
(“!!ji’’’!!jipA
FOUNDED 1881

Producers of Quality
Nonprescription Medic<nes and

Dietary Supplements for Self-Care

CONSUMER HEALTHCARE PRODUCTS ASSOCIATION
Former/yNorprescrlptlon Drug Ivfarv.iocfwers Assoc/ot/on

August 20, 1999

Docket Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, Room 1061
Rockville, MD 20852

RE: Docket No. 99N-1 174: Stakeholder Input on CFSAN’S
=erall Strategic Plan for Dietary Supplements:

CHPA’S Second Set of Comments Re: the June 8~hMeeting and
May 13thFederal Register Announcement: Operational hues

Dear Madam or Sir: ....--..
‘\;:)
L\

The Consumer Healthcare Products Association (CHPA) submits these comments%k part

of its detailed oral and written comments provided at the June 8, 1999, Stakeholdersl

Meeting in response to FDA’s May 13(hcall for comments in the Federal Register,@ in

follow-up to the June 30, 1999, meeting between CHPA and CFSAN on a variety ~~

operational issues.
..7

.. ..>
“

.. ‘...

Founded in 1881, CHPA represents producers of quality nonprescription medicines”hd

dietary supplements, including over 200 member companies across the manufacturing,

distribution, supply and service sectors of the self-care industry.

Executive Summary

1. In setting its priorities for program activities, CFSAN should place safety first –
enforcement, GMPs and AERs. The refinement of the infrastructure of the Office
of Special Nutritional and other components of CFSAN should be part of this
safety priority and be accomplished through creation of an overall strategic plan.
(See Attachment A and page 3.)
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a. As part of an overall strategy for dietary supplements, the complementary
relationship between FDA and FTC should be reviewed and strengthened. A
public workshop for all stakeholders on this matter would be helpfid to
understand the current relationship between FDA and FTC and provide input
on ways to further develop that relationship.

b. CHPA recommends that FDA place publication of ANPR for GMPs as a top
priority in 1999 and consider the additional specific comments CHPA has
developed and appended to these comments in developing the NPR on dietary
supplement GMPs (see Attachment B).

c. CHPA recommends that CFSAN develop a written plan for and adopt a
systems approach to AER management.

d. CHPA recommends a re-proposal of the structure/fimction proposed rule as a
focused regulatory statement that closely incorporates the specific intent of
DSHEA, appropriately amends FDA’s proposed re-definition of disease per
CHPA’S comments to FDA on August 4, 1999, and omits the proposed
confusing and ambiguous proposed criteria. (See Attachment C.)

e. CHPA recommends that CFSAN define in its overall strategic plan and its
human and fiscal resource needs to accomplish the plan, either directly or
through a gap analysis.

2. CHPA also recommends development of specific enhancements to CFSAN’S
infrastructure that would optimize its operational interaction with external
constituencies, including:

■ A systems approach to AER management;

■ A public calendar of planned activities and events;

■ A better advance notification policy and procedure;

■ A policy and procedure for meetings with external constituencies (see also
Attachment D);

■ Continued partnership in meetings;

■ Continued use of the working group format of the Foods Advisory
Committee to address dietary supplement issues.

These recommendations are outlined below in detail.
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Detailed Comments

CHPA’S detailed comments are organized according to the following outline:

I.

II.

III.

I.

Section &

Overview of CHPA’s June 8thComments on CFSAN’S 3
Development of an Overall Strategic Plan on Dietary
Supplements

A. Introduction 3

B. Overview 4

Detailed Comments on Operational Aspects of CFSAN 8
Interaction with Its External Constituents

A.

B.

c.
D.

E.

F.

G.

H.

Overview

Calendar

Notification

Meetings with External Constituents

Nonprescription Electronic Library – Dietary Supplements

Partnerships in Meetings

AER Management

Use of Outside Experts

8

8

9

10
11

12

12

13

Conclusion 14

Overview of CHPA’S June Sth Comments on CFSAN’S Development of an
Overall Strategic Plan for Dietary Supplements

A. Introduction

Pursuant to FDA’s published call for comments on CFSAN’S 1999 Program

Priority Activity for developing an overall strategic plan for dietary supplements,

CHPA submitted detailed comments to the Docket and made detailed oral

comments at the June 8thstakeholders meeting. CHPA also met with CFSAN on

June 30thto discuss a variety of operational aspects of CFSAN’S interaction with

its external constituencies. These comments provide a framing overview of the
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industry’s June 8thcomments and a written summary of recommendations made at

the June 30thmeeting.

B. Overview

■ Priorities: In setting its priorities for program activities, CFSAN should

place safety first – enforcement, GMPs and AERs. The refinement of the

infrastructure of the Office of Special Nutritional and other components of

CFSAN should be part of this safety priority and be accomplished through

creation of an overall strategic plan. While activity on issues pertaining to

claims might proceed as priority is given to safety issues, its completion

should be targeted further in the future than that for resolving the safety and

operational issues.

■ Safety First

= Enforcement: In passing DSHEA, Congress intended that consumers

would use dietary supplements for health promotion, health maintenance

and disease risk reduction (i.e., health claims). Consumer confidence is

essential to product use. Allegations that the dietary supplement industry

is “unregulated” or that FDA is not usi~g its statutory authority to act can

undermine consumer confidence. Therefore, foundational to CFSAN’s

overall strategy for dietary supplements is an effective enforcement policy

that removes unsafe products from the marketplace and ensures truthfi,d,

not misleading, and substantiated claims on dietary supplements. As part

of an overall strategy for dietary supplements, therefore, the

complementary relationship between FDA and FTC should be reviewed

and strengthened.

A public workshop for all stakeholders on this matter would be helpful to

understand the current relationship between FDA and FTC and provide
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input on ways to further develop that relationship.

■ Good Manufacturing Practices: CHPA recommends that FDA place

publication of ANPR for GMPs as a top priority in 1999 and consider the

additional specific comments that CHPA has developed and appended to

these comments in developing the NPR on dietary supplement GMPs

(Attachment B).

Special FDA-adopted GMPs for dietary supplements are important for the

following reasons: a) differing needs of dietary supplements vs. foods,

specifically related to manufacturing processes, laboratory controls and

QC/QA specifications, and b) there are at least three sets of GMPs now in

use for dietary supplements, specifically, the food GMPs, the dietary

supplement industry-proposed GMPs and GMPs used under the voluntary

program of the National Nutritional Foods Association. FDA-adopted

dietary supplement GMPs would lead to uniformity in how manufacturing

processes are evaluated, and would raise the level of awareness among

suppliers, manufacturers and distributors regarding the need for quality

operations.

