. Thus, CGMP regulatioﬁs are
necessary to protect:the public health because a CGMP rulefwould
establish a minimum standard of practice for manufacturing,
packaging, and holding dietary ingredients and dietafy
supplements.

The follow1ng egamples illustrate the wide range of dletary
ingredient and dletary supplement adulteratlon caused by

i

manufacturing, packaging, or holding practices. The examp;es;
although not exhaustive, demonstrate why CGMPs are necessary to
protect public health:

° In 1997, we received an adverse event report (AE@)
regarding a?young'WGm§KWWho had takgn a dietary
supplement and experienced a life~thtéateningvabhbrmai
heart function (Ref 6). We 1nvest1gated the AER and ‘

determined that the dletary supplement the woman

consumed contained Digitalis lanata, a plant that can

cauge life-threatening heart reactions (Refs. 6 through
10). We found D. lanata in samples of raw materlal
labeled “plantaln” that was a dletary 1ngred1ent in one

i

of the dletary supplemeht products used by thls woman
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(Ref. 6). A natiqnwide listing\of mapgfactqré;§
indicated that 183 firms may have qsed/the contaminated
dietary ingredient in dietary supplemeﬁts]' The
proposed CGMP regulations, had they been in effect,
would have required identity and ﬁurity tests of
aietary ingredients and'dieta:y supplements and would
likely have prevented the use of the D. lanata in these
dietary subplements.
In 1998, the American Hé?bal Producfs Associatipﬁ
(AHPA) surieyed its members about commonly adultérated
botanicals and methods useful in detecting adqltétationv
in botanicals (Ref. 11). AHPA members idéntifiéa 43
botanicals; including D. lanata céntamipatedrplaﬁtain,
that are commonly adulterated with éontaminénts[;the
common adulterant for each botanical, and a methéd for
identifying the adulterant.i For example, aflato#in and
mycotoxin (toxic compdunds produced by certain mélds)
are known to contaminate certain herbal and botaﬁical
dietary supplements (Refs. 11 through 14). Under this
proposed rule, a\manufac;urer would have to estaﬁlish
specificatiqns for botanicals that may contain téxic
compounds and conduct testing to ensure that there ére
not toxic compouﬁds present that may adulterate Ehe

dietary ingredient or dietary supplement.
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We have found manufacturers using nonfood—grade:
chemicals to manufacture dietary supplements KRéﬁ'»lS)‘
The proposed rule would require that ﬁanufacturers
establish specifications for components used in
manufacturing and also would require manufacturers to
establish. and follow laboratory control procedures that
1nclude criteria for establlshlng approprlate
spec1f1catrons. The proposal would further require
manufacturers toqconductrtestingvto confirm thatitheir
specifications are met. These requirements, if
finalized, would ensure that manufacturers estab;ishm
and use appropriate criteria such as using food grade
rather than 1ndustr1a1 -grade chemicals, and would
ensure that manufacturers conduct testing to confirm
that food-grade chemicals were receivedﬁfro@ tpe#”.
supplier.
Also during:inspections, we have found insanitar?
conditions in ph&sical plants where dietary ingredients
or dletary supplements were manufactured, packaged or
held (Ref. 16). Pest 1nfestat10n, bulldlng 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
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injuries. The proposed rule would require a
manufacturer, packager, or holder to maintain igs
physical plant used for these'activities in a sanitary
condition.
In the paéﬁ, We have béeﬁ in&olved in the/recalliof
dietary supplements contaminated with lead (Ref.jl7),
salmonella (Ref. 18), Klebsiella pneumonia (Ref.j19),
botulism (Ref. 20), and glass (Ref. 21). These |
contaminants can cause serious illness or injufy3and,
in the casé of lead, may result in chronic irreversible
cognitive Qefects in children and progressivé reﬁal
failure in adults. The propqsedwry;gAwog%d.ggguiré
dietary«ingiediénts and dietary supplements to be
manufactured, padkaged, and held in a manner that
prevents adulteration, including adulteration byithe
contaminants such as those described.
We also have beén"involved in ?¢C311$,§91‘5u9¢rfj3nd;:
subpotent dietary supplementé. Recalls of supérébtent
dietary supplemepts,have included the following éiétéry
ingredients: Vitamin A (Ref. 22), vitamin D (Ref. 23),
vitamin B6 fRef. 24), and selenium (Ref. 25). Eéph of
these digta#y supplements contained dietary ingredient
levels that could have caused serious illness 6f€

injury. Illnesses or injuries such as nausea,
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vomiting, liver damage, and heart attack were réportéd
from superpotent niacin at an average level of 452
milligrams:(mg) niacin, well agove the upper limit for
adults of 45 mg daily (Ref. 26). Recalls for Subpotent
dietary supplements have included é rééallwdfmfbiic S
acid because the dietary supplement contained 34
percent of the declared level (Ref. 27). Such a;
product would be misbranded\undervsggtion/403 of;the
act (21 U.S.C. 343). Folate plays a well-documented
and important role in reducing the riék of neﬁféi fube
defects. Neural tube birth defects, primarily sbina
bifida and anencephaly, cause serious lifetime |
debilitating injuries and disabilities, and even death.
Thus, use of subpotent félic acid by women who éié or
may become pregnant may result in inére?sed riskfof:’
having a child with a neural tube defect. The”pééposed'
rule would require manufacturers to establish |
specifications for the dietary supplement the
manufacturer makes éhd Ehen mééﬁithééé specifiéééions.
Therefore, if the proposed rule is finalized, if the
label for a folic acid supplement declares thatvﬁhé
dietary supplement contains a certain level of félic
acid, the folic acid supplement must actually COQtain

that level, or we would consider the fblicVééiamt
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supplement to be adulterated under sectiou 402(5) of
the act. \ \ o .
Other recalls have been necessary because of'undeclsred
ingredients, including color additives (Refs. 28 and
29), lactose (Ref. 30), and suifites‘(Ref. 31Y;§(\ |
Undeclared ingredients, such as cdler additives,
lactose, and sulfites, may eause”pctentially dangerous
reactions in susceptible persons (Ref. 32). The
proposed rule would ieQuire manufacturers to vef;fy
that the cdrrect labeis have been applied to‘dietaryr
ingredients and dietary supplements produced. The
master manufactuting record WOuid have to identify each
ingredient required to be declared en’the ingfedient
list under section 403 of the act.
A study found that dietary ingredient coutent vatied
considerably from the declared content (Ref. 33)3 The
study examined ephedra alkaloids in 20 herbal dietary

supplements containing ephedra (Ma Huang) to determlne

' »
i

vﬂthelr ephedra slka101d content. ThlS study found that
norpseudoephedrlne was often present in the ephedra
'dletary supplements vahe study also observed
significant\lot—to—lot variations in alkaloid coutent
for four products, inCluding'one product that hed lot-

to-lot variations of ephedrine, pseudoephed;iue{;and
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methylephedride that exceeded 180 percent, 250 ﬁercent,
and 1,000 Qercent, reepeetiveiy. Half of the products
tested differed in their label claims for ephedra
alkaloid content and their actual alkaloid content. In
some cases, the discrepancy excesded 20 percent: One
product did not have any ephedra alkaloids. Lot-to-1lot
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\éertain amount of the dietary
ingredient.‘ If the dietary supplement containswmore or
less than the amount that the manufacturer represents
then the consumer does not receive the potentlal health
benefit from the dietary supplement or is exposed‘to'ah
amount that could present risk of injury or illness.
The proposed rule would require manufacturers to‘
establish controls, 1nclud1ng master manufacturlng and
batch productlon records to ensure that they use the
correct amognt of the dietary"ihgredieht to prodacerthe
dietary supplemeht, 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



31
not contain the dietary ingredients claimed on Ehe
label (Ref. 34). Thestudy féuﬁd thaf \2"5 ‘peré:e‘n':tAof
gingko biloba products, 20’peréént ofASaw palmétfo, 33
percent of’gluéosaﬁiﬁé)‘éhfbndfoitihAéﬁd/cbﬁbiﬁe§ 
glucosamine/chqu;oit;in, and 50 percent of SAMeidid
not contain the dietary ingredients claimed in their
product labels. Thé‘prbébSed rule wbuldrréQuirel
manufacturers to establish and m§et S§ébifiéétf6hé for
the identity; purity,unality, étrength, and
composition of dietary sﬁpplemgnté;' o

Given the wide fangé of publié health éonéefns pfesenféd by
the manufacturing, packaging, and holding\prabtiéés)fdediétary
ingredients and dietary Subpléméﬁts, a comprehensive systeﬁhbf”
controls is necessar? to prevent aaultérationjand misbranding.
CGMPs are intended td establish such a comprehénsive s&stq%i .
Manufacturers who operaté in accordance with CGMPs would b% less
likely to distribute adulterated and misbranded dietary
ingredients or dietafy supplements"théﬁ)fﬁ6SéWWhéﬂddshdﬁ”ﬁ;ét/ﬁﬁé
requirements. Qualiﬁy assurance will maximize the probabiiity
that unadulterated dietary supplements Willtféébﬁ‘fﬁé\’ ’
marketplace.

Establishing CGMP regulations for dietary sﬁppleﬁenﬁé?is
only part of our broad science—based regulatory program for

e e

dietary supplements that is necessary to give chsumersAa‘high
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degree of confldence in the safety, compos1tlon and labellng of
dietary supplements. Aside from our CGMP efforts, we have taken
other steps to protect the public health, such as: -
® Reviewing claim notifications under section 403<r}(6)
of the act to identify unlawful claims:
. Reviewing new dietary ingredient notifications Eo
ensure that new dietary ingredients are reasonabiy
expected to be safé’under‘sectionw413mef the<ae€1(21

U.S.C. 350Db);

. Evaluating the nutrition labeling of dietary
supplements;
. Monitoring, through AERs voluntarily submitted to FDA,

B
H

the occurrencekof adverse events to identify
potentially unsafe products; and
. Taking compliance actions against products that are

adulterated or misbranded.
The CGMP regulation, if finalized;WWéﬁIdj”éieng“with our other
dietary ingredient and dietary supplement initiatives, contribute

PR N

further to the protectlon of publlc health

b. CGMPs beneflt consumers and 1ndustrx In addition to
the public health benefits for/consumers,_CGM? regulations for
dietary ingredients and dietary supplements will benefit

consumers in other ways Consumers should not have to wonder

6

whether the dietary supplements they buy are adulterated or
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whether they containéthe correct dietary ingredients or contain
the dietary‘ingféﬁiéﬁﬁs'iﬁ”EﬁéwéﬁéﬁﬁtééEéﬁé&f@ﬁgtﬁe pfbdugf7s:
label. Consumers who purchase a product that does not ¢dﬁtain'
the amount or strength listed on the label experience éﬁ"écdﬁbMiéw
loss because they aré‘pa?ing»fé; something thét they did n&t
receive. CGMPs would require manufacturers to égtablish‘abdAmeet
specifications for i@entity,”pﬁfit§, Quaiify[YSﬁréhgtH‘éndii
composition of dietary supplements to help ensure that consumers
buy dietary supplemeﬁts that are not adulterated, contain ﬁhé
dietary ingredients declared on the produdt’s'labél,”aha“éﬁntaiﬁ
the amount or strength listed on the 1abéi;“ Théféﬁéré;‘ééﬁﬁé“’
would benefit consumers. L

CGMP regulations for dietaty supplemeﬁts mi§h£ éis;‘b%ﬁefiﬁ
some establishments in the industry, although we cannot be’
certain about the magnitude 6r'ﬁﬁé“iﬁéfdéﬁ§éi§£“£he béﬁefi?s.
Manufacturers may not always hé&éiéﬁffiéiéﬁf‘bfiyateliﬁcén&ivesy

to adopt good manufacturing practices, but when they do so, they

might incréase"their;éffiéiéﬁbiédGér"Eiﬁé:“WéywégﬁﬁféifiﬁgmgﬁgifmvmA

manufacturing practices, dietary ingredient and dietary
supplement manufacturers can reduce manufacturing é:rbrsh*§h§ B
number of consumer coﬁplaiﬁts andiproduct returns due to q&ality,
the number of rejected batches, eqﬁipment;ddwntime, and inérease
their productivity which offsets some of the cost of éadpﬁing the

controls.
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Addltlonally, a CGMP rule would create unlform mlnlmuﬁ
standards for manufacturers that would apply to all dletaryv
ingredient and dietary supplement manufacturers. All
manufacturers would have to meet the same CGMP requirementg, SQ
no manufacturer would gain an economie advantege by using\:
substandard manufacturing, packaging, or holding standards)or by
not observing any good manufacturing, padkaéing;:éifhbidinéAW)\Vﬂ
practices. Having uﬂiform standards might increase genera;
consumer demand for these products due to inereased consumer
confidence in their dualif&,‘alﬁhbﬁghwﬁe cannot be certaih?this
will happen. | | |
2. How Will CGMP Regulations Take Into Account Technical
Feasibility?