_ Adverse Experience Reporting: Public discussion on putative safety

issues relating to dietary supplements should appropriately focus on the

science, not the quality of administrative methods used to document

AERs. Therefore, as stated in its May 27, 1999 comments to the House

Committee on Government Reform, CHPA recommends that CSFAN:

■ Create a written plan for and adopt a systems approach to AER

management;

‘ Create written protocols and keep them updated, including detailed

decision tree for filtering AERs;

■ Create policy and procedures for timely sharing of serious AERs with

affected companies;
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■ Establish specific CFSAN training manuals and procedures for quality

collection, analysis and reporting of AERs;

■ Review the core competency of the personnel who would operate

different facets of an adequate AER system on dietary supplements;

= Re-engineer the public access to AER reports for dietary supplements;

‘ Ensure public input in the development of policies and procedures be

used in CFSAN’s systems approach to AER management.

■ Claims: CHPA recommends the following as part of CFSAN’S development

of an overall strategy on dietary supplements:

= Re-proposal of the structure/fhnction proposed rule as a focused

regulatory statement that closely incorporates the specific intent of

DSHEA, appropriately amends FDA’s proposed re-definition of disease

per CHPA’S comments to FDA on August 4, 1999, and omits the

confusing and ambiguous proposed criteria;

Specifically, as outlined in Attachment C (CHPA’S comments on August

4, 1999), CHPA pointed out to CFSAN that the definitions of disease in

101.14 (re: NLEA) and in the proposed structure/function rule are overly

broad, demonstrating that there is likely no “bright line” as FDA hopes to

find. Therefore, CHPA recommends a definition of disease that

encompasses both the adverse nature of disease, on one hand, and the

concept of “natural state or process,” on the other, in order to better focus

the issue of defining structure/function claims within the disease definition

itself.

CHPA’s Proposed Definition of Disease: “... a disease is
any adverse deviation from, or impairment of, or
interruption of the normal str=cture or function of any part,
organ, or system (or combination thereof) of the body that
is manifested by a characteristic set of one or more signs or
symptoms,~

. .

that are not characteristic of a &wise natural state or
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mocess.”

(Note: underlined portions areadditions andstrikeouts are
deletionsfiom FDA’s proposed definition of disease.)

“Any deviation” is too broad; “any adverse deviation” appropriately

defines the nature of the deviation; “laboratory or clinical measurements”

are redundant and included under the concept of “signs”, and “not

characteristic of a natural state or process” appropriately encompasses

Congress’ intent to allow health promotion/maintenance claims. CHPA

also recommends natural state or process be defined by regulation, as

follows:

“A natural state or process is a life change or physiologic
manifestation expected in the normal course of life progression.”

■ Development of an overall guidance on statements of nutritional support

(structure/fhnction) claims for dietary supplements, consistent with

DSHEA and including and modeled after the FTC advertising guidance to

industry.

“ CFSAN’S 3-to-5 Year Strategic Plan and Resources: CFSAN’S

development of an overall strategy for dietary supplements should be

undertaken as a 3-to-5 year plan and/or gaps analysis, which is typically

viewed as a “living” document that appropriately evolves dependent on the

changing climate. As part of such a strategic plan, CFSAN should define its

human and fiscal resource needs, including expanded use of outside

contractors (e.g., for AER management). As stated under priorities, CFSAN

should concentrate on its overall strategic plan with safety first, followed by

claims and other activities.
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11. Detailed Comments on Operational Aspects of CFSAN’S Interaction with Its
External Constituents

A. Overview

On June 30, 1999, members of CHPA and CFSAN met to discuss a variety of

issues pertaining to the operational aspects of CFSAN’S interaction with its

external constituents. These issues include the following:

■ Calendar

■ Notification

■ Meetings with External Constituents

■ Partnership in Meetings

‘ AER Management

“ Use of Outside Experts

B. Calendar

CHPA recommends that CFSAN publish a 6-to-9 month public calendar of its

planned activities and events. Clearly, development of a useful strategic plan

would help define this calendar. Undoubtedly and understandably, imminent

issues relating to safety, for example, would necessarily take priority over on-

going issues. The reshaping of a calendar by unexpected priority events is not

unexpected and is a part of any well-organized operational function.

Importantly, the use of a public calendar is a matter of good review management

and has precedence in the Center for Drug Evaluation and Research Office of

OTC Drug Products, where there is a unified regulatory agenda (i.e., calendar) for

the OTC Review publications and an agreement by CDER to noti~ industry

concerning the 6-month calendar for the Nonprescription Drugs Advisory

Committee.

The advantages for the use of a public calendar are:

‘ Better internal planning management;
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■ Facilitation of input from external constituencies, as outside groups, such as

Association’s with many members, are better able to plan and develop input

from diverse sources;

‘ Improved quality of the decision-making process due to enhanced

preparedness of participants.

Use of the public caIendar would obviously be complimented by use of a

constantly updated internal calendar and tied to the strategic plan and

performance review.

C. Notification

CFSAN has often planned important meetings with limited notice to industry.

For example, the June meeting of the Foods Advisory Committee was preceded

by about 2 weeks notice. According to the Administrative Procedures Act, a

government agency must give 15 days notice for major meetings with external

constituencies. However, as a practical matter 2 weeks notice is an extremely

short period to develop meaningful detailed comments on the highly complex

issues found on the typical agendas of FDA advisory committees.

On the OTC drug side of the regulation of self-care, we are typically given 6-8

weeks or more to prepare for FDA advisory committees. CHPA’S discussions

with the OffIce of OTC Drug Products on this aspect of review management were

tied to the use of a public and internal calendar. CHPA has maintained that in

order to ensure comprehensive input from industry, a trade association needs

more than 2 weeks to:

■ Bring members together;

‘ Prepare draft detailed comments;

‘ Achieve consensus within and among member companies;

‘ Incorporate member comments into the final submission by association staffi

■ Development of specific meeting materials;
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■ Sharing meeting materials with FDA and its advisors sufficiently in advance

of the meeting (i.e., 10-14 days).

We ask CFSAN to take these considerations into account. Longer notification

times of major meetings are essential for informed decision-making. Use of a

public calendar can help the notification process. Both the public calendar and

longer notification times should be top priorities for an effective CFSAN

operational policy on dietary supplements.

D. Meetings with External Constituents

At the April 28, 1999, stakeholders meeting convened by FDA Commissioner

Jane Henney, CHPA recommended that FDA consider a sharing of best

operational practices among the various FDA Centers. Specifically, we suggested

that CFSAN adopt a manual of policies and procedures format similar to CDER

in relation to the scheduling, organization, management, documenting and follow-

up of meetings between CFSAN and external constituencies.

Through meetings with CHPA, the CDER Office of Review Management created

MaPP 4512.1 (Attachment D) which has been extremely successful in fiu-ther

improving the efficiency of the meetings between CDER and pharmaceutical

companies and related Associations. Many features of MaPP 4512.1 were

subsequently adopted and somewhat expanded as a legal requirement through the

1998 FDA Modernization Act. At our June 30thmeeting with CFSAN

representatives, it was suggested that we renew our recommendation in the

context of our other interests in CFSAN’S operational infrastructure for CFSAN.

A formal public document defining the management specifications for meetings

MaPP:

‘ Provides specifications for sharing materials prior to a meeting to help ensure

the agency has sufficient time to evaluate industry’s agenda and issues,
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thereby helping to optimize the potential for achieving resolution of issues at

the meeting;

~ Provides consistency among FDA’s external constituents in terms of how

meetings are handled;

■ Provides specifics for how minutes are written, ensuring a timely and accurate

record of issues, agreements and commitments;

■ Provides specifics for agreed upon follow-up action items, including agreed

upon timeframes and next steps;

“ Make meetings more efficient, thereby saving time.

Effective and efficient meetings management is part of an overall operational

perspective, and – in conjunction with a public and internal calendar process and a

more reasonable notification process – will help in time and resource management

with CFSAN.

E. Nonprescription Electronic Library - Dietary Supplements (NEL-DS)

Since the early 1970’s CHPA has maintained a constantly updated hard copy

compilation of OTC-related and selected nutraceutical-related laws and

regulations. In the early 1990’s, we added an electronic version of the CHPA

Compilation of Laws and Regulations, and both the paper and electronic versions

are widely used by industry.

In January 1999, in conjunction with CHPA’S broadened role in representing

dietary supplements, CHPA expanded the electronic library, renaming it with the

addition of “DS” (dietary supplements) – The CHPA Nonprescription Electronic

Library -- Dietary Supplements (NEL-DS). The library – or database – uses

special consumer-friendly software that allows the very rapid searching of tens of

thousands of pages of Federal Register ducuments by key words and phrases.

As a result of the June 30thmeeting between CHPA and CFSAN, and follow-up to

that meeting, we understand that CFSAN will now help facilitate the transfer of
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key information to NEL-DS, consistent with FOIA and FDA policy. We very

much appreciate this development.

NEL-DS is a unique database of tremendous value to both FDA and industry.

Consequently, we seek to continually tailor and expand its usefidness to

subscribers. We ask that CFSAN understand the priority that industry places on

NEL-DS and plan to continue to help facilitate the transfer of FOIA-related

materials to the database.

F. Partnerships in Meetings

CFSAN participation in external meetings is an important aspect of ensuring

communication between the regulated and the regulators. CFSAN has

contributed in this regard, and we are very appreciative of this form of outreach

by FDA.

We encourage CFSAN to continue this policy.

G. Adverse Experience Reporting (AER) Management

CHPA provided detailed comments on CFSAN’S AER management at the time of

the June 8thstakeholders meeting. A summary listing of CHPA’S initial

recommendations in this regard are found in Section LB. above.

CHPA is still in the process of looking into the details of how CDER will adopt –

for medical products -- the May 1999 report requested by FDA Commissioner

Jane Henney “Managing the Risks from Medical Product Use: Creating a Risk

Management Framework.” As CHPA learns more of CDER’S activities on this

subject, and as those activities might be applied to CFSAN’S management of

AERs, we plan to share this information with CFSAN. In light of the emergent

nature of this issue at CDER, given the relatively recent date of the May 1999

report, we request that CFSAN be open to receipt of additional comments in this

area.
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H. Use of Outside Experts

At the June $thStakeholders Meeting, CHPA provided oral and written remarks

about CFSAN’S priority needs in developing an infrastructure to manage the

evolving dietary supplement environment. CHPA provided support for CFSAN’S

use of outside experts through the Foods Advisory Committee and its various ad

hoc working groups that have been dealing with infrastructure issues pertaining to

dietary supplements (e.g., identity and AERs).

At this time, CHPA urges FDA to continue to use this approach of special

working groups to the Foods Advisory Committee for the following reasons:

■ Dietary supplements are foods;

= The issues handled by CFSAN’S various stakeholders meeting are of

sufficient complexity from a legal and regulatory perspective and of sufficient

breadth in terms of scope and extent of stakeholder commentary, that CFSAN

has likely chosen the correct format of FDA-mediated panels of external

constituents to address such issues as CFSAN’S overall strategic plan,

structure/function claims, etc.

■ The types of technical issues that have been important to resolve (e.g.,

identity, AERs) are best handled in a working group structure where the

needed industry input – and the level of that input – is not constrained by

policies and procedures that would be inherent in the development of a formal

advisory committee on dietary supplements;

■ The agenda items for dietary supplements outside the stakeholders meetings

(see above) are likely not of sufficient on-going quantity to warrant a formal

advisory committee on dietary supplements;

‘ There are sufficient cross-sectional issues with claims for conventional and

fi.mctional foods and dietary supplements that were a health claims issue to

arise to a level requiring advisory committee review, the Foods Advisory

Committee (perhaps augmented by additional experts) is in place to be able to

appropriately handle such issues (e,g., an FDA approved health claim, which
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would likely be requested for foods and dietary supplements, although there

have been relatively few requests for FDA approved health claims).

111.Conclusion

In conclusion, these comments represent the second set of CHPA submissions to

CFSAN on its overall strategic plan for dietary supplements. In these comments we

focus on a number of specific operational (i.e., infrastructure) issues, which if

addressed, will help efficient interactions between industry and CFSAN, particularity

the Office of Special Nutritional. They include: a systems approach to AER

management; a public calendar of planned activities and events; a better advance

notification policy and procedure; a policy and procedure for meetings between

CFSAN and external constituencies, continued contribution to the CHPA/INCAD

electronic library of pertinent laws and regulations affecting dietary supplements and

OTC medicines; continued partnership in meetings; and continued use of the working

group format of the Foods Advisory Committee to address dietary supplement issues.

ff’/’fj#Y#yy&$&
R. William Soiler, Ph.D. Leila anha, Ph.D., R.D.
Senior Vice President and Vice President – Nutritional Sciences
Director of Science& Technology

Attachments: A CHPA’S Comments at the June 8, 1999, Stakeholders Meeting.
B CHPA’S Amended Comments on GMPs for Dietary Supplements
c CHPA’S Comments of August 4, 1999 on FDA’s Proposed Rule

on Structure/Function Claims
D CDER Manual of Policy and Procedures: Meetings with External

Constituencies, MaPP 4512.1

WS/StratPlan2ndSetCommentsAug20:8/20/99
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Docket Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, Room 1061
Rockville, Maryland 29857

Re: Docket No. 99N-1 174

Dear Madam or Sir:

These comments are submitted in response to the May 13, 1999 Federal Register announcement
of a pair of meetings scheduled to obtain stakeholder input on the development of an overall
strategy for dietary supplement with respect to their regulation of dietary supplements under the
Dietary Supplement and Health Education Act (DSHEA). The Consumer Heahhcare Products
Association (CHPA) supports this effort, as stated in its comments to Congress at the March 25.
1999 hearing of the House Committee on Government Reform and to FDA in relation to the
agency’s April 28, 1999 Wkeholder Meetings.