In developing thgs proposed rﬁle; we were éareful\notfﬁo
propose requirements that are not technically feasible to meet.
In some areas where there has been sc1ent1f1c study but where the
science is still evolving, the proposal recognizes the evoiv1ng I
state of the science, but would give you maximum flex1b111§y in
meeting the requirement. For example,ithere are tests available‘
for identity, purity, quality, strength and comp051t10n of
certain dietary 1ngred1ents or dletary supplements.c Becauee ﬁehy
tests for identity, pgrity, quality, strength, and composition of
dietary ingredient oredietary supplements have not been

officially validated, the proposal would permit tests using
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methods other than thdsé Ehét‘are officiélly validated. By using
the term “off1c1a11y valldated ” we mean that the method 1s
validated using an 1nterlaboratory collaborative study by which a
proposed method is validated by independent testing in Segateﬁe
laboratories under identical conditions (Ref. 35). An AOAC
International (formerly the Associationiof Official Analytﬁoal
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“evolVipg}'weioidp*
not propose specific requirements. For example, we didrnogw“‘m
propose requirements for dissolution, disintegration,
bioavailability, or expiration dating. 1In those areas, itjmay be
premature to propose‘a requirement at this time; In the pgeamble
to this rule, we 1dent1fy those areas where addltlonal sc1ent1f1c
study is necessary before we ‘can propose a dletary supplement
CGMP requirement. For example, we did not 1dent;fy defec; action
levels (DALs) for dietary ingtedieﬁts”beoauee there afe hoé>
enough data available,toAidentifyken'appropiiéte DAL for most
dietary ingredients. Likewise, further study is needed”foé‘some
dietary ingredients before dissolution, disintegration,
bicavailability, expi;atioﬁ dating, or other quaiity stahdefd

requirements can be proposed.
R T
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3. How Can FDA Help Industry Achieve Compliance With CGMés?\,

During small buéiness outreach pubiic meetings and in
comments to the ANPRM, members of Ehé‘diétary supplement i%dustry
told us that they would like our help in determining how to
implement CGMP regulations for dietary ingredients ahdw*“iW”
supplements. We have heard that issuing guidance documents and
education and training would be helpful. We invite éomhehf on
the use of guidance QOCUments, education, training, or other
approaches and potential sources of education and traiﬁiﬁg;that
you believe would assist industry efforts to implement the
proposed CGMP regu}aéions, if finélized as proposed. ' |

F. Proposal Highlights and Requests for Comments

This proposed rule is intended to ensure that manufacturing
practices will not result in an adulterated dig;ayy supple%ent
and that supplements are properly labeled. Thié proposed %ﬁie,
if finalized as propdsed,“WiII”giﬁé ébnsumérsrgréétérwéaﬁfiaéﬁééuﬁw
that the dietary supplements they choose to uSe”will Have”éhe
identity, strength, purity, quaiity, Qr\cqmposigiop claime@Lgnw\
the label.

We propose requirements for: (1) Personnel, (2) the;
physical plant environment, (2) equipment and utensils, (35
production and process contrdls, (4) holding and distributing,A
(5) consumer complaints related to CGMPs, and (6) records and

recordkeeping. Key pfovisions of the proposed rule are
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highlighted below. We also seek comment on whether certain

- [ ,J‘a, PR - P L
additional provisions should be included as requirements in a

final rule.

Proposed “personnel“'requlrements wouldvteonlre that)you
have qualified employees’ and superv1sors, to‘teke measures to
exclude any person ftom your operations who might be a source ot
microbial contamination and to use hyglenlc practlces to the
extent necessary to protect agalnst contamlnatlon.

Proposed "phy31cal plant™” requ1rements areilntended to help
prevent contamlnatlon from your phys1cal plant env1ronmentM/ifou
would be requlred to des1gn and construct your phy31cal plent in
a manner to protect dletary 1ngred1ents and dletary supplements
‘from becoming adulterated during manufacturlng, packaglng,‘ /d
holding. You would be requlred to keep your- phy51cal plant in a
clean and sanitary condltlon and in sufflclent repair to prevent
contamination of components,fdieteny ingnedients, dietary |
supplements, or contact surfaces.

Proposed "equipment and utensils"hprovisions would reéuire
that you use equipment and utensils that areyoﬁ appropriate
design, construction, and wof@mansnip for theif intended use and
that you provide for adequate cleaning and maintenance. A?ou
would be required to maintain and calibrate your instruments and
controls for accuracyjandipreoision and to ensurepthet antomatio,

mechanical, and electronic equipment works as intended. You

5
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would also be required‘to'ﬁaintain}‘cieanf éﬁaisaﬁiéiéélwéé‘d“
necessary, all equipnent‘utensiis and contact surfaces that are
used to manufacture,‘package, or hold dietary inéredientsior
dietary supplements. |

Under the proposed "productlon and process controls"i
requirements, you would be requlred to establlsh andvnseAa
quality control unltkln your manufacturlng, packaglng, and 1abel
operations. We propose requlrements for establlshlng and u31ng
master manufacturing'recordsfandibatch'congro%;records_pgéensu;e‘
batch-to-batch consistency. Specifications would be%reqnired for
any point, step, or stage in the manufacturing procesS“Where\
control is necessary?to ensuredéna§ the:dietary supp;ementvp
contains the identity, purity,)quality,\strength and compos1tlon
claimed ‘on the label. We propose ‘flexible testlng requlrements
You would be required to test flnal products for adherence to 4
specifications, unless a sc1ent1f1cally valid analytlcal method
does not exist; in the 1atter case you would be'requlred to test
incoming shipment lots oflcomponents{ dietary ingredients, %or
dietary supplements for any such spec1f1cat10n and to tesp in-
process for any such spec1flcatlon 1n accordance W1th the masterk
manufacturing record where you determlneycontrol is necessary to
ensure the identity,‘purity,:quality, strength, and compos%tion

of the product.
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Proposed "holdiné and distributing” reqﬁifements wouid
protect components, dietary ingredients, dieﬁafy‘supplemehts,
packaging, and labels against con?aminationAgpd\detériorg%ion,h
You would be required to hold components, dietary ingrediénts,
dietary supplements, packaging, and labels underwappropriggé‘
conditions of tempefature, humidity, and light so that their
quality is not affected; ada”ﬁﬁagf‘Ebﬁditidhéwtﬁét‘dd“ﬁOE%fééa"té‘
the mixup, contaminétion, Qf“aeteridféﬁion. f ‘

Proposed "consumer compléinﬁs" requirements would re&uire
that you keep a written record of each consumer complaiﬁt:feiated
to good manufacturing practices; review such complaints to
determine whether tﬁe consumer complaint invblﬁés a posSiglé'
failure of a dietary ingredient or"diétary sﬁp§1éméﬁt”£6“@éet any
of its specifications, or any other reQuiféﬁénts éf th;s éért,
including those that may result in a possible risk of illness or
injury (i.e.( an adﬁgrseﬂeveg;); and investigaté a consumér
complaint when there is a reannéble"bosgibiiiﬁy”of\ay ’
relationship between the consumption of a dietary suppléméﬁﬁ\and )
an adverse event. For the purposes of this regulation, éf'
consumer’ complaint ébout proéuct Quality may or'may not iﬁclude
concerns about a possible hazard to health. However, a\éénéﬁmer
complaint does not fnclude’énvadVéfSé‘évéht,Nillneés, or injury
related to the safety of a particular dietary ingredient

independent of whether the product is produced under goodl

" 1
5

manufacturing practices.
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Proposed “records and recordkeeping" requirements would tell
you how long you must keep certain records to shgw/@gyﬁygéﬂ
complied with the CGMP féquirements. We would require thétyyou
keep written records for 3 years beyond the daEe”Ofﬁmanuf?éture
of the last batch of dietary ingredients or dietary’suppléments
associated with those records and have all réQﬁiféd%féé5fa§} or
copies of such records, readily available during the retention
period for authorized inspection and copying by FDA when
requested. |

We seek comment on whether certain additiohél provis;onsJ
should be included as requirements in a final rule. For ?xample;
we invite comment oﬁ whether a final rule should include‘é
requirement for certain personnel records; fof\Wriﬁten pf@cedures
in a number of ateaé; for equipméntverificatiéﬁ}tf6f;éda§tionél
testing of incomingjingrédienﬁs; and for ekpifation datiné and

4

related testing. We also Seekcommentonwhetherthls rule
should include specific requirements for the use of a@iméi—f
derived dietary ingredients,;agd,requirements for persoﬂszwho
handle raw agricult@ral cbmquities.< Specific requests fér
comment of this type are contained below in’télé&ént’ééCtéqns of

this preamble.

II. AGéneral Issﬁes

A. Legal Authority
We are proposing these regulations under sections 20i, 393,

409, 701(a), 704, and 801 of the act (21 U.S.C. 321, 903, 348,
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371(a), 374, and 381) and sections 402 and 403 of theractfand
section 361 of the PﬁblicVHealtﬁ Service Act (the PHS Act) (42
U.5.C. 264). | '

Section 402(g) of the act gives us explicit authority to
issue a rule regulating conditions for manufacturing, pac@aging,
and holding dietary supplements. Section 402(g) (1) of tﬂe aét A
states that a dietary supplement is adulterated if it has‘been
prepared, packed, or held under conditions that do not meet
current good manufacturing practice regulations.” Section
402 (g) (2) of the act authorizes us to, by regﬁlatibn, “preécribe
good manufacturing practices for dietary supplements.” Inz
addition, section 402(9)(2) of the act stétes thét any gugﬁ\
regulations “shall be modeled after current ééodlménuféétﬁ%ing
practice regulations for food and may not impose standardsifor
which there is no current and gehéfally available anaiytic%i
methodology.”

In section 402(g) (2) of the act, whichyaééériﬁésdEhéggéﬁéféi
parameters of CGMPs for dietary supplemedts, Cohgress statédrthat
the regulations were to be *“modeled after current good

manufacturing practice regﬁlations‘for food.” To determine what

ER

Congress meant, we look to the plain meaning of the phrase.

be e -

HWebster’'s II New Riversidé University Dictionary defines “model”

as “[a] preliminary patternASe%viﬁg“és the plan from which an

item not yet constructed will be produced” (Ré¥. 81). Thus, when

R
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Congress used the term modeled after” Congress intended that we
use the food CGMPS as a tpreiiminary pattern”,fer the‘dieiary
supplement CGMPs. If Congress had intended for the agehdj”tb
adopt food CGMPs as the CGMPs for dietary supplements, Copgress
could have explicitly stated thatiﬁietary Supplementsvwere
subject to food CGMPS. - .

The provisions in the dietary supplement CGMP proposal are
modeled after food CGMPS. ~ The general CGMP prov1s1ons for food
in part 110 relate not only to 1nsan1tary production pract;ces
but other practices,)such as having appropriate quality cohtrol
operations, to ensure that a food is manufactured in a manner
that will not adulterate thé food. ~Further, the CGMBs in part
110 describe the mlnlmally acceptable practlces for all food
handling operations. They are not intended to cover spec1f1c
issues that may relate to a partlcular product type, rather are
general provisions concerned with practices relating to the
receiving, inspecting, quality control operations,’packagiﬁg,
segregating, processipg, storing, and transporting of food} The
specific provisions of the food CGMPs are linked to hazarde that
are inherent to foods)(e.g.,\micrebiaiJeentaﬁiﬁatien and
contamination with maprosgopic filth). |

The proposed dietary ?uPPlemeﬂt:CGM?S‘aréfWQ@?;?gAéﬁﬁé?,éhéu
food CGMPs in part 11? in that they cover the scope of practices

related to the receiving, inspecting,‘quality\control operations,
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packaging, segredating, processing, storing, and distribution of

{

dietary ingredients and dietary supplements.:}Dietaryﬂsuppiements
require many of the same types of sanitary practiceS“and dther
practices as conventlonal food productlon in order to produce a
product that is not adulterated dletary supplements are subject
to many of the same. hazards as are conventional foods. Hdwever,
dietary supplements have their own set of unique requirements as
a result of the characterlstlcs and hazards due to thelr “hybrld“
-

nature, e.g., dietary supplements can be cons1dered as falllng

somewhere along the contlnuum between conventlonal foods on the

one hand and drugs on the other: ~This, the CGMPs for dietary R
suppiements need to«address the characteristics and hazards of
dietary supplements, the operations and processes used péﬂi,
manufacture dietary supplements, particularlyithose necessary to
ensure the identity,‘purity, quality, strength, and composition
claimed on the labelé

Dietary supplements, unlike,conventional foods, contaén‘
ingredients that are pensumed\in very small quantities, for
example, in a tablet or capsule. Such ingredients“may‘bemgy
intended to have an anticipated, specifie physiologieai response.
Such ingredients are ndre)"drug—like" than “fodd—iike,ﬁ in:part,
because very small changes in the strength purity, or quallty of
the ingredient can have 51gn1f1cant and poss1bly adverse health

i

consequences to those who ingest it. Thus the dletary
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supplement CGMPs, by necessity, need to include ptovieiohé
related to identity, purity, strength, quality, aﬁd compo%itiop
of the product so that the éiéféf&‘sﬁbpiéﬁéﬁé“ﬁféé&ﬁfﬁroéié%\wiii
be manufactured in akmanner that will not result in adﬁlteration.