Founded in 1881, CHPA represents producers of quality nonprescription medicines and dietary
supplements, including over 200 member companies across the manufacturing, distribution,
supply and service sectors of the self-ewe industry.

Our comments are organized according to the following outline:

Section and Title ~

I. Summary of CHPA’S Recommen&tiom 2

IL Safety Priorities First Enforcement GMPs and AERs 6

A. Enforcement 6

1. Introduction Maintaining Consumer Cotildence in
Dietary Supplement

2. Powers of the FDA and FTC
3. Recommendations

B. Good Manufacturing Practices
1. Introduction

8
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III.

IV.

v.

1.

7 Recommendations
C. ~d~’erseExperienceRepo~ing 10

1. Overview
2. Recommendations

Claims 12

A. “Boundaries” 12

B. Redefinition of Disease 13

c. Use of Disclaimers ’15

D. FTC’s Guidance to the Dietary Supplement Industry 15,

E. Recommendations 16

CFSAN’S 3-to-5-Year Strategic Plan and Resources 16

A. AII Adequately Funded and Staffed FDA 16

B. Dietary Supplement Advisory CommiHee, Not At This Time 16

c. Recommendations: 3-to-5-Year Strategic Plan and Priorities 17

Conclusion 18

I. Summary of CHPA’S Recommendations

Priorities: In setting its priorities for program activities, CFSAN should place saf~
fmt - enforcement, GMPs and AERs. Refining the infrastructure of the OffIce of Special
Nutritional and other components of CFSAN should be part of this “safety priority.”

From the standpoint of operations, CFSAN should place as another top priority the
development and publication of its 3-to-5-year strategic pl~ which is a logical outcome
of this current set of Stalceholders Meetings on June 8* and July 20*.

The definition of “boundaries” among claims for different types of products (e.g., the
boundary beween a dietary supplement and a drug, or a food, or a cosmetic) has been
complicated by a proposed rule on structure/f@ction claims and requires a fish
perspective that embraces the intent of DSHEA. While activity in this area may proceed
as priority is given to safety issues, its completion should be targeted farther in the fimre
than that for resolving the safety issues and publishing a 3-5 year strategic plan for
dietary supplements.
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?-. Enforcement: In passing DSHEA. Congress intended that consumers ~vould use ditmq
supplements for health promotion. health maintenance and disease risk reduction (i,e..
health claims). Consumer confidence is essential to produc~ use. .411egationsthat the
die~ supplement indus~ is “lmregulated’” or that FDA is not using its statuto~
authority to act can undermine consumer confidence.

Therefore, foundational to CFSAN’S overall strategy for diet~ supplements is an
effective enforcement policy that removes unsafe products from the marketplace and that
ensures truthfil, not misleading. and substantiated claims on dietary supplements. The
Food, Drug and Cosmetic Act gives FDA substantial authority. including. for exarnpIe.
the authority to stop the sale of dietary supplements that are toxic or m.sanitq. pose
significant unreasonable risk of illness or injury or be= false or unsubstantiated claims or
claims that a product cures or treats a disease.

Because of the complementary jurisdictions of FDA and the Federal Trade Commission
(FTC) to address the marketing of dietary supplements, wherein FTC has primary
responsibility for advertising and FDA has primary responsibility for labeling. the two
agencies must coordinate closely to ensure that their actions are consistent to the fullest
extent feasibie given the statutory authority of each. A public workshop on this matter
would be helpfil for all stakeholders to understand the current relationship between FDA
and FTC.

3. Good Manufacturing Practices (GMPs): While section 402(g) of the act does not
require that the Secretary (and by delegation, FDA) adopt regulations that prescribe
GMPs. the dietary supplement industry has maintained that such regulations would be
helpfid for ensuring that dietary supplements are: safe and not adulterated or
misbranded; have the identity and provide the quantity of dietary ingredients declared in
labeling; and meet the quality specifications that the supplement is represented to meet.

As a result of its recent broadened mission, CHPA convened a special Dietary
Supplement GMP Section within its Manufacturing Controls Committee, which has
undertaken a comparison of food GMPs and the industry proposed GMPs in the light of
botanical products. As a result of this new review, we have identified certain aspects of
the original industry proposal that CHPA believes should be considered w FDA prepares
the Notice of Proposed Rulemaking. A side-by-side comparison of cument Food GMPs
and CHPA’S amended industry-recommended GMPs are appended.

CHPA recommends that FDA make the dietary supplement GMPs a top priority in 1999
and consider the additional specific comments that CHPA has developed and appended to
these comments in developing the NPR on dietary supplement GMPs.

4. Adverse Experience Reportin~ in controversial safety-related situations, a refined
integrated system with documented policies and procedures is vital to help ensure that the
details of such situations areas accurately documented and professionally handled as
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possible. Public discussion on putatil’e safe~ issues relating to die~ supplemms
should more appropriately focus on the science. not the quali~ of aaminismti~e rne[hids
used to document AIRs.

Therefore, as stated in its May 27, 1999 comments to the House Committee on
Government Reform, CHPA recommends:

a. CFSAN prepare a written plan for and adopt a systems approach. similar to that
recommended in FDA’s May 1999 document “Managing the Risks from Medical.
Product Use: Creating a Risk Managemtint Framework” to the management of
AERS on dietary supplements, grounding this approach in the agency.s cunem
safety policy (i.e., “warnings, or discussions on product availability should be
scientifically documented, clinically significant and important to the safe and
effective use of the product by the consumer”);

b. CFSAN should keep current written protocols for CFSAN personnel handling
AERs to expedite accurate data collection, including a detailed decision tree for
use by those whose responsibility it is to filter serious and non-serious reports and
route these repo~ for expeditious follow-up;

c. CFSAN should have a policy and procedures for timely sharing of serious AERs
with affected companies, in order to help facilitate adequate follow-up and so
address incompleteness and inaccuracies in AE repofls;

d. Specific CFSAN training manuals and procedures should be established to ensure
quality collection, analysis and reporting of AERs.

e. CFSAN should undertake a review of the core competency of the personnel who
would operate different facets of an adequate AER system on dietary
supplements.

f. Are-engineering of the public access to AERs for dietary supplements is needed.
AERs should be available to the public in a timely fashion when FDA (a.) has
communicated with the affected company identified in the AER and (b.) is
prepared to provide publicly a complete file of the report omitting confidential
itiormation.

A specific “causality assessment” should not be applied to each AER received by
FDA, since causality cannot be established for most AERs by virtue of their
retrospective nature and the fac~that the overail strength of the reported .
association, which seeks to define likelihood of a reported associatio~
encompasses much more information and data than just one or a few AERs.

& Public input is needed in the development of policies and procedures to be used in
CFSAN’S systems approach to AER management.
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5. Claims: “BoMdaries”’ bemeen different ~pes of products (e.g.. drugs. con~emional

foods. diem supplements. cosmetics) should be based on a products claim(s). \vhich
define(s) the intended use(s) of the product. In this way. a product many have more than
one intended use, which should not be considered as overlapping bu[ rather as proper]!
co-existent.

Importantly, because of the,two major confounding issues in FDA’s structure ‘function
proposal related to the overly broad rc-definition of disease. which was proposed to
exclude products from disease-related claims. and to the intricate inter-relationship
between health promotionlmaintentutcc and disease prevention. FDA should: (al amend
its proposed deftition of diseasel to properly limit its reach, and (b.) address implied
claims by the statutorily required disclaimer on structurdfunction claims. When
combined with the use of disclaimers for certain claims, the regulatory “line”’ is dram
more clearly by focusing on the tmthlldness of the claim and the dissemination of
accurate itiorrnation and not the categorical nature of the product (i.e., ‘drug”. vs “’dietary
supplement”). As a resul$ implied disease claims on dietary supplements are not
confied as drug claims.

CHPA therefore recommends the following as part of CFSAN’S development of an
overall strategy on dietary supplements:

a. Re-proposal of the structure/function proposed rule as a focused regulatory
statement that closely incorporates the specific intent of DSHEA. appropriately
amends FDA’s proposed re-definition of disease per CHPA’s comments to FDA,
omits the confusing and ambiguous proposed criteria, and relies on the DSHEA
disclaimer to address implied disease claims.

b. Development of an overall guidance on structure/fimction claims for dietary
supplements, consistent with DSHEA and modeled after the FTC advertising
guidance to industry.

6. Dietary Supplement Advisory Committee

CHPA does not recommend that CFSAN move forward at this time with the appointment
of a Dietary Supplement Advisory Commb. CHPA considers the p~orities of safety,
an overall strategic plan and claims policy of sufficient potential resource intensity that
the appointment of a another special advisory committee would detract at this time with
the needed refinements in CFSAN’S operations ~d activities.

It is our understanding that other trade associations share CHPA’S view, including the
American herbal Products Association, the National Nutritional Foods Association, and
the Utah Natural Products Alliance.

‘ SeeCI-IPA’Scommentsonstrucrure/tiction claimssubmittedto DocketNo.9SN-0044on 9/24/98.
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7. CFSAN’S 3-to-5-Year Strategic Plan and Resources: Indust~ has an imerest in
helping to ensure that FDA is appropriately staffed and funded to meet its statuto~
obligations of promoting and protecting the public health.

CFSAN”S development of an overall strategy for dietary supplements should be
undertaken as a 3-to-5-year plan, which is would be ~iewed as a “living”’ documen~ that

appropriate y evolves dependent on the changing climate. As part of such a strategic
plan, CFSAN should define’its human and fiscal resource needs. including expanded use
of outside contractors (e.g., for AER management). As stated under priorities. CFS.AN
should concentrate on its overall strategic plan and safety first, followed by claims and
other activities.

II. Safety Priorities First: Enforcement, GMPs and AERs

A. Enforcement

1. Introduction: Maintaining Consumer Confidence in Dieta~ Supplements

During the passage of DSHEA, Congress found that dietary supplements are safe across a
broad spectrum of use and intake and provide important benefits relating to health
promotion, health maintenance, and disease prevention (i.e.. health claims). To promote
usage of dietary supplements by consumers, Congress established a stantto~ framework
for the dissemination of usefil and accurate information about the benefits of dietary
supplements, so that consumer are able to make personal, health-related. informed
choices about these products.

In passing DSHEA, Congress intended that consumers would use dietary supplements for
health promotion, health maintenance and disease risk reduction (i.e., health claims).
Consumer confidence in products is essential to the usage of any product and therefore
the realization of that intent of Congress. Negative media coverage portrays the dietary
supplement industry as “unregulated” erodes this confidence and thereby undermines the
intent of Congress. Both FDA and FTC have stated that they have enforcement powers
for dietary supplements. At the March 25 and May 27, 1999 hearings of the House
Committee on Government Reform, both FDA Commissioner Jane Henney and CFSAN
Director Joseph Levitt stated that FDA has authority for enforcement activities pertaining
to dietary supplements; neither called for more authority. On March 16, 1999, FTC
issued a comprehensive guidance to the dietary supplement industry concerning FTC’S
substantiation standard. FTC issued this guide to clarify how long-standing FTC policies
and enforcement practices relate to dietary supplement advertising. TMs guide appears to
be a usefid reference for advertising-related enforcement activities.

Furthermore, FDA has had cooperation from the members of the major trade associations
in various actions that it has taken to remove unsafe products, such as those containing
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GBL. from the market. When FDA does not take enforcement action in accordance u l~i~
the authori~ies given to it by Congress. both indust~- and consumers suffer.

2. Powers of FDA and FTC

Indeed, Congress” action in passing DSHEA did not leave FD.Aor FTC ~vithout specific
enforcement powers over dietaty supplements. The Food and Drug Administration
(FDA) and the Federal Trade Commission (FTC) work together under a long-standing
agreement governing the division of responsibilities between the two agencies. As
applied to dietary supplements:2

= FDA has the primary responsibility for claims on the product labelinp. including
packaging, inserts, and other promotional materials distributed at the point of sale:

● FTC has primary responsibility for claims in advertising. including print and
broadcast ads, infomercials, catalogs, and similar direct-marketing materials.
Because of their shared jurisdiction the two agencies work closely to ensure their
enforcement efforts are consistent to the fullest extent feasible.

FDA’s and FTC’s stattttoty powers are sufficient for both agencies to cooperatively
regulate the field of dietary supplements.