Further, plant products that are used to produce dietary
supplements may be ground or in a powder and not ea51ly
recognized compared to conventional food that is readlly
identifiable (e.g., one can readlly dlStngUlSh between whlteA
flour and white sugar, but not between ground plalntaln aod
ground D. lanata). Thus,’for the manufacturer to be sure thatk
the dietary supplement contains the correct ingredient andlthe
amount of the ingredient that is,inpepded,\phe manufagtpre%_muet
test or examine the ingredientAusinglappropriate methods. iThe
"modeled after" language"ip,sectioo AQZ(Q)Loﬁ the act provides
the agency with the flexibility to devise CGMPs that make sense
for dietary supplements, and that are based on the same
principles as food‘CéMPs in part 110, i.e.,*to:pﬁeyentﬂdﬁd
adulteration'relatedeto insanitary conditions or other oonéiﬁiohe
that may be necessary to prevent adulteration,vgiven the nature
of the specific food product and the bﬁéié&tefisfiés ofj'agdrkxwvw

hazards inherent in, that food. ;

The scope of the' legal authofity for the proposed dietary
supplement CGMPs includes the legal authorltles upon Wthh thef

:
i

food CGMPs are based.ﬂ ‘For’ example, sectlon 402(a)(3) of the act

2’ .
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states that a food is deemed aaulféfatéa”if’“i&‘ébhéiséé”in whole
or in part of any filthy, putrid, or decomposed substanqe; or if
it is otherwise unfit for food.” Section 402(a) (4) of the act
states that a food igs deemed adulterated if “it has been
prepared, packed, or held under insanitary condltione,yhereby”it/
may have become éontaminatedMWlthmfilth,‘orwwhereby it ﬁavlhave
been rendered injurious to health.” Hwhlleﬁsection 402(5){35 of
the act focuses on the food itself, section 402(a)(4)’ot the act
focuses on thé’condiﬁibhéfﬁﬁaé}“&ﬁléh'Ehé”foéafis“p}épéied,
packed, or held. Courts have adopted a broad ‘reading of sectlon

402 (a) {4) of the act when we have taken actlons to advance the

P T Y T

public health (see U.S. v. Nova Scotia Food Products. CorD., 568

F. 2d 240, 248 (2d Cir. 1977)). The agency tentatively cohcludes
that the authorities that it relled on for’ 1ts umbrella CGMPs 1nﬂ
part 110 for food are relevant to the authorltles that 1£“§éeaé‘”“
for this proposed rule for dietary supplement CGMPe."Ip'
addition, section 40§ of the act is another provision thatiis
relevant to dietary supplement\CGMPs. Section 409 of'the‘aet
addresses c1rcumstances under Wthh a food may be deemed |
adulterated based on the use of a food addltlve.t Sectlon 409 of
the act is relevant to good manufacturlng practlces for foods
including dietary supplements, because a food would be deemed

adulterated if it contalned a food addltlve that was not used 1n

a manner congistent w1th the statutory and regulatory
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requirements under section 409 of the act (see sections
402(a) (2) (C) and 409 of the act). ﬁiﬁh6ﬁéh Coﬁgiess~¢x§;§ci;ly
excluded “dietary ingredignts,”»as defined in section 201 (ff) of
the act, from the defini?iaﬁwéf“faga"éaaiéivé,‘féée éédtiéﬁ.
201 (s) (6) of the act), ingredients'other‘thaﬁ diétary iﬁgfedien;s
in a dietary supplement are subject to régulation as a foéd/
additive under section 409 of the act, unless théy’are susﬁeét\té
an exception to the definition of "food additive" ﬁnaerfééctiéh
201(s) of the act. | / ;

Moreover, dietary ingredients and dietary supplementé may
contain pathogenic bacteria or viruses that pose serious public
health and safety copcerﬁs (Ref. 36). deténicélAdieEafy

ingredients are living plants that may contain different

microorganisms. These include Lactobacillus, Leuconostoc,

Pseudomonas, and Xanthomonas species and molds. Potential

pathogens such as Listeria monocytogens, Pseudomonas aerudinosa

and Enterobacteriacae may also be present. Secondary microbial

contamination from soil (Bacillus cereus, Clostridium perfringens

and mycotoxin-producing molds, etc.), animal feces (Salmon?lla

and Shigella spp., Escherichia coli) and handling (Staphy;égocgus
aureus) can also occur during harvegting,‘proqesééﬁg, and\l
transportatién (Ref. 56);“Animal;derived dietary ingredieﬁts or
dietary supplements may also pdsé a risk. Foi example, 5o%ine

colostrum, the lacteal secfetibn which precedes milk after a cow.

i
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gives birth, is a susstaqéevthat is‘ussd‘injdietary supplsments
and likely presents the same potential health risks as doés milk.
Bovine milk may contain pathogenic organisms cabable‘of”séusing
diseases in man suchjas tuberculosis,pr\uﬁdulsntyfever. ‘élands
and other animal tissues may contain the infective agent that
causes transmissible spongiform encephalopathy (TSE) if tﬁey
originate from an snimal infectéd‘@iph the disease (ﬁéfifﬁ%)f l

We have authority to issue regulations under sébtion£361 of
the PHS Act. The Secretary delegatedvauthority to the
Commissioner of FDA (the Commissioner) to exerciseythe_fudctioqs
vested in the Secretary‘uﬁder section 361 of theAEHS Astw<see 21
CFR 5.10(a) (3)). This authority authorizes the Commissioner to
issue and enforce regulations that, in the COmmissioner's% B
judgment, are necessary to prevent the introduction,
transmission, or spread of communicable diseases from oneé?tsss
to another. Because‘th%s“agﬁho;iﬁy/isAdssigsed;to‘slimiggtsjthe
introduction of diseases frsﬁ ose éﬁate\ﬁo‘snstﬁer, ths -
Commissioner may exercise the authority over the disease—sausing
substance within the State where the food is manufactured,
packaged, or held. \The,Cshmissioner, theréfofé, assuméshghe‘
authority to issue rsgulations under the PHS Act to éssufs”that
foods are manufactursd, péckégéda‘spﬁ héi@?uﬂdéiicoﬁdﬁ%iaﬁs?ﬁh;EM 
will prevent the int;oduction, transmission, sr sbread of:

communicable diseases between States. Thus, the agency is
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invoking its authority under the PHS Act in thie\pIOpdeed”tule‘tOJ
prevent the spread of communicable disease from dietary
ingredients or dietary Supplemente in inttaétate and inter?tate
commerce. | | | |

In developing proposed‘QGMPs~for dietary supplements, we
relied on the basic.concept underlying the food CGMPs and uphéld
by the courts. As a result, the basic coneept for the'food'CGMPs
and the proposed dietary supplement CGMPs is the same: To
establish regulatlons that’ W1ll help ensure that your practlces
for preparing, packaglng, and holdlng dietary’ 1ngred1ents and
dietary supplements do not result in an adu;terated/food entetdngA
interstate commerce.

In addition to nelying on the broad authority in tele%ant
sections of the act that we used to issue the food CGMP
regulations, we loek:to thé\6théﬁl£§ievant'étatutefy*Ianﬁuage'in‘
section 402(g) of the act and the act as a whole in deCiding the
basis. for our legal authority in proposing regulatlons related to
the manufacture packaglng, and holdlng of dletary 1ngred1ents

and dietary supplements We note that certain terms Congress

used in section 402(9)(2) of the act ‘d,e&!‘“standards” and
“current and generally available analytlcal methodology,”Vshow
that Congress intended to glve us the authorlty to establlsh

regulatlons in this rule that do not “have parallel prov151ons tn

other food CGMPs. Specifieally,‘the second phrase of the eeéond
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sen£ence in section 402(9)(2) of the act states tﬁa§ Weﬁﬁ@gy‘not
impose standards for which there is no current and geﬁeraily
available analytical methodology.” “Standards” and “currént and
generally available analytical methodology” are terms of grfhiﬁ
the scientific field, and we are relying on the meaning of these
terms in the field of science in these proposed CGMPs
.regulations, which ihpléﬁéﬁﬁwtﬁét”proViéidh. This gtéﬁﬁééry
language does not liﬁit CGMPs for dietary supplements solély to
the food.CGMP‘regulaﬁiopghgt tﬁé gimeHDSHEA;wégwéna;fea;féif‘\”
Congress had intendedvfor’tﬁé CGMPé”forlaiétary suppiemenﬁérto be
identical to the CGM?S fét/ﬁbbd}/ﬁhe”languagé'in |
section 402(g) (2) of the act relating to:“étandards”“ahdyiéﬁ:rént/
and generally available analytical‘methp@olog[iéé]” wouldfbé
meaningless. Thus, éGMP’fegﬁlations for diétary ingrediegts and
dietary suppleménts @ay ipclu@erpFOVisions relevant ﬁoﬂdigtgry
ingredieﬁts and dietary supplemEhté that wéré\ﬂéﬁfin é&fﬁénﬁﬂfpéd
regulations at the timé QgHE%\wa§menagt§d,l - |

In addition to the b%bad authority ih'séctiqﬁ 4Q2f§)fo£ théf’
act, we look to the statutory séheme of DSHBAAas\aAwhplé:in ,
proposing regulations related to the manufaétﬁfe;:péckagi%g‘and
holding of dietary ingredients and dietary supplements. Section
403(q) (5) (F) of the act (8ection 7(b) of DSHEA) requires that a
dietary supplement product provide'nutiitign‘info;mgtiqni; To

comply with section 403(q) (5) (F) of the act, you must be able to
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‘a dietary

]_IJ

identify the dletarv ingredient or ing edlents in

supplement and the quantlty of each Moreover, the Egoyisions in
section 403 (s) of the act0relatevto>1dentity,”pufity;"énaiityf
strength, and compositional specifications of a dietafy

supplement. Thus, Congress sought to ensure in DSHEA that

dietary supplements_Would:provide accurate information to:the

consumer on the 1dent1ty of the dletary 1ngred1ent and \igman,ww“mw‘w o

herb or botanical, the source from which it is’ derlved

Moreover, Congress sought to ensure that the dietary supplement
would have the stfength‘or'meet;the‘QuaIity,‘ﬁn?ity?taﬁaﬁr’:
compositional specifications tﬁat“the dietaryAsnnplement:is;
represented to meet.‘ Because Congress established section 403 (s)
of the act--a provision that Feqni;es that aydietary supplenent
that bears'representations‘about identity, pngjty, qualitf;
strength, and compositional specifications)meet those |
representations--it 1s reasonable for us to establlsh regulatlons
for manufacturing, packaglng, and’ holdlng addre581ng those same
features. These representatlons relate to characterlstlcs;and‘
hazards to which dletary supplements are subject. Further: in
section 402 (f) of the act, Congress identified c1rcumstances ‘,f
under which a dletary supplement or a dletary 1ngred1ent would beA
deemed adulterated because it may present a s1gn1f1cant’on
unreasonable risk of 111ness or injury. Congress expected that a

dietary supplement would be manufactured in a way that ensures

o2
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that the dietary supplemepp eenpeipswdiege%y ingfedients that do
not present an unfeaeonablevrisk of illnege orviﬁjury/andifbr
which the conditions’of use are based. Because one must be able
to measure or analyze a dietary 1ngred1ent in order to determlne ‘
whether a supplement in fact contains that dletary 1ngred1ent 1bw
is reasonable for a. proposed ‘rule on CGMPS to include’ prov151ons'
related to identity, purity, quality, strength, and composition
of a dietary ingredient or a dietary supplement . Moreovef; it is

reasonable to propose a requirement that records of complaints be

kept and investigations be doneé, as necessary, so that the =~~~

manufacturer and FDA can be aware of any poﬁential problems
relating to a particdlar*dietafy/iﬁgredieﬁt:aﬁdmﬁheée'CGMP;; and
so that a manufacturer can take appropriate actibn when
necessary. The proposed CGMPs wodld iefleet Ehe aeg'exgegy}etprva
scheme generally and, more specifically, DSHEA's proVisiOheifhéE

contemplate consistent, controlled manufacture of dietary

supplements (see sections 402(f) and 493(q)(55TP}“éﬁd”?%fwgfuﬁﬁé”m”w“

act) . We tentatively conclude thét,\EﬁeiéfOie;”seCtion‘40§(g)(2)

of the act gives us the éuthofity tdmdeﬁéibp'dieﬁéf& Sﬁﬁﬁiéaéntd” h

CGMPs that are not 1dent1ca1 to our food CGMPE and that are b e

appropriately tailored to the manufacturing, packaglng, and
holding of dietary ingredients and dletary supplements.
Sections 701 (a) and 704 of the act also glve us authorlty to

establish regulatlons related to CGMPs for dletary 1ngred1ents
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and dietary supplements. Under sectlon 701(a) of the agtv'weh

Ao n e

have the authority to issue regulations for the efficient

enforcement of the act, and such regulations have been hegd‘to

t

have the force and effect of lawl(see”National“Nutritionai Foods

Ass'n v. Heinberge F.2d 688, 97>9 (2 d Cir. 1975)) .

= I
Dia
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H

Section 704 of the act gives us the authority to inspect
factories, warehousee, and other establiShmentslin which éoods,
including dietary ingredients'and dietary supplements, aiQ
manufactured, proceseed,rpaohed, or heldfandzto“inépeot\th?ir
facilities, equipment, finished and unfinished materials,
containers, and labellng. - (
In addition to hav1ng‘the authorlty to establish broad
regulatlonsvfor manufaoturrng;Vpackaging, and holding dietary
ingredients and dietary supplements, we also have the anthority
to require recordkeeping as part of these regulations. ‘Two
questions that we con31dered in dec1d1ng whether to propose
requirements for recordkeep1ng included whether the statutory
scheme as a whole justlfled the proposed regulatlon and whethefi'
the proposed recordkeeping requlrements would be llmlted would
clearly assist in the efficient enforcementkof the act, and would
not create an unreasonable recordkéeping burden. In the other
relevant sections of thlS document we explalnlln more detall the
recordkeeping prov151ons that we belleve are. 11m1ted to what are

N v §,w -

necessary for the eff1c1ent enforcement of the act, and\hecauee
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the requests are limited, would therefore not create an
unreasonable recordkeepino burden;)‘ﬁ

For this proposed CGMP rule forrdletary 1ngred1ents and
dietary supplements,‘ recordkeeplng is necessary to prov1de the/
type. of documentatioﬁ that'would1demonstratewthét)dietaryj
ingredients and dietary supplements are manufactured, paokaged,
and held under the conditions tﬁet woﬁldibe(reduired\undet the
proposed CGMP regulations. Further, FDA is using its autﬁority
under sections 801 and 701(a) of the act in proposing
recordkeeping requireﬁents for dietary iﬁgrediedtehendidietery
supplements that may:not be marketed or sold in the United States
and that are exported under section 801(e5 of the act.

In addition to having the authorlty under the act to requlre
recordkeeping, we also have authority to reqﬁire access to’the
records. Because the practlces ‘set forth in the proposed CGMP
rule are necessary to prov1d1ng consumers w1th dletary
supplements that are not adulterated access to records that
demonstrate that flrms follow CGMPs is essential to conflpmlng/
systematic compliance with C@Mﬁ%fdwwe”aiéouﬁéﬁe”themadtﬁoéity'to
copy the records when necessary. We may consider it nécégsaiy to
copy records when, for example, our investigator may need?
assistance in reviewing a certain record from relevant exéertsrin
headquarters. If we:were_unable to oopy the records, we Joold

5o

have to rely solely on our inspector’s notes and reports when
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drawing‘conclusions.é A failﬁre to have a required record &ould
mean that a food is adulterated under sectionj402(g) of the act.
Recordkeeping will not only help the agency to de;egmipei

i
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manufactured, paékagéd; and ﬁéié“ﬁgﬁgﬁgzéilW§I££QCEMPNM
regulations, but"alsé will p?ovide:a pub%i@fﬁé?lﬁﬁ\@gﬁéf%ﬁ to
consumers and to manufacturers. When manufacturers keep récéras,
for example, of lot or batch numbers, the reéqrds‘fadilitéggxau‘
manufacturer’s recall of suspect products in case a récalf
becomes necessary. This benefits both consumers and
manufacturers becaﬁsé‘fhé,maﬁﬁfaéfuréftééngrécéliAité prédﬁcté
that may be adulterated or misbranded mofg‘quickly.‘ |

B. Issues From the ANPRM

As stated previgusly, in addition to inviting commgntign the
industry-drafted CGMﬁ oﬁﬁline, we asked nine quésﬁiohs in“fhe
ANPRM on CGMP issues for dietary suppleménts thatﬁthe/indu%try
outline did not address. 1In this section, we summarize éabh
question and the principal comments we,regeived, and we‘re%pond
to the comments. We address other signifiéant comments abgut the
ANPRM, other than the nine questions we asked; elsewhere’ib this
document .

The nine questi@ns in the‘ANPﬁM)”comments, and our responses

are as follows:



Question 1. Is there a need to develop specific DALe for

dietary ingredients?

The ANPRM stated that the use of a botanlcal in a dletary~
supplement may result in a much greater exposure to the botanlcal -
ingredient for consumers Decause the dletary supplement w1ll be
consumed in greater. amounts than if the 1ngred1ent was 1nia\food\
as a spice or flavorlng agent. - -

Several comments stated thatVestabllshlng DALs for dletarp
ingredients that are different than DALs for‘fOOd is not
necessary. The comments disagreedxwith our statement thaE
dietary ingredients in dletary supplements and conventlonal foods
~are consumed in dlfferent qnantrtleei‘ For”egayp%e the comments/
stated that generally botanical inéréaiente‘are”present in
dietary supplements“in approximatel& £ﬁéjsamé°am¢ﬁntg‘nafmélly
consumed in conventional fooog; o

Other comments éenerally opposed applying the’current?DALé‘
for foods to dietary ingreaientSiand”inetead”éhpported thé%f
development of DALs for dietary ingrediente,Hespéciaily”fo%\'
botanicals and herbais. ﬁany\oomménts recommendedpthat Wei»
cooperate with industry,‘outside the rnlemakingwprooeesl to
develop DALs for dietary'inéredients,“

We disagree with tﬁé”éééﬁéﬁféttﬁéﬁ”gééée‘€ﬁ§t‘éétgbii%ﬁing
DALs for dietary ingredients that are different than DALshfor

food is not necessary because an ingredient in food and in a
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dietary supplementfwbuld‘he“cdﬁgﬁﬁed”inLﬁhewgamefamcﬁﬁfgw@“lheh
comment did not prov1de ev1dence or examples to supportythe
comment. Some food 1ngred1ents for Wthh DALs have been é
established also are dletary 1ngred1ents used in dietary
supplements. For example, a DAL has been established for whole
ginger used in a conventional food. Ginger is also a dletary
ingredient used in dietary supplements. We have‘found‘dietary
supplements that recdmmend a daily intake of ginger of 4,8l5 mg,
1,260 mg, and 2,200 mg (Ref. '38) . One teaspoon of raw glnger root
is equal to 2,000 mg (2 grams (g)) and one teaspoon of ground
gingér is equal to 1,800 mg of ginger (1.8 g) (Ref. 39). A
recipe for gingersnaps yielding 18 cookies sﬁecifies'l Eeaspoon
ginger (Ref. 40). Thus, ginger would be consumed in greacer
amounts as a dietary supplement than as an ingredient inAa
conventional food. However, we have tentatlvely concluded that
we do not have sufficient 1nformat10n to determlne whether a DALMHWM’/WVM
for a dietary ingredient should be estahl;shed,agwawdlggegeggﬁ&
level than what has been established for the same ingredient used
in conventional food.

DALs are establishedhféf'ajfcddwidgrediéhf'on a'pefiﬁ%ighﬁﬁ
basis. The DALs for whole glnger for “insect fllth and/or mold"“f .
is an “average of 3 percent or more pleces by welght are 1nsect—
infected and/or moldy” andeor‘“mammallah excpeta” 1s,anufaverage

of 3 mg or more of mammalian excreta per pound” (Ref. 41).
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Because the DAL is‘estabrésheduhy'weight#?ﬁ/the whole ginéer, the
DAL for ginger wouldvappiy whether it is used as an ingreéient in
arconventional’feed er afdietarv:inéredient?in\audietaryy
supplement. Therefore, if we have"established”a\DAL'in tﬁe
_industry compliance aocnment for a conventional food ingredient,
that DAL also wouldfapplv“tewéhgﬁnEﬁﬁféﬁfentnwhen’uséd ééfé“<
dietary ingredient in a dietarv supplement until such time that
we would establish a different DAL for 1ts use as a dletary
ingredient (Ref. 41); However we do not have many dletary
ingredients that are#ingludedvln the DAL/cpmpllance gulde; We
agree that DALs may be needed for some dietary ingredientgf
especially 1ngred1ents like botanlcals that are subject to the
same type of defects (such as mold and insect parts) as other
food for which DALs have been established.\ We base DALs on
scientific information such as“iitéfétﬁiéiéﬁrvéyé; sCienti%ié';

market surveys, and laboratory analyses and also on infdrmation\

gained through physical bfantwinsﬁeEtYan” If and when we

S e s

determine that we have suff1c1ent 1nformatlon to develop Dth forwum

dietary ingredients, we w111 con51der ‘whether to do so.
Question 2. We requested comments on approprlate testlng
N J .

requ1rements to prov1de p051t1ve 1dent1flcatlon of dletary

ingredients, partlcularly plant’ materials, used in dietary

L S S T SR O

supplements.



58

The ANPRM explained that the misidentification df“&iétary“
ingredients, particu%erl?‘plant materials, used in dietar?
supplements may present a significant public'healthland“écdncﬁic”
concern. The ANPRM also noted that the analytical methodology
available for identifying many dietary ingredients is limited.
We invited comments,cn the technical and scientific feasiﬁility
of identifying different types of dietary ingredients. We also
solicited 1nformation on what constitutes “adequate testing” for
identity of different types of dietary 1ngredients, and, in the
absence of testing, &hat types of practices would be effective
alternatives to testing to ensure the identity of dlfferent types
of dietary 1ngredients. .

Comments generally supported requiring tests of somefkind to
positively identify dietary ingredients and to verify dietary
ingredient identity.v The commentsﬂputﬂfortn;diﬁterent,re%sons,
which ranged from ensuring public eafetyAto‘preventing economic
adulteration. Some comments euééestedvtﬁetlsnpnliere'ehaﬁld“ﬁe;
responsible for identifying the dietary ingredients”the&mgﬁﬁﬁi§w'4/'
to manufacturers and that manufacturers should bevrespcnsitle for

only verifying the identity of the finished product. Other

comments stated that the manufacturer should be responsible for =~

identification and shouldynot'rely on a supplier's certification.

Some comments raised issues relating to theiqctnal identity

e e e e e s

tests that should be:reccmmended‘or”reqdired and*diécnSSedhv
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analytical method selection and method options, use of aﬁé’
availability of official validated analytical methods, and
certification of testing facilities that‘condugt ideutithtests
on natural products. Some conments s;gnested £hat‘identié5 test
method options shoula include organoleptic\and'micrOSéQpie
methods and chemical analytical methods. The comments noted ‘that

selecting the apprcpriatel ethod is aepenaent)on/tne/typeﬁand h
form of the ingredient. Other comments said that ,\Amanuf,a,ct:ur\el;s
should be responsible fervseleering the appropriate methoq EQ~
confirm ingredient identity.} Most\comments reeommended thap we
provide guidance to industry in defining what comprises a@éddate”
testing for differenﬁ types of ingredients, but did not éupporu
regulations prescribing the test method or methbde fbrAéﬁebirie’
ingredients. |

Comments generally supported the use of a standard

compendial method, S?Chuéﬁ those publiShed\bybtﬁe‘USP dr"ﬁOAC
International. Where no publisheéd method ekists, the COmments
suggested that manufacturers should be respon31b1e for developlng‘
adequate and effectlve 1dent1f1catlon testlng procedures ;o
requirements, or praetices to ensure the identity of the qietary
ingredients they use{ One comment‘from a Vitamigwmauuﬁaggurer
noted that most of its préauéréwha?e”reeeéhiiedAand eétablﬁéhed‘
identity tests as part of their compendial status. Other

comments from botanical dietary supplement'mauufacturerswqpted
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that their current methods for identifying plant material are
adequate, but that they will, over time, be enhancedfby the
availability of more widely recognized methods and techniques as

a result of current work in this field. The comments noted that

identifying botanicals are not officially validated. 1If an
officially validated method is not available for a dietary

ingredient, several com mments suggeStea worxlng towards OACA

for

International validation and, in the interim, instituting peer

review of less formal test methods ; ther comments noted that““ﬂm'

?

the dietary supplement industry has begun an effort to develop
validated test methods for several botanical ingredients. One
comment suggested that it is important to develop methodsithat
are subject to peer rev1ew and to 1nst1tute a- certlflcatlon
program for testing fa0111t1es because the analy51s of naturalv”r
products requires spec1al1zed tralnlng 1n natural product;
chemistry. The comment did not indicate who (e.g., FDA or
another organization) should develop a certification program. =
Some comments only addressed identity testing of unprocessed

botanicals. These comments sald that for unprocessed botanlcals

d e e e

in whole or in part (e g. flowers roots, leaves, etc.)a T
organoleptlc technlques are suff1c1ent provided that accurate
records are maintained and that the manufacturing process

provides a paper trail of positive identification. One'cdmment
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suggested that“a'“VObéﬁer\spécimeh” (a sample of the plant
material) from the suppller along W1th a certificate of botanlcal
identity would be an\adeqﬁate’réédrdﬂ“'The‘certificate ofi
botanical identity would follow the material”thrbﬁgbztbevgw
manufacturing process, thus creating a paper trail. Thei&oﬁcher’
specimen 'would be held for a specific period‘of’time or, if
necessary, serVE”as'a“permanent record. |

Dietary 1ngred1ent 1dent1f1catlon is an 1mportant part of‘
CGMPs. We agree w1tb the comments’ that 1dent1ty ‘testing
requirements are needed but that no sipg}e.appreaehyer;test:
method maY‘be”appropriate'for evéry'dietary’ingredient.‘ Qerﬂﬁ
example, mlcroscoplc or organoleptlc tests mlght be approprlate/
for herbs or plant parts (because you can see; taste or smell

them), but not approprlate for amino ac1ds (which cannot be

identified by the naked eye or 1dent1f1ed by u81ng your senses)

A microscopic test might be appropriate for herbs that stlli have

their leaves or other distih§uishin§ marﬁs»erleharacterist?cs,
but not for ground-up herbs. Thus, we agree witﬁ‘tbeyééﬁﬁ%ﬁts)\
stating that the key;priﬁcipie in dietary ingredient "
identification testiﬁg isvto)establish‘aﬁ~appropriate\procedure
that will identify, with certainty, the dletary 1ngred1ents used
in making a dietary supplementf We agree that a guldance i‘

document on ingredient i&éﬁtity testlng may‘be useful, andiwe i
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will consider futurefdeVeidpment/ef ingredientiidentitywtesting
guidance documents. o

Manufacturers shouldube,reSponsiblejfor identifying the
ingredients that"they use in their products and, in addition, for
verifying that the d1etary
they make contain thefidentity, bdritY}'quality,)strength; and
composition that the manufacturer intends the product to have.
As discussed previously in this document, we haye found serieds
adverse events to be;relatednto dietary ingredient
misidentification. The manufacturer mist conduct identity tests
to ensure that they used the COrreCt ingredient to prevené
potential serious adverse ‘events. We discuss 1dent1ty testing
for dietary 1ngred1ents and dietary supplements later in thlS
document.