FDA has the power to:

Stop any company from selling a dietary supplement that
Food Drug and Cosmetic (’FDC)Act, Section 402(a)];

is toxic or unsanitary [see

Stop the ~le of a dietary supplement that has false or unsubstantiated claims [see”
FDC Act, Section 403(r)(6)];
Take action against dietary supplements that pose “a significant unreasonable risk of
illness or injury” [see FDC ACGSection 402(f)];
Stop any company making a claim that a product cures or treats a disease [see FDC
Act, Section 201(g)];
Stop anew dietary ingredient from being marketed if FDA does not receive enough
safety data in advance (see FDC Act Section 413);
Reauire dietarv sutmlernents to meet strict manufacturing requirements (Good
M&tfacturin~ pti-ti~s), inChdmg potency,
Section 402(g)].

FTC has the power to:

w Enforce laws outlawing “unfair or deceptive

cleanlines~and stability [see FIX Act

acts or practices” to ensure consumers
get accurate information about dietary supplements, so they can make informed
decisions about these products [see Federal Trade Commission (FTC) Act, Section 5];

2FederalTrade Commission, Bureau of Consumer Protection: Dietary Supplements: An Advertising Guide for
Industry. 1998.
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9 h unfair trade practice k one that: causes or is likely to cause substantial lnjuq
to consumers: is not reasonably avoidable by consumers themselves: andno[
outweighed by countervailing benefits to consumers or competition (see FTC”s
Deception Policy Statement and Adve~ising Substantiation Policy Statement:

● Challenge and stop advertising that is not adequately substantiated (see FTC-S
Deception Policy Statement and Advertising”Substantiation Policy $tatemem ):

● Investigate complaints or questionable trade practices:
■ FTC can investigate either informally or formally, where it has strong compulso~

investigative authori~, including the power to require a respondent to produce
documents, give testimony, or answer wtitten questions [see FTC Act. Sections
6(a and b) and 9];

● Following its own investigation, negotiate a consent order or proceed through an FTC
adjudication resulting in a cease and desist order, which can be quite broad in its
scope (see FTC Act Section 5);

■ Seek preliminary and permanent injunctions to stop false advertisements or other
violations of the FTC Act [see FTC Act, Section 12 and 13];

● Seek civil penalties for violations of trade regulation rules ~TC Act. Section 5] or of
cease and desist orders (see FTC Act Section 5).

3. Recommendations

Therefore, foundational to CFSAN’S overall strategy for dietary supplements is an
effective enforcement policy that removes unsafe products from the marketplace and that
ensures truthful, not misleading, and substantiated claims on dietary supplements. The
Food, Drug and Cosmetic Act gives FDA substantial authority. including, for example.
the authority to stop the sale of dietary supplements that are toxic or unsanitary. pose
significant unreasonable risk of iliness or injury, bear false or unsubstantiated claims or
claims that a product cures or treats a disease.

Because of the complementary jurisdictions of FDA and the Federal Trade Commission
(FTC) to address the marketing of dietary supplements, wherein FTC has primary .
responsibility for advertising and FDA has primary responsibility for labeling, the two
agencies must coordinate closely to ensure that their actions are consistent to the fullest
extent feasible given the statutory authority of each. A public workshop on this matter
would be helpfid for all stakeholders to under-d the current relationship between FDA
and FTC.

B. Good Manufacturing practices

1. Introduction

Dietary supplements are considered foods and are subject to requirements of “Current
Good ManufactWing Practice in Manufacturing, Packing, or Holding Human Food.”
These regulations provide guidelines with regard to maintenance of buildings and
facilities, requirements for food handlers, and cleanliness of equipment, as well as
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procedural requirements for maintaining safety during the production andprocessln: of
foods.

DSHEA authorizes FDA to establish GMP regulations governing the preparation.
packing. and holding of dietary supplements under conditions that ensure their safcv;.
DSHEA amended the FDC Act with section 402(g)(21 IJ.S.C. 342@)). which prmides.
in part, that: The Secretary may by regulation prescribe good manufacturing practices for
dietary supplements. Such regulations shall be modeled after cument good manufacturing
practice regulations for food and may not impose standards for which there is no cument
and generally available analytical methodology.

While section 402(g) of the act does not require that the Secretary (and by delegation.
FDA) adopt regulations that prescribe GMPs, the dietary supplement industry has
maintained that such regulations would be helpful for ensuring that dietary supplements
are: safe and not adulterated or misbranded; have the identity and provide the quantity of
dietary ingredients declared in labeling; and meet the quality specifications that the
supplement is represented to meet. The industry created proposed GMPs for dietary
supplements, which were submitted to FDA and subsequently published in Febrwq
1997 as an ANPR in the Federal Register.

In its Report, the Commission on Dietary Supplement Labeling supported these efforts of
FDA and the industry to develop appropriate GMPs for dietary supplements. In the
ANPK the agency said it would establish dietary supplement GMPs if. afier public
commen~ it determined that GMPs for conventional foods are not adequate to cover
dietary supplements as well.

The industry submission was patiemed after the food GMP regulation contained in part
110, but also contained.requirements beyond those in pan 110. When dietary supplement
constituents are prepared for incorporation in liquid, tablet, capsule. or bulk powder fosm,
requirements beyond food GMPs are needed to optimize controls for preparation,
packing, and holding, including, for example, the omission of conventional food-specific
provisions, and the addition of provisions on records, quality control, and laboratory
operations.

2. Recommendations

At the time of the submission to FDA of industry-recommended GMPs for dietary
supplements on November 30, 1995, CHPA represented manufacturers and distributors
of nonprescription medicines as well as vitamins and minerals. Members of CHPA (then
called the Nonprescription Drug Manufacturers Association) supported the industry-
recomrnended GMPs. Since that time, the Association undertook a broader self-care
mission to represent all dietary supplements as well as nonprescription medicines.

As a result of its recent broadened mission, CHPA convened a special Dietary
Supplement GMP Section within its Manufacturing Controls Committee, which has
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undertaken a comparison of food GMPs and the indus~ proposed GMPs in the light oi
botanical products. As a result of this new review. we have identified certain aspects of
the original industry proposal which CHPA believes should be considered as FI1.4
prepares the Notice of Proposed Rulemaking. A side-by-side comparison of current Food
GMPs and the CHPA amended industry- recommended GMPs are appended.

CHPA recommends that FDA piace the publication of proposed GMPs as a top priori~ in
1999 and in developing the dietary supplement GMPs. consider the additional specific
comments developed by CHPA (appended).

c. Adverse Experience Reporting

1. Ovem4ew

By way of background, the vast majority of dietary supplements have a very wide margin
of safety. Garlic, ginseng, ginger, St. John’s WO%saw palmetto. calcium. all the fat- and
water-soluble vitamins, bioflavenoids, and many, many others have use profiles often
spanning hundreds and hundreds of years. As a result, the total number of spontaneous
adverse events that are reported annually to FDA as associated with dietary supplement
use is relatively IOWcompared to drugs, thereby suggesting fewer resource needs in this
regard for CFSAN than, for example, CDER.