We agree with the comments that'certifidation of tesging
facilities could be an‘imnortant‘step inrensdring/analytidai"
quality. However, certiﬁiqatign,of“testing’faeiiitiesHisjentside:”

the scope of this rule. o

, . , Ve e \i“gtﬂ .
Question 3. FDA requested comments on standards that should

be met in certifying{tnat a dietary ingredient er/dietar? N
supplement is not contaminated With f£ilth; that it lS free ‘‘‘‘‘‘‘
of harmful contaminants pest1c1de reSidues or otheéyu
impurities; that ityistigrgpid}ogicall?“safe}:and;tﬁatﬁit‘

meets specified quality and identity standards.
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The ANPRM noted that, under § 11070, a £66d manufactirer may ~
accept a supplier’s éertiﬁieation‘that“its products do not
. ) bl

contain microorganisms, filth, or other forelgn materlal that

would adulterate the product instead of testing or evaluating the

As a result, we asked for comments
on whether a certification will provide assurance that diétary’
ingredients are not contamlnated 'or whether speC1flc testlng
requirements are neceSSafy o
Comments generally'Supported'relying on\a Supplier’sé
certification that a dietary 1ngred1ent is what it purports to be
and is not contamlnated ~ The comments stated that rellance on
the supplier’s certification should be an alternative to testing
raw materials to detect éié?gé}gaﬁiséé;Méiﬁéh)wggﬂfZQéigﬂ\?
material so long as the reliability of the supplier’s |
certification is confirmed. Most comments stated that
manufacturers are responsible for determining, on a\case{b;-caée'
basis, whether a supplier’s certification provides adequate
assurance that a dietary ingredient is what it purports to%be and
is not adulterated. \Sometéommeﬂts“baéedttheit}eubtort foti
relying on a supplier’skcertification on § 110.80(a) (2) th;ough
(a) (4); these provisions:alloﬁrfooé mahﬁfaotufEEé”toMreif gﬁ‘a“/
supplier’s guarantée:or‘oeitifiéation that raw materials oi\other 4
ingredients do not contaln levels of mlcroorganlsms or toxans

that may produce 1llness or are otherwise contamlnated The
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comments suggested various means forVdété%midéqgfthe:;e;i%éility
of a supplier’s certification, iﬁcludingrindependentvanal?sis,
in-house testing, and review of protoeelef”” |

Other comments stated that, because the CGMP reéﬁiatibﬁs in
part 110 permit reliance on a supplier's”éert{fiéatiénwaﬁd/“ \
because section 402(g) (2) of the act speC1f1es that the CGMP
regulations for dletary supplements should be modeled after the‘ww
CGMP regulations for food, a suppller s certlflcatlon for dletary
supplements must be acceptable. o
We have conSidefed“the comments Qn'WHethef:aysﬁpplief}e
certification could provide adequate assurance that a dietary -
ingredient is what it purports to be and is not adulterated. We
disagree that manufactutets may rely on such certlflcatlons to

determine that an 1ngred1ent is not contaminated, for example

with filth or mlcrootganlsms. Using a supplier eert;ficatiopﬁl

guarantee, or certification in lieu of performing testing on each =

shipment lot of components, dietary ingredients, or dietary
supplements is not appropriate because a supplier’s certification

or guarantee wouldvnet necessarily ensure that the identity,

purity, quality, strength, or composition of a Compoﬁent,gdietaryd‘\

ingredient or dietary suﬁplement is met. We dlscuss testlng
requirements and why we belleve that the use of suppller s
guarantee or certification is not sufficient ;n lieu of a ?4”"'

manufacturer’s own testing in more detail later in this document.
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Question 4. We asked for comments on whether a‘@@ﬁﬁﬂrﬁlelgl;éjj

should require manufacturers to establlsh procedures to*”""'

document, on a continuing or daily bas1s, that they followed

preestablished‘procedures for making dietary supplements.
The ANPRM no un
not require manufacturers to document that,they are foliOwﬁng
established procedures prescrlbed for manufacturlng a food.
However, the ANPRM also noted that sectlon 402(9) of the act doesi
not preclude us from adopting CGMP requirements for dletary
ingredients and dietary supplementg that have no‘counterpart in
part 110 if we have an appropriate basis for doing so.

Most comments generally supported requiring manufacturers to
develop and follow written procedutes and noted EHat the industry
outline in the ANPRM would require written procedures for many
processes and functions. Some comments noted that writteni |
procedures and day-to-day reCOrds“doCumenting\that the procédures

were followed will ensuré ‘that produCES'are safély and“pfbberly*‘"

« ~> s a«:mfé s x\ e

flrmed

manufactured on a day to day baS1s and that thls can be c”n
by periodic independent internal audits. One comment stat%djthat
the manufacturer should be responsible for ensuring, throuéh
employee training, self-audit programs: and batch/records[fthat'
quality control and other procedures prescrlbed for the .
manufacture of a dletary supplement are properly and dlllgently

executed. Other comments stated that it is good bus1ness

P
P
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practice to ensure product quallty through perlodlc rev1ew ‘of
records and quality control audits and that fallure to esgahllsh
procedures will result in product recalls,‘poteﬁtial iuﬁury; and
litigation for damages for defective goods. |

Some comments objected to any requlrement for wrltten

procedures or documentatlon that the procedures ‘were followed

The comments stated that section 402(9)(2) of the" act states that

dietary supplement CéMPs;musE'be modeled‘afrer hhe/foodfCéMPid
regulations and the food}CCﬁPfreﬁulations do not require Qritten
procedures or documentation that procedures were followédif“

We agree with those comments)rhat support”theddeﬁelop%entM
and use of written procedures’by manufaéﬁurerg“éﬁa‘ére 4
final rule. We are prop031ng requlrements for documentlng
certain operatlons and processes whlle not requlrlng wrltteu
procedures to remove . underlylng costs for establlshlng and
updating such wrltteh procedures whlle preserv1ng the records
necessary to permit trace back. ihen mamufacturers develop and

follow written procedures suchrprocedures help\to ensure that

manufacturers produce a consistent dietary ingredient or dietary =~

supplement that is of a predictable quality and that is not
adulterated. Following written procedures and documenting
compliance with those procedures will ensure regular performance

of a firm’s established programs and procedures and will provide
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additional assurance of effectlve communication of approprlate
information from the firm management to the llne personnel We
invite comment on whether wrltten procedures should be requlred‘
in a final rule, and'Whetﬁeriﬁﬁere;areﬂoﬁher 9?§?éin?§f;§h§tvwem\\
should include in a final rule. We discﬁss wrftteﬁ”procedoresA
for various stages of manufacturing, packaging, labeling,i
holding, and for handling consumer complaints later in‘this
document . | R 1 | - T

We disagree, horever, that records are not oecessaryﬁtoNshow M
that certain operations ahd processes are belng performed.
such as calibrating 1nstruments and controls;(manufactprlgg a
dietary ingredient or diéﬁaiy”éﬁﬁpiéméﬁﬁ“Eéﬁéﬁi“énd”hanaifﬁg“
consumer complaints Were”ﬁerformed. We further dlscuss the basis
for the proposed recordkeeplng requlrement for certaln operatrons/
and processes later in this document. We belleve that sectlon o
402(g) of the act allows us to réqdire”written procedures and
documentation that the procedures were followed. As explained =~
previously, such records may be necessary for ensuring thar
dietary ingredients‘and'dietary’shpplements are manufaccured,\
packaged, and held'consisceﬁt‘with‘these”regulations MoreoVer,
we believe that the fact that the food’ CGMPs in part 110 do not:

have recordkeeping requlrements does not preclude us from



Question 5. We(invitedwcommentvonwwnetner:aietarym”:W
supplement CGMP?reguiations/should‘require that firns have
competent medical authoritiesﬁevaluate reports ofﬂinjuries
or illnesses and to determine if followup action is
necessary to protect the public health A |

H e et

The ANPRM explained that many dietary supplements contaln

pharmacologically active substances, which dlstlngulsh dletary
supplements from many fO?QSn apgmsgme‘dietary supplements?may
contain potential aliergens:“ Eecauseythe“characteristicsémay
result in adverse evéﬁté“ﬁh‘ééftgiﬁ cénsﬁééfs{«né asﬁééﬁQHééhéé*\
we should consider requiring firms to take certain\actioné”with
respect'to reviewing AERs. We also sought commentsvonrwhether a
CGMP rule should reqﬁiré“fifaé”ﬁo'és;abi{éh“§£éé§dﬁiésv%é}j4
determining whether a reportedﬂinjurg constitutes;a seriou? ,U
problem, and‘whaﬁ“éétibﬁg“afé“EB'%é”ﬁéﬁéﬂ\whéh‘ééiiaﬁs”pféiiéms”””

T S L T R

are identified. o
Comments generally opposed requlrlng manufacturers to
establlsh a procedure for evaluatlon and followup of reports of
illness and 1njur1es. Comments also opposed requlrlng that a o

competent medical authorlty evaluate all reports of 1llness or

injuries to determine if\followup action is necessary to protect

the public health. Some comments, opposing requiring written

R N T

vel ‘gi\. T e e
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procedures and evaluation, suggestedNalternatiVés to
requirements, such'aékﬁsing the Centers for Disease Céntrél andN
Prevention, poison control centers, FDA’s MedWéﬁéhwpfééfg%fﬂéﬁaﬂ’M‘
consumer complaint files to monitor and record iﬁjurieg/aﬁé\
illnesses attributed to marketed products.

In contrast, several comméhts supported a requirement for
written procedures or medical evaluation of serious adverse
events. Some comments stated that an evaluation procedure is
necessary ‘and that ménufaétureis are’ahd/should be)réspohgibie
for establishing‘pro¢edur¢é to respond appfbpfiétely to r%ports
of serious illness and injury that may have resulted fﬁom ﬁsﬁhg<a
dietary supplement. Other comments stated Fhat\medical

evaluations are not necessary because manufacturers should be

using appropriate internal quality control procedures within

their quality control units or elsewhere to identify the cause of =

adverse events and réspond*appropriétély{
We agree with tﬁoéé>ébiﬁenﬁé:étatiﬁg\tﬂééhﬁghhﬁéétﬁfé§§:5£é‘
and should be resppnéiblé*fdfwéV51uétih§”céﬁsuméfxéémpiéihéé;
Manufacturers have an ObiigaﬁfaﬁmEBWéhéﬁféwEhéﬁ?{héwaiééé}§M%gWl(”@‘ﬂv
supplements that they put on the market atéwnpt éduiteratea or
misbranded. Consumer complaints about a diéfafy”supplémehé might
indicate a CGMP—rél@ﬁgd prébIém"aééociateg;wiﬁhHa;dieﬁary j/'
supplement. For exaﬁple, a consumer cémpiaint might ident%fy éw

previously unknown manufacturing deviation that caused a batch of
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dietary/supplements to be adulterated. Thus,\a‘procédurgffpr
reviewing and invéStiQaEiﬁé édhéﬁmgr“éémpiéiﬁtéuis redomménded;
Records of consumér‘édm@iginﬁswféiétéa'EswﬁéﬁggfpahdﬂfhéVfé&iew”m“”
and investigation ofysuch records, are necessary and we discuss
such a record requirémént‘laﬁefﬂin‘thié“dééﬁﬁéﬁgl4'fn‘fhé€<‘”;W
discussion, we addrégs what we mean by arcéﬁéﬁmercéﬁpléiat and
we address the comments on the type of evaluatlon that wo@ld be
necessary for consumer complalnts and whether the commenté'
suggested alternatlves\tgiwr;tten procedures and medical
evaluations are sufficient to idenﬁify potential conéernsf
evaluation arguing thatysuch reQuirements go beyond the CGMPAV
regulations for food;and;ltﬁérefbié,tﬁoufd’ﬁépédﬁtréry topéééti6ﬁ:
402(g) (2) of the actf—'Cﬁﬁéfwééﬁﬁéﬁt§%éiéiﬁéé that written
procedures would present unwarranted potential criminal
liability, that there are many unsubstantlated 1njur1es and
illness inherent in the food industry, and that” dietary
supplement safety prdbléms éré‘raré;"’These cohﬁents also ééaééd
that a costly and burdensome safety éﬁrVeiiiahée:SYStémwi$5ﬁbt
warranted for these products, that the term “$exious adverse
event” is ambiguous, and that most manufacturéré lack tfaiéed
medical personnel to serve this function.