In addition, FDA has at least three sytiems in place for capturing AERs reportedly
associated with dietary supplements: MedWatch, SN/AEMS, and Consumer Hotlines.
These AER sources -in addition to those maintained by the Consumer Product Safety
Commission, the United States Pharrnacopei& the American Association of Poison
Control Centers. the National Institute of Drug Abuse, and the Centers for Disease
Control -- are similar for ,drugs and dietary supplements. There is general agreement that
these cunent sourcing mechanisms are adequate as signal generators of potential
problems with consumer products, though systems integration is needed. Hence, we do
not recommend an attempt to develop new sources of DS AERs.

In additiom we are aware of certain concerns expressed about CFSAN’S handling of
AERs on, for example, ephe~ and this issue was the subject of the May 27* hearing of
the House Committee on Government Reform. We take a direct intere~in ensuring tha~
in the Mum, the right khSmtum and policies are in place at CFS@N to qable it to
handle efficiently, expeditiously, and ftirly any and all AERs on dietary supplements.

2. Recommendations

Based on the foregoing discussion (Section B. 1.), CHPA has three general
recommendations and a series of specific recommendations in relation to CFSAN’s
management of AERs reportedly associated with dietary supplements. We urged the
House Committee on Government Reform on May 27, 1999 to take an interest in these
recommendations which we have set forth for CFSAN’s management of AERs on dietary



supplements. and we have recommended that the House Committee consider a specIfi~
inqui~ to FDA. asking for a detailed allocation plan for an> resources needed to adopl
our recommendations.

First, as part of Dr. Jane Henney”s initial directives as FDA Commissioner. FD.%studied
~ approvals pre and post PDUFA, issuing a report in May entitled “hlanaging the
Risks from Medical Product Use: Creating a Risk Management Framework.”. Focusing
cmmedical products, the report calls for adoption of a systems approach to FD.4’s
management of AERs’ including:

establishing “separate quality assurance/quality control units.’.

ensuring and documenting “ongoing professional education and core
competency training for all reviewers,”

maintaining current “good review practice documents,”

ensuring rapid completion of AERs, and

integrating “existing post-marketing systems so analytical tools. data entry. and
editing c&be unifo~ly applie~ ~d ~nformation is readily available to all
reviewers.”

We support this “total quality management” approach for the Center for Food Safety and
Applied Nutrition as well.

Second, we support renewed emphasis within CFSAN of FDA’s long-standing
overarching safety policy for foods and drugs. The policy states:

“Warnings shall be scientifically documented, clinically significant and
important to the safe and effective use of the product by the consumer.”

The value of this policy is that is focuses us on the most critical step -- scientific
documentation. Whhout rigorous, critical evaluation of how AER data are collected,
analyzed and repotted, it is literally impossible to determine their significance.

In sum, theu as stated in our May 27, 1999 comments to the House Committee on
Government Reform, we recommend attention be given to the following seven areas to
Her refine CFSAN’S AER program for dietary supplements:

● CFSAN should prepare a written plan for and adopt a systems approach to managing
AERS on dietary supplements, grounded in its current safety policy (i.e., “warnings,
or discussions on product availability, should be scientifically documented, clinically
significant and important to the safe and effective use of the product by the
consumer;” see above).
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m CFSAN should keep current vtitten protocols for CFS.AN persomel handling .+ERs
to expedite accurate data collection. including a detailed decision tree for use by those
whose responsibility it is to filter serious and non-serious repons and route these
reports for expeditious follow-up;

● CFSAN needs a policy and procedures for timely sharing of serious AERS w-ith
affected companies and timely follow-up in order to help facilitate adequate follou up
to facilitate completeness and accuracy of AE reports;

● Specific CFSAN training manuals and procedures should be established to ensure
quality collection, analysis and reporting of AH&

● CFSAN shotdd undertake a review of the core competency of the personnel who
would operate different facets of an adequate AER system on dietary supplements.

● Are-engineering of the public access to AER reports for dietary supplements is
needed. AERs should be available to the public in a timely fashion when FDA
(a.) has communicated with the affected company identified in the AER and (b.) is
prepared to provide publicly a complete file of the report omitting confidential
information.

A specific “causality assessment” should not be applied to each AER received by
FDA, since causality cannot be established for most AERs by virtue of their
retrospective nature and because the overall strength of the reported association.
which seeks to define likelihood of a reported association. encompasses much more
information and data than just one or a few AERs.

● Public input is needed in the development of policies and procedures to be used in
CFSAN’S systems approach to AER management.

III. Claims
.

A. “Boundaries”

As part of CFSAN’s 1999 Program Priority A activities to develop an overall strategic plan for
dietary supplements, FDA has asked for comments on what are the “boundaries” between dietary
supplements and drugs, dietary supplements and finds, and dietary supplements and cosmetics.
By use of the word “boundaries” in conjunction with product categories, FDA seems to imply
that there are “bright lines” between these categories of products, which might therefore be used
to regulate dietary supplement labeling claims.

CHPA maintains that “boundaries” between different types of products (e.g., drugs, conventional
foods, dietary supplements, cosmetics) should be based on a product’s claim(s), which define(s)
the intended use(s) of the product. In this way, a product many have more than one intended use,
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u’hich should not be considered as overlapping but rather as properly co-existent.

Importantly. because the two major confounding issues in FDA’s structure%ction proposal
related to the overly broad re-deftition of disease, which as proposed inappropriately excludes
clairns for dietary supplements, and the intricate inter-relationship between health
promotiotu’maintenance and disease prevention, FDA should: (a.) amend its proposed definition
of disease (see below); and (b.) ad4ess implied chiims by the statutorily required disclaimer on
structure/function claims. When combined with the use of disclaimers. for example. for
structure/function claims, the regulatory “line” is dram clearly by focusing on the truthfidness
of the claim and the dissemination of accurate information. As a result. implied disease claims
on dietary supplements are not confused as drug claims.

B. Redefinition of Disease

CHPA’S September 24, 1998 comments to FDA3 address needed changes to the proposed
redefinition of disease and the specific problematic aspects of the proposed criteria for defining
drug claims.

Specifically, CHPA’S comments included the following recommended changes to FDA’s
proposed rule on structureltiction claims:

1. CHPA strongly recommends that FDA take a more measured approach to its
implementation of DSHEA and not issue the proposed rule as a final regulation without
significant amendment of its scope and specifics.