Because we have found dietary Supplémentlprobiems thaé»couid
have been prevented by CGMPs and that resulted in prodqqt

PRI N

PR
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recalls, we find that manufacturers must be able to 1dent1fy

these types of problems W1th thelr products. ’It 1s a

manufacturer’s respon81b111ty to do so. We disagree with those

comments stating that‘%é\do’not HaVé”lééaI’aﬁtﬁorftydfo‘reduire a

manufacturer to evaluate consumer complalnts as we propose tov“
define that term in this proposed rule |

We also disagree that written procedures would present
unwarranted potentiai criminal liability. Persons subject to

regulation under the act and 1ts 1mplement1ng regulatlons may

face civil or crlmlnal action 1f they fail to comply With the et

or our regulations (see, e.g., sections 301, 302, and‘303j121

i

U.s.C. 331, 332, and 333) of the aét) The fact that’ such an

outcome is possible under the statutory scheme does not’ mean that
a provision that would requlre written procedures and evaluatlon
of consumer complalnts is “unwarranted.” If we wereyto acpept
such a claim, then we would find it difficult to issue éﬁy;
regulation to 1mplement the act, and thatmresult‘wouid”cohilict
with our obligation to protect the public health. ,‘Thé%éfﬁ?é,f@;”“’
reject the comments’ argument regarding potential criminal
liability and its effect on rulemaking. =~~~ Z
We also disagree with the claim that there is no basis for‘
requiring an evaluatron of aavérse’éveﬁté*ﬁécéﬁgé theré\are‘many *

unsubstantiated reports of injuries or illness and because

dietary supplement safety'probIemsWare”rare;'mfﬁmtﬁewpastlm%M”"”MMH”’
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voluntary reports of 1n3ury or 1llness have 1dent1f1ed
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adulterated dietary supplements Consumer complalnt reports
associated with the use of’marketed}dietary supplements, sugh‘asu
D. lanata contaminated plantain, identified thejneed for\fﬁitheri
investigation and led to recalls or warnings to protect the
public health (Ref. 6). Evaluation of consumer complaintAgeports
can reveal patterns of adverse events that assist us and |
manufacturerS“inhidentifying‘the need for further\investigation
to determine what public health actlons are needed. | ; |
For example, assume that, after ‘you 1nvestigatewan AEéMh?out
find that the product‘containedﬁanlingredient that should not
have been used and that the ingredient caused the adverse éﬁent.
The fact that the w;oﬁg ingredient;appeared‘in“your producéuﬁouldyf
indicate that some type of problem occurred in your Vmax%ﬁffaéturif%s )

process of that product. Once youxidentify the ingredient‘as the

‘cause of the problem,iyou would be ableftpwtageﬂsgeps\toirémOVe””““

any such product from the market and prevent the problem from ’
recurring, helping to ensure product quality and purity,‘and
restore consumer confidence that your products contain the:
correct ingredients.i In short,/investigationshogxcgngumer;; N
complaints benefit both manufacturers and consumers and these‘W’
benefits will exist regardless of whether there are many or few

injuries or illnesses believed to beuw% aﬁed w1th your '

product.
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Question 6. We invited comment on whether a CGMP regulation

for dietary supplemehts”Shindwxéquire,manufacturers/ﬁo
establish procedures to identify, evaluate, and respond to
potential safety cOncernS'with dietary ingredients. We‘

asked whether such an. evaluatlon is ne sary, and, if so,

what elements, need to be 1ncluded in, such an, evaluatlon and

their relative 1mportance (e ‘g the presence and potency of

pharmacologlcally actlve substances the presence of
different mlcroorganlsms, the presence of dlfferent

ontamlnants and 1mpur1t1es) We also asked whether we

v

should requlre that these evaluations be documented in ai;;f)

R

firm’s records, and, if so, what type of records would be

adequate to document that such an evaluatlon had occurred

In general, the commentsyoppoSed requlrlng‘manufacturers to

i

establish procedures to 1dent1fy, evaluate, and respond to
potentlal safety concerns with dietary 1ngred1ents. Most

comments claimed that such procedures are unnecessary because

dietary ingredients have:athstgry of sarevuseilnvfood\and%thgt»

i

DSHEA is based on thls hlstory of prlor use in food Other R
comments argued~that,‘because”DgﬁgAZaswbaggdbpn a hlstory of

prior use of existing dietary supplements,and,estab;rsheg&awwum,

notification procedure for new dletary 1ngred1ents, a requlrement

concerning potential safety concerns for dietary 1ngred1ents

would be beyond the scope of this rulemaking.
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Several comments noted that for thoseldletary lnéredlents
that do not have a hlstory of safe use 1n food and are cons1dered
“new dietary ingredients,” as deflned‘;njsectlon 413 (c) of the
act, DSHEA established”procédures"for‘evaluating safety concerns.
Section 413 (a) (2) of:the act requires a manufacturer tdréébﬁiétéwjt
“new dietary ingredient” notification to FDA 75 days before
introducing or delivering a dietary supplementycontalnlngjahneu
dietary ingredient into interstate commerce,‘themnotificationp
must provide the basis upon which’ the petltloner has concluded
that the dietary supplement contalnlng the new dletary 1n§red1ent\'

is reasonably expected to be_safe. Thereﬁore the comments

argued that prdceduresﬂtoMidéﬁtlfyckeyaluate ‘and respond to

potential safety concerns are not necessary in a ceMp rule.ymlw"whww'

Other comments .stated that FDA should not requ1re procedures

to identify, evaluate and con51der potentlal safety concernsrlpfgjy

with dietary’ 1ngred1ents because manufacturers already have an’
essential and crltlcal respon51b111ty to substantlate the safety
of the dietary 1ngred1ents they use in manufacturlng a product.
The comments suggested that FDA does not need to requlre wrltten

- AP 4

procedures because manufacturers must consult the generally known
and generally avallable sc1ent1f1c llterature to determlne that a»
dietary ingredient is safé."Some'comMenEs"sug§e§ted“that;f

instead of FDA requiring safety evaluations, a third-party could

evaluate safety concerns."Seyéral\cohments:suggested that
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manufacturers who usé dietary ingredients that have little =
history of use in food in the United States should retain

documentation concerning the dietary ingredient’s safety. One

the types of acceptahle‘“history of use” standards for dietaty
ingredients having little history of use iﬁxfbod“in/thedﬁiited’
States and to describe the documentation that would be neédede
regarding a dietary ingredient’s safety. ;
Although the comments focused on the safe£§”of”ﬁéihg ?”‘
particular dietary ingredients, the safety concerns described in
question 6 actually consist of two concepte: fl) Is the product
formulated using safe dletary 1ngred1ents ‘and (2) is the product
manufactured, packaged, and held in a manner that would hot
adulterate or misbrand the proddct? "The proposed rule fédhées“on
safety concerns related to the:latteffcoﬁcept.itépecificaiiy, the
proposed rule foCuseéVoh:thefsteﬁeiahdfpfoceéseswueed;ih/thé”
manufacturing, packaéing, and holding of the product to ehéure
for example, that the product has the 1dent1ty, purlty,/quallty,
hetfength, and comp081tlon clalmed and does not become adulterated
or misbranded. The agency notes that no comments appeared to
argue that safety iééﬁes fé1atiﬁ§‘£b potentiai<cohtaﬁiﬁatipnqor
adulteration related:to,manufactuting processes are‘odteide’

CGMPs. As the comments recognize, manufacturers have an
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essential and critical responsibility to substantiate the safety
of the dietary ingredients they use in manufacturing a product.
Section 402(g) of the act is not thé only provision felevant
to whether a dietary ingredient or dietary supplemenﬁ may'be
deemed to be adulterated, Sectidnf402ff)(l) of the act, iﬁ part,
declares a dietary supplement to be adultérated if it: | |
. Presents a‘significant orVunreasonab}eérisk Qﬁﬂéll???é
or injury under conditions of use described in the
labeling’or, if no conditions erusé are suggested or
recommended in the labeling, under o?ainary conditions
of use;
. Is a new dietary ingredient for which there is
inadequate information to provide reasonable assurance
that the dietary. ingredient does not present a
significant or unreasonable risk’of illneés of iﬁjury;
or
. Is or contains a dietary ingredieht}thatkyendetg it
adulterated under section 402(a) (1) oﬁmphe’agtkuyder\
the conditions of use recommenged‘orﬂsuggested‘ih the
labeling. (Seétion 402{35(1) af“tpgjaé;,aégléféé’ai“'V
food to be adulterated if it contains substances that
are poisonous or deleterious substance that may render
it injurious to health.)
Additionally, section 301(a) of the act prohibits the »'

introduction of adulterated food into interstaté commerce.
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~So, for a dietary ingredient or dietary supplement
manufacturer to comply with sections 301 (a) and 402(f)(1) of ‘the
act, it must take steps regarding potentlal safety’ concerns
before it markets the product. Otherwise, if the manufacttrer
had no obligation to evaluate possible safety concerns befere'
marketing a product .sectlons 301(a) and 402(f)(1) of the act
would not make sense and the manufacturer would be actlng
contrary to the basic congressional intent behlnd DSHEA, whlch
was to ensure that safe dietary supplementé(a;eMayai;aplewfo
consumers. For example, assume that a manﬁfacturef Waﬁted te ”
market a new dietary ingredient but lacked evidence to ehe;’that
it is safe. Under section 402 (f) (1) (B) of the act, the
manufacturer must have adé&ﬁate“iaferﬁationfte‘étévide/reaeehable
assurance of the dietary ingredient’s safety before it ﬁarkets
the dietary ingredient; 6therwise, theldietary ingredient is
adulterated under section 402(f) (1) (B) of the act,kand‘section
301(a) of the act would prohibit its sale in interstate commerce.
Thus, the manufacturer has a statutory obligation to examine
safety concerns relatingato the dietary ingtedients it usee
before it markets the product.

The proposed CGMP rule focuses on eneuring that the
manufacturer knows what it is putting in~its preduet and ie
manufacturing, packaging, and holding the/produtt in a manﬁer

that will not adulterate or misbrand the product. ¥or example,
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assume that you use a particular herb aswyOQr‘dietery ingredieht.
However, there are differépt'épecies of cﬁet\herbf“fsome epecies
are poisonous; others are not. Additiondliy,‘thefe are
variations within the same species of herb depending on where the
herbs were grown. Some variants may contain higher levels of e
particular dietary ingredient or marker compound than other

variants. "how do you know whether you have the rlght herb
meets your specifications? CGMPs would requlre that you check
the 1dent1ty of the herbs you recelve by do;ng so you would be -
able to tell whether you have the correcﬁ”herbs, whether your
herbs are poisonous, or whether they\meet/yoﬁrfepeciﬁications.

In this example, the potential safety concerns involve the
dietary ingredient itself’réﬁhervthen aﬁ?‘iseﬁe concerning
contamination which would adulterate or may lead to adulteratloo
of the dietary ingredienc,yand thus, the dietary supplemeni which
contains the dietary ingredient.

As for the commentS"argumehﬁs concerning a dietary
ingredient’s hlstory of use, we do not need to address hlstory of
use as part of this CGMP proposal CGMPs focus on how a product
is made under current manufacturing processes. A dletary
ingredient’s history of qse‘does nbﬁ'providé.ehy‘éSSureﬁcewthat'a
particular product has the identity, purity, quality, sfrehgth,

and composition théﬁ'itqurports'toAhaVei Further, history of
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use does not necessarily provide any assurance that a particular
product would not pose a”signlficant or unreasonahle‘rish of
illness or injury under conditions of use’reoommended or
suggested in the labeling or under ordinary conditions of use.

As for those comments dlscuss1ng whether manufacturers or
other parties should evaluate potent1a1 safety concerns; the
proposed rule would require a manufacturer to evaluate a consumer
complaint to determine whether the complaint relates}toigood
manufacturing practices. Such an evaluatlon would” 1nclude
possible hazards to health resulting from thekmanufacturlng,
packaging, or holding of a product. Nevertheless, you should
note that, insofar as compliance with the act and any CGMP
regulations are concerned, persons who market dietary ingredients
and dietary supplements always remain respons1ble for thelr
products. If the manufacturermmarkets the product “1t would have
to meet all proposed CGMP requirements, if the agency finalizes
the rule as proposed. 1f another person buys alproduct (suoh‘as
bulk dietary ingredients) from a manufacturer and distrihutes the
product under its own name, that person must meet all appllcable
CGMP requlrements . o | *

Question 7. We*lnviteé cdmaeﬁtfon“wﬁééﬁéiigbéeiflé“ébnérals

are necessary for computer—oontrolled;or4asslsteémoperations

and how best to ensure that the software'programsland

equipment used to direct‘and monitor thelmanuﬁaoturrmg
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process are properly designed, teSted, validated;’aﬁd'

monitored. o | v | -

Comments generally supported specific controls for‘computer—
controlled or compute asSiSted operations. One comment
suggested requiring manufacturers to confirm, by adequate and
documented testing, that their computer‘software(programs perform
unctions when c omputers are used as part of an
automated production system having a significant and direct
impact on prodict safety. Another comment suggested requiring
that software programs and equipment used'to ditect‘aﬁd mopitot
manufacturing processes are properly des1gned tested, evaluated
and monitored. The commentwaddedhthat, if we con51derﬁlmpo51ng
specific requirements on how firms)document'thewadequacy of'their
computer-controlled or assisted opetatious, wemshould address
those recommendations thﬁohgh“adguidance;documeﬁt’instead‘of
issuing regulations. S a “ALfV0M\~I/”’4< o

We agree that computef—controiled»ox‘compute;-assisted /
operations need to be properly designed, teSted,‘evaluatedi'and
monitored to ensure that the computers ‘do what they are supposedw
to do. Manufacturers should conflrm by adequate and documented‘
testing, that their computer software programs perform thelr
intended functlons because computer use as part of an automated
production system has a significant and direct\impact on"produCt

safety. Computers are an important controlling piece of

,,,,,,,
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equipment in the manufacture of dietary supplements‘bec\ausemtheyw
often direct and‘controlvkey steps‘or prOcesseswdnﬂthe/
manufacture of dietary supplements. If compﬁters do not‘operate
correctly, the dietary suppiements manufactured using those\
computers may be adulterated. "

Several comments supported requirements‘for specificl
ation-of-operation mandates like
those in the CGMP regulatlons for drugs. One comment suggested
that we regulate computer—controlled\andchmputer-assisteddy
operations for dietary supplements in the same way that we
regulate such operations in the pharmaceutical industry, but only
where an operation is directly related to the product’'s
concentration or purity.’ One comment suggested thatfweucohsider
adopting the computer controlled and computer assisted procedures
specified in the proposed infant’ formula CGMP. |

We propose general requlrements to ensure that equlpment is
suitable for its intended use. However we seek comment, in the
proposed rule, about whetheriwe should 1qc;ude requirementé};
written procedures, and records for equrpmentNveriticetionsend
re-verification. We request comment on Whét &eriﬁication
manufacturers should be using in their computer-controlled or
computer-assisted operations‘to ensure thet a dietary ingredient
or a dietary supplement that is produced’ 1s not adulterated

during manufacturing. In addition, we request comment on whether
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we should issue guidance documents on verifiqatibﬁwprocédures for
use with computer-controlled or‘computer—aSSiStéd operatiéns.
Guidance documents generally represent FﬁA’svadvice or current
thinking on a particular matter and are not binding on any
person. In contrast, regulations create enforceable requirements
that apply to all personé engaged in the same’action or who make
the same product. o

As discussed in greaﬁer detail latef’inyﬁhié documeﬁ;,
certain processes are neceséary to ensﬁré Ehép</ ‘
computer-controlled or computer-assisted equipment functions
properly. This is because of the important role of such
equipment in manufacturing. For example, if éombuter—con;rolled
or computer-assisted equipment is used to contrql dompoﬁeﬂts,
inprocess materials, and”rejected'ﬁaterials unsuitable for use,
the operation must function as expected to ensure thét components
suitable erNuse in’ﬁanﬁfapﬁgfing‘aiéta;y ihg;ediénﬁs“and”aiépé;y
supplements are not mixed up with components hélé ﬁhdet‘
quarantine such as those components that have be?q,rejectéq‘as
unsuitable for use. If computéer-controlled or chputer—aééistedA
operations are used for the addition and mixing of cbmpbﬁéﬁts;
they must function properly to ensure that the correct components
are added and appropriately mixed to avoid producing a digtaryy
ingredient or dietary supplement thét is adulterated. cOﬁputer-'

controlled or computer-assisted operations are not perfect;
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computers are subject to malfunctlons and “bugs” (errors) in the
software they use. Problems with data entered 1ﬁto the computer
may produce unreliable results. For these reasons, specific
controls for computer—coﬁtrolled or\ceﬁbﬁéerQSQSIétedﬂbpe%étieﬁs)m
are necessary to prevent the manufacture of an edulterated\
dietary ingredient or dietary supplement; o

A few commehts stated that no specitie reéﬁirements for
computer-controlled or computer-assisted eperations are needed
because computer hardware and software areesimpiy‘speéialized
plant equipment so that no special regulations are neededg\“

We agree that computers are specialized‘piéees of'plant
equipment and, therefore, should be subjeet to’additionélz
requirements beyond those WEichAweﬁld apply t%”ble?tﬁéﬁﬁipﬁéﬁti”
Computers are specialized piecesiof equiﬁment'because they ere
subject to malfunctions and “bugs” (errors) in the éoftﬁare, they
are reliant upon data entered into a computer, endNthey may be
used to perform important roles such as ébmpdnent’or_dietary
ingredient identification, measuring components and dietary
ingredients, and«quarantiniﬁg materials. Consequently, prbposed
§ 111.30 would establish requirements for automatlc mechanlcal
or electronlc ‘equipment. ; The proposed requlrements would eover,
among other things, automatlc equlpment de51gn and routlne
calibration, 1nspect10n and checks to ensure broper performance.\

As stated previously, we are seeklng comment on whether we should
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include requirements for verification and re- verlflcatlon of
automatic, mechanlcal or electronic equ1pment eﬁd processes and
whether we should 1nclude requlrements for computerlzed sféééﬁg :
that are separate from requirements for,gphemeeqhanicallgrb_‘
automatic equipment. Wei&isgpss prbpqsedA§ 111.30 in greeter
detail later in this document.

Question 8. We asked for comments on whether certain, or

all, of the requirements for manufacturing and‘handlihén

dietary ingredients and dietary supplementsimay be mo?e
effectively addressed“Ey\a:tegulaﬁion“baeed¢dn the
principles of Hazard Analysis and Critiee; Centieliﬁoint

(HACCP), rather than the system outlined in the industry

"submission.

In the ANPRM, we noted that, because of the wide variety of
dietary ingredients and dietary supplements‘ahdwbecause/dfgthe
heterogenous composition of the dietary eﬁpplemeht induétf?,
CGMPs based on HACCP principles may proviae ;’&5fe'£ie£i£1é aﬁé
less burdensome regulatory framework for manufacturers and
distributors than the approach set out in the industry
submission.

Most comments opposed ba51ng a CGMP regulatlon for dletary
ingredients and dletary supplements on HACCP pr1nc1p1es \ Most
comments supported applylng tradltlonal CGMP requlrements on

manufacturing, packaging, and holding to dietary ;ng:ed;enps“egq<
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dietary supplements:‘ In\éeneral the commentswthatwopposed’
requiring HACCP for dletary 1ngred1ents and dletary supplements
asserted that: (1) A HACCP program would not be appropriate
because HACCP focuses on microbial contamination:of produots that
provide a favorable environment for growth:ofkmlcrobes that may
be present, and these hazards are not a maior conoernmforwdietary‘
supplements; (2) CGMPs are the best means of assurlng the safety,
quallty, and composition of dietary 1ngred1ents and dletary
supplements; (3) HACCP is not required for’theyfood industry as a
whole; and (4) HACCP woﬁfawpfévidefﬁfﬁiﬁai;iﬁéféﬁéﬁﬁéi”¥ai§é”aéy'
significant additional costs.

Other comments opposed mandatory HACCP\regulatlons for
dietary 1ngred1ents and dletary supplements, but sald |
manufacturers could 1mplement voluntarlly HACCP 1nstead bne
comment, which supported voluntary 1mplementatlon of HACCPL
wanted manufacturers to be‘exempt from haylng‘towdlsclose hACC?
records to any Federal agency. |

HACCP principles can be applied to a broad range“of
manufacturing practices and HACCP principlesﬁarehnot'soleli
focused on microbial contamination, but 1nstead ‘are 1ntended to
identify and approprlately,control stepsxln manufacturlng where
any type of adulteration can occur. Nevertheless after -
congidering thercomments,”me have decided to propose aACGMé:

approach for dietary ingredients and dietary supplements. We
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believe that CGMPs would'establish a system ot controlsltnat(’
given the variations in size, technological sophistication, and
regulatory experience among dietary ingredient and dietar§
supplement firms, would create a‘strong regulatory foundation
throughout the industry.

You may voluntarily choose to impleﬁent a HACCP plan'that
meets the requirements of the National Adv1sory Commlttee on
Microbiological Cr1ter1a for Foods, however proposed part lli
would still apply to you (Ref 42) Any HACCP plans that also
are 1ntended to meet the records requlrements under proposed part
111 would be treated as records under th1s proposal

Question 9. We 1nv1ted ‘comment on whether broad CGMP

regulations will be adequate, or whether it ‘will be

necessary to addressdthe operations of/particular'segments
of the dietary supplement industry.

Most comﬁents supported broad ccméjfeé&iatiéﬁgf25§é£§£guaii”
segments of the dietary suppiement industry instead of specific
regulations tailored to distinct segments of the industry‘ﬁ One -
comment stated that the dlfferences between dlStlnCt segments of
the dietary supplement 1ndustry, such as manufacturers of raw )
materials or distributors of flnlshed products, are no more’*
pronounced than similar segments in the foodwindustrYL AhgtherAv”
comment stated that having numerous CGMPs could subject raw

materials and dietary 1ngred1ents to multlple CGMPs, thus maklngﬂ
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manufacturing operations mpfe\compiéi. This cbmmént’also:
questioned whether issuing multiplékreguiétiohé‘félﬁéﬁésééky or
economically justified in an era of llmlted corporate and
government regulatory resoufces. Other comments eﬁpha31zéd the
importance of ensuring that all dietary supplement manﬁfadtu:ers
(i.e., both snall and large manufacturers, and foreign
manufacturers planning to import dietary supplements into the
United States) follow the same CGMP requirements.

In contrast, some chﬁments éupéorted arafting regulations
for particular segments of the dietary supplement industryl' One ~
comment stated that certain stages of thevmahﬁféétufing proéess,
such as the distribution)of raw dietaryﬁihéréaiéhts: éhbgiﬁmbé”
more strictly and comprehensively regulated than other stages
because potential hazards are more prevalent duringNthesév
manufacturingystages. The\comment stated that conversely,‘the
holding, distribuhion, and sale of a flnlshed dletary suppiement
may require less comprehensive regulations because they are
subject to fewer potential hazards. Othér coﬁmghts)éubporhéd"
different levels of safety testing for aifféﬁéhﬁfﬁyﬁéswafoaiéﬁ%#yh
supplement products. Faf‘ékémﬁlé; ééﬁe éhﬁﬁghééi%éiéthhéhiw) |

products such as melatonin and dehydroépiandrosterone resemble”

drugs, so we shoula’réquiré saféty'téstiﬁgwfﬁ’éﬁiﬁgiébéﬁdwhﬁméﬁgm o

and impose druglike CGMP requlrements for manufacturlng. Another

comment stated that less strlngent CGMPs would be approprlate for

By e T a2es gy g
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herbal dietary supplements because they have long histo:iés of
food use and safety.

We agree that some manufacturing operations are subject to

accordingly. For example, there are microbial hazards asspciated
with raw botanicalsr To address these hazards, the proposal
would require that you perform tests on thetbotanicals. On the
other hand, there are féwer”hazafdéwassééiéﬁédzﬁiﬁhVhbiainéméﬁa
aistribucing finished dietary supplements, so the proposal would
impose less comprehensivé iequirements for holding and
distributing operations.

We are persuaded by the comments that support a broad CGMP

regulation as preferable to multiple regulatlons focused on

particular segments of the industry. We agree w1th the comments .

that multiple regulations might be confusing and burdenspme,
especially to firms thgtymanyfaqtgfe prodpggskthat,fa}iqiﬁéo'
multiple categories. For’instance, it would be easier for}
regulated firms and for us if firms were required to adheré to
one set of CGMP requirements rather than'félIOW, for eXampie,‘one
set of CGMP requirements erkvitamins and a different éét of CGMP
requirements for minerals.

We also recognize, though, that there may be some reasons to
treat different types of dletary ingredients or dietary

supplements differently in specific instances. For exampslé}“”‘i\t':‘~
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may be appropriate to require one type of test for conflrmlng the
identity of amino acids and another type of test for conflrmlng
the identity of herbals. However, for the reasons dlscussed
previously, we are proposing to establlsh one set of broad CGMP
regulations for all types of products.‘ Because we recognlze that
one set of specific‘requirementskmay not be apprOpriate<for all
types of dietary ingredients and dietary supplements{_wenhave),
proposed regulations that allow manufactnterspto develop
practices to meet CGMP requirements. Dependlng on our experlence
with this proposed rule, we W1ll cons1der whether we need to
reevaluate our decision to establlsh one set of requlrements for
all dietary ingredients and dletary supplements.

We agree with the comments that the proposed rule should not
make any d;stlnctlon(betyeen d}etary ingredients or dletary
supplements made in‘therqnited“States\and:thosevmade”in a foreign‘
country. The proposed rule would require that foreign firms that
want to export dietary ingredients and dietary supplements to the
United States manufacture, packageh and,hoidldietafy‘ingfedients
and dietary supplements consistent with proposed part 111.
Moreover, under this proposed rule, if a U.S. flrm contracts w1th
a foreign firm to package dletary supplements for saleAln the o
United States, the imported product would have to comply w1th the
requirements in proposed part 111. Inpadglt}on, ‘the U.S. ﬁirm

- would be required to meet all applicable CGMP regulations under
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this proposed CGMP ruleﬂrelated“tofthoee;acﬁiﬁitiee;iﬁfph{éhflt)
engages under the proposed rule. We invite comment gqphogwbest
to ensure that dietary ingredients and dletary supplemente
exported to the United States have beehymangiaqtpred, packaged/
and held consistent with part 111.

This proposal does not include reqaifehente\for safety
testing in animals and humans for certain types of dietary
ingredients and dietary supplements. As discussedlin several
parts of this preamble, you are responsible for ensurlng that the
dietary ingredients or dletary supplements that you make are safe’
prior to marketing such products. Although‘Weiare“fbéﬁSing“cn
the manufacturing steps 1n actual production and dlstrlbutlon of
dietary ingredients and dletary supplements there may be the
need for specific regulations related to the use of animal
tissue. We invite comment on whethe;kthexewls”ahheed4feggegeh‘
specific regulations. |

III. Description of the Proposed Rule

This proposal will supercede what the agency said’ahoﬁt”the\

placement in Title 21 of the Code of Federal Regulations for any

regulations resulting from the proposed rule for dietary
supplements containing ephedrine alkaloids'(62jFRf306787 aﬁne“4;
1997) . That proposal included proposed“reViSioné of partllll and
the table of contents for part 111 and we are now prop051ng those

for 21 CFR part 112 (as explalned below) .
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This proposal for dietary supplement CGMPs amends part 111
(21 CFR part 111), revising the heading from “Current Good
Manufacturing Practice for D1etary Supplements" Lo “*Current Good
Manufacturlng Practlce 1n Manufacturlnq, Packlnq '5£', ldln

Dietary Ingredients and Dletary Supplements.” Proposeddpartrlll,

with the heading “Current Good Manufacturing Practice in

Dietary Supplements,” includes only the éGMP for“dietarfkk
supplements and the tableeofecontentsAcontainspcateéoricaiféGMbl'
practices in subparts A through H.

Further, we propose the heading and table of contents for
part 112. Proposed part 112 has the heading “ReStrictions)for
Substances Used in Dietary Supplements.” The table of contents
for proposed part 112 includes Subpart A “General Prov1s1ons”'ﬁu
[Reserved] ; Subpart B “New D1etary Ingred1ents">[Reserved] and
Subpart C “Restrlcted Dletary Ingredlents” [Reserved] Proposed "
subpart C would include restrlctlons for substances used 1n
dietary suppleﬁents such as the proposed rule for dletary
supplements contalnlng ephedrlne alka101ds 1f flnallzed.

These proposed changes are made for ease of ‘use and clarlty
CGMP regulations w111 be found more easlly 1f located 1n one
part, part 111, and clarity will be enhanced by using subparts to
organize categorlcal CGMP practlces Slmllarly, restrlctlons “for

substances used in dietary supplements will be found more ea51ly
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if located in one part, part 112, and clarity will bewenhanceddif
the restrictions for substances used in dietary supplements are
located in one subpart, subpart C.

- The proposed part 111 consists‘of elght subparts. Several of
the proposed provisions 1n the CGMP requlatlons for d ary
ingredients and d1etary supplements are 51mllar to the CGMP
regulations for food products at part 110. HQwever, we edlted
the text in many cases tv\make the proposed rule casier to tead
and to understand consistent with plain\languagewprinciples under
the presidential memorandum of Junejl, 1998 (Ref. 43). Some
provisions are’ derived fremﬂtheKindustry‘eutllne thathyeMéneludedl
in the ANPRM; others are derived from comments we received on the
ANPRM or from our outreach efforts described previously. We also
developed provisionS”based'on our knqwledge‘ana“éxpeftiéé‘ih/ﬁpa
areas of dietary supplements, manufacturing, and contamlnatidnih

We tentatively decided to exclude certaln CGMP requlrements o
in part 110 for food products because they do not appear terbe |
appropriate for dietary 1ngred1ents and dletary supplements.

There are differences in the nature of the product (1 e.,g
conventional food versus dletary 1ngred1ents or dletary
supplements) and in the manufacturing practlces used to pi@d@éel
the product that requlre speC1f1c practlces approprlateAfo%

dietary 1ngred1ents and dletary supplements We 1nv;te‘comment

on whether any provision from part 110 that we have not‘ineluded
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should be included in this proposed CGMP for dietary ingredients
and dietary supplements.

A. General Provisions (Proposed Subpart A)

Proposed subpart A contains five provisions that would
provide basic 1nformat10n to the reader V :
1. Who 1Is Subject to These Part III Regu].atlons'> (Proposed
§ 111.1)

Proposed § 111.1 eﬁtitlEd ?Whofieeedbjeot:to/theee o
regulations?” describes the scope of/thevrule Proposed § 111 1
states that you are subject to the requlrements in part 111 if
you manufacture, package, or hold amd;etary\rpgredleqt or dretaryd
supplement. As stated previously in thieudocument; in our A
response to question 9 of the ANPRM, this proposed CGMP rule
would apply to a wide variety of activities assooiated,witpkthe
manufacture, packaging, and'ﬁolding of dietary ingredieﬁtefand)
dietary supplement products. These activities include 1abeling(
testing, quality control, holding, and distribution. For
example, if you contract with a manufacturet to perform an
operation subject to proposed part 111, you W1ll need to comply
with those regulatlons dlrectly appllcable to the operatlon that
you perform. For example, if you are a firm that has contracted
with a dietary Supplement manufacturer to package’a dletary |

supplement, you are respohsib}e‘forboo@p1Yipg With all(thei’

L gL

regulations, including recordkeepihgl tﬁat‘woﬁid‘otherwise/be
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required of a manufacturer who does its own. onsite packaging
Further, if you are a manufacturer and you contract with a firm
to perform a partlcular manufacturlng step, you would remaln
responsible for ensuring that such step 1s done in a manner that
complies with the requirements in proposed part 111. As in the
previous example, a.manufacturer‘who contracts with a firmfto
package a product is still responsible for the actions of ité
contractor for the packaging aétiviéiés“aﬁalﬁhgt”eﬁéﬁrélthat its
contractor complies with the appliCabIefCGM?iregulationéi

Proposed part 111 also would apply to fdfeién”fiimé'tﬁat
manufacture, package, or hold dietary ingredients and dietary
supplements that are imported or offered for import into the
United States, unless 1mported for further proce551ng and export\\
under section 801(d)(3) of the act to persons who dlstrlbute
such imported dietary ingredients and dietary supplements,)and to
persons who export dietary ingredients and dietary euppieﬁents
from the United States, unless exported in compiiance withf
section 801l (e). \ - | o ”“'

One comment to the ANPRM, relatlng to the scope of the
CGMPs, requested an exemptlon from the CGMP for “herbalist”
practitioners who individuallytﬁanufacturehdietar§ sﬁﬁpléﬁéﬁté,,“
for their clients.

We decline to exempt herbalist practitioners from the:

proposed rule. If an herbalist practitioner introduces or



95
delivers for introduction into interstate cp@@gggé}iéﬂé%ééaryv 
ingredient or dietary supplement, that practitioner must use the
same good manufacturing érécticés aé4qtﬁéf'magp£§ctqrer§“§o&,’
ensure that their clients receive dietary supplements thaﬁléré
not adulterated. The risks of adulteration aré Qot elimi#atedr
just because the practitioner is an herbalist. fherefo:e, Qe |
decline to exempt “herbalist” practitioners who manufacture
dietary ingredients and “aietérywéppﬁiéh§@§$;hugé;?gi;égiikf\)1MP
practitioners who intfoduée or dgié&e:Aﬁé;}igﬁ?éééééippqiqpo o
interstate commerce, a dietary ingredient or diétary‘subpléﬁenﬁ;
are manufacturers who must meet CGMPs. | |
2. What Are These Regulations Intended to Accomplish? (Proposed
§ 111.2)

Proposed § 111.2, entitled “What are these regulations
intended to accomplish?” discusses the ﬁurﬁbéeQéfighé CéMP;
regulations. The proposal states that the regulations estébliéh
the minimum CGMPs that you must use to thgnéxEéﬁﬁwEﬂéfodﬁf”N“
manufacture, package, or hold a dietary ingredient or dictary
supplement. By using the phrase “to the exteﬁt;”,Wé7ﬁean'§hath
you must comply with the provisiéns that aré ab§1ié§51éMEQ;§ou or
to the operations that you ée;form;and tﬁat, dépéhdihg on'ﬁhe
type of operations you perform, some provisions may not apély to
you. For example, some provisions discuss reqﬁiﬁemehts”féi

automatic, mechanical, and electronic equipment; if you do not
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use such equipment, you would not have tb”éomplywwithythose
provisions. |

Our primary purpose in proposing these regulations is\to
protect consumers from aduitefatéd“aﬁdwmisbfaﬂaeatﬁietafyis
supplements due to improper manufacturing, packaglng, oxr holdlng
practices. By observ1ng CGMP regulatlons that requlre that
dietary ingredients and dietary supplemeuts are manufactured
packaged, or held in a controlled environment, manufastufers can
ensure that dietary ingredients and dietary supplements afe not
adulterated or mlsbranded durlng manufacturlng, packaglng, and
holding operations. Manufacturing, packaglng, and holdlng
dietary ingredients and dietary supplements underﬁCGMPs will
provide consumers with greatef confidence that dietaty o
supplements contain the dietary ingredients’tﬁét?tﬁey’are‘
supposed to contain and that these aietafyming§é&iéntslwefe o
evaluated for their 1dent1ty, purity, quallty,/strength or
composition. The CGMP regulatlons, if flnallzed as proposed
would require a manufacturer to establlshyspec1flcatlons ﬁp:vthe
dietary ingredients and dietary supplements that it makes. Thus,
under the proposed CGMPs ,a dletary supplement w1th a partlcular
dietary 1ngred1ent listed on its label must contaln that
particular dietary ingred;eut.r Mo:egver},that d%etary ihgfedieut
must meet certain specifications that tﬁetﬂéHHfQQE@??¥m;&,;

establishes as to the purity, quality, strengthhraud tomposition.
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CGMPs are intended to ensure that a dietary supplenent\oontains
what the label says it contains.v If it does not, the’dietarv .
supplement would not only be mlsbranded under sectlon 403 of ‘the
act, but also would be adulterated under ‘section 402(9) of the
act. “
3. What Deflnltlons Apply to this Part? (Proposed § 111. 3)

Proposed § 111.3 def;nes various te erms used 1n‘p/roposjedApart
111. 1In general, we have used deflnltlons that are s1m11ar to o
definitions in part 110 for food and other CGMP regulatlons.
However, we have modlfled some deflnltlons for "plaln language":
purposes under the pre31dent1a1 "plain language" memorandum (Ref
43) and to make other definitions more appropriate for dietary
ingredients and dietary Supplementsr | | |

In some cases, we based a deflnltlon on prov1s1ons 1n the
industry outline publrshed in the ANPRM. However we dld not
adopt all of the definitions in the industry outline. 'éé;fih
example, the industry outline defined terms such aé’rﬁadééﬁatejﬂ
“composition,” “raw materialy" representable sample,” and
“rework.” We omltted those deflnltlons from thls proposal
because the terms are generally understoOd,tormpepauselq
definitions for those terms are'unneoessarydforupurposes\of1
understandlng the proposed rule.‘

Proposed § 111. 3 states that the deflnltlons and

interpretations of terms in section 201 of the act apply to such
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terms when used in these’regulationé Sectlon 201 of the act
_defines various terms that appear throughout the act 1no%ud}ng
“dietary supplement” (see section 201 (ff) of the act) Other
terms in section 201 of the act, such as "label" (section 201 (k)
of the act) and "pesticide chemical™ (section 201(d5kl)ioédthe
act), have a long history of use. The deflnltlons and
interpretations of such terms apply when we use those terms in
this rule.

Proposed § 111.3 defines épécific"téiﬁéwﬁéééwin the -
proposal.

Proposed § 111.3 defines “batch” as “adspecifio quantity of
a dietary ingredient or dietary supplement that is intended to
meet specifications for identity, purity, quality, strength and
composition, and is produced durlng a spe01f1ed tlme perlod
according to a 31ngle manufacturlng record durlng the same cycle
of manufacture.”

The phrase “identity, purity, gualitYCVetrengthfxand\j‘)
composition,” means that the produetion on‘a bateh—by—batch basis
is consistent with the master manufacturlng record and 1s what 1t
is represerted on the label to be (1dent1ty) is without
impurities and is the de51red product (purlty), 1s the 1dent1ty,
purity, and strength for its intended purpose (quallty) 1s the

concentration, that is, the amount per unlt ofzuse ;ntended‘
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(strength); and is the intended mix of product and produCE?
related substances (composition).

Proposed § 111.3 defines,“batch num5er, lot number, ér
control number” as “any distinctive group”bf letters, numﬁers, or
symbols, or any combination of them, from which the cgmpléte
history of the manufacturing, pa;kégiqgfioi héé@ig§ of;aW§§ﬁgh:or
lot of dietary'ingredients or dietary suppleﬁénts can be
determined.” You should/noteAthat the préﬁééed“défiﬁitipélwould
have the batch, lot, or control numbervbe’“distinétive)” which
means, for the purposes of this proposal, that iﬁ,is unique in
some fashion, and is not a reused number. Numbers,mﬁsﬁ be
distincﬁive because, ifVa\pféblém ihﬁbl&iﬁéra ﬁafkéﬁé&ﬂdieﬁary
ingredient or dietary supplement later results, é”detiﬁctive
batch number will make it possibleufqr yduwﬁbqiﬁ§e§ﬁ;gate’§he
source of the problem and the manufacturingﬂh{stéry for the
batch. This would help you to take appropriaté actions
concerning that batch moré&quickly. |

Proposed § 111IBWHéfﬁﬁéémﬁégﬁﬁahéﬁggwgév“£ﬁ§uéﬁ£;£éﬁ2;MWh
intended for use in the manufacture of a/dietapy ingfedien# or
dietary supplement including thoée tﬁat may not éppear in Ehe
finished dietary ingredient or dietary suppiement." Prop&éed
§ 111.3 states that “component” indlﬁdééyinéiediéﬁts and dietar&
ingredients as described in section 201 (ff) of the act. \Uﬁder

proposed § 111.3, components would inéiuaé”ingrediénts; dietary
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ingredients, manufacturing aids (such as solvents that are
removed during manufacturing), and reagenﬁs tha§ are used‘to,
synthesize a product.
Under the propoéed dgfinipigq of “cémpoﬁentk” a:éowpdhent‘
may or may not appear in the finished product. For exampie,

solvents that are used to produce herbal extracts do not

necacsaar

T~r n
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Yy appear in a finished dietary supplement, but the
proposed rule still would qdﬁsidér“tﬁe‘éélvehts“ﬁdfbe'
“components.” As another example,Lingredients,’suqh as celluloge
(which is used to make tablets) or gelatin (which is used to make
capsules), might be used to produce die&éry”sggplgﬁénpgk’th§$¢f 
ingredients remain in the finished pfoduct, but would be
“components” under the pfoposed rule.
Proposed §~111.3 defines “consﬁmer)complaint” as:

* * * communication that contains,ény

allegation, writ;en or oral, expréséing

dissatisfaction with the quality of a dietary

ingredient or a dietary supplement related to

'good manufacturing practices. Examp}gg of

product qualit? related tq'gbddjﬁahgfaégggéngA)v

practices are: Foul odor, off taste,

superpotent, subpotent, wrong ingredient,

drug contaminant, other antamihant‘(e,gf,

bacteria, pesticide, mYcotoXin,‘glass,’iéad),M’