2. CHPA supports adoption by regulation of a definition of disease for the purposes of
DSHEA, provided that the suggested changes that immediately follow are made.

a. FDA’s proposed definition for “disease” should be amended to correctly denote
the negative aspect of any deviation from normal structure or fimction & being
characteristic of a disease, as follows:

“a disease is any adverse deviation from, impairment of, or interruption of
the normal structure or function of any part, organ, or system (or
combination thereo~ of the body that is manifested by a ~

,.
set

of one or more signs or symptoms ~
.,

~ that are ctiteristic of a dise~e but not of natund states
or processes.” (Emphasis and strikeout show (3-IPA’s recoqunended
changes.)

CHPA’S proposed changes are consistent with FDA’s rationale for its
proposed definition of disease found in the preamble to the proposed rule.

3 Docket No. 98N-0044: Regulations on Statements Madefor Dietary Supplements Concerning the Effect of the
Product on the Structure or Function of the Body. Federal Register 63:23624-32, April 29, 1998.
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b. FDA should define “’natural state or process-” (see above. CHP.4-S proposed
definition) as follows: “-Anatural state or process is a life change or ph~siolosic
manifestation expected in the normaI course of life progression that is not defined
as a disease.”

c. We recommend our proposed amendments to FDA”s proposed redefinition of
disease be incorporated into proposed $101.93(g)(1) and 101.14~aX6k

d. In the event that FDA does not agree with CHPA’S proposed amendments m the
FDA’s proposed redefinition of disease, then. for the purposes of
structurelfunction claims under DSHEA, FDA should amend the definition of
“disease” found in NLEA regulations, by deleting the phrase ‘“orhealth related
conditiow” as follows: “a disease ~

. .
means damage to an

organ, part, or structure, or system of the body such that it does not fimction
properly. . . or a state of health leading to such dysl%nctioning. . . . except that
disease resulting from essential nutritional deficiencies (e.g.. scun~. pellegra) are
not included in this definition.”

e. In any case, however, FDA’s proposed definition of disease may not be
constructed or constmed to restrict or otherwise alter the provisions of DSHEA
relating to permissible structureh%nction claims for dietary supplements.

3. CHPA supports a regulato~ interpretation of DSHEA that would include and be limited
to the following three-part claim standard (in addition to the above-mentioned changes to
FDA’s definition of disease), in order to set forth an explicit set of clear rules that cut
through the potential ambiguities created by FDA”s proposal. The following three-pm
standard should be the regulatory basis of determining whether a reference to a sign
and/or symptom (or set -thereof) constitutes a claim about a specific disease or class of
diseases:

a. The words, “diagnose,” “prevent;’ “treat,” “cue, “ “mitigate” (or other grammatical

forms of these verbs) should not be used in a statement of nutritional support (i.e, a
structure/function claim), since statements permitted under 403(r)(6) of DSHEA
“may not claim to diagnose, mitigate, treat, cure, or prevent a specific disease or
class of diseases:

b. The words, “stimulate;’ “maintin, “ “5uPP~” “m@ate,” and “promote” - or

other words of this nature or other grammatical forms of these verbs - may be
used in a structurdhnction claim to distinguish the claim horn a specific disease
claim;

c. The potential for clinical endpoints to be recognizable to health professionals or
consumers as being related to a disease or implied to be related to a disease is
addressed through the claim construction per points a. and b., above, and per the
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DSHEA-required disclaimer.

4. CHPA recommends that FDA extend the compliance date of the ne~vregulation to 6
months afier the publication of the regulation for any product that is marketed for the first

time after publication of the final rule, and any new claims made for an existing producl
for the first time after publication of the final role. Further. NDM.JI recommends that
there be no distincdon between small and large companies in the compliance dale for
products cwmmtly on the market at the time of issuance of the final rule and that the
compliance date for all such products be 15 months.

c. Use of Disclaimers

As stated, CHPA recommends that in defining boundaries between dietary supplements
and other product categories FDA should focus on claims, which in turn allows a focus
on the intended use of the product. Further, as in the case of structurelfimction claims. a
DSHEA-mandated disclaimer allows consumers to exercise judgement when buying a
product regardless of FDA’s evaluation of the claim.

Emphasizing this point in Pearson v Shalrd% the D.C. Circuit Court rejected FDA’s
argument that claims made without “significant scientific agreement” regarding their
basis would inherently mislead consumers. The Court concluded a lack of “significant
scientific agreement,” alone, would not render claims inherend’y misleading, Rather. the
Court conceded that the four health claims in question could be porenriallj’ misleading
because consumers would have difficulty independently verifying the claims and because
consumers might also believe the FDA approved the claims. Despite these possibilities,
the Court believed FDA should have considered disclaimers. rather than an outright ban.
to cure potentially misleading claims.

Hence, disclaimers have been supported as usefid vehicles to help ensure the
dissemination of truthful and not misleading information through product claims. In
particular, they are important for overcoming the intricate interrelationship between
health promotiotimaintenance and disease prevention (i.e.. a drug claim). The DSHEA
disclaimer for structurdfimction claims clarifies any implication that the product affects a
specific disease (i.e., “This statement has not “beenevaluated by the Food and Drug
Administration. This product is not intended to,diagnose, treat, cure, or prevent any
disease.”).

D. FTC’s Guidance to the Dietary Supplement Industry

CHPA members have found the FTC Guidance to indpstry on dietary supplements to be a
helpful expression of case examples of FTC’s interpretation of its statutoty mandate to
ensure that advertising of dietary supplements is truthfid and not misleading. We suggest
that FDA may wish to model a guidance on structurehnction claims along the lines of
the FTC guidance, noting the need to ensure that the intent of DSHEA is followed in any
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such document.

E. Recommendations

CHPA therefore recommends the following as part of CFSAN”S developmen~ of an overall
strategy on dietary supplements:

a. Re-proposal of the structure/fiction proposed rule as a focused regulato~ statement that
closely incorporates the specific intent of DSHEA, appropriately amends FD.4”s
proposed re-definition of disease and creates a three-part standard per CHPA”s comments
to FDA, omits the confitsi.ng and ambiguous proposed cnteri~ and relies on the DSHE.4
disclaimer to addimplied disease claims.

b. Development of an overall guidance on structurdfunction claims for dietary supplements.
consistent with DSHEA and modeled tier the FTC advertising guidance to indust~.

In sum, it is the label claim that defines the intended use of the product. not the product type that
defines the type of claim which maybe used on the product. A product with more than one
labeled claim may have more than one intended use. Adoption of this perspective by FDA
would help the development of a “regulatory line” between categories of claims and overcome
the problems created, for example, in the proposed structure/function rule of implied claims.

IV. CFSAN’S 3-to-5-Year Strategic Plan and Resources

A. An Adequately Staffed and Funded FDA

FDA should be appropriately s@fed and funded to meet its statutoty obligations of promoting
and protecting the public health.

B. Dietary Supplement Advisory Committee, Not At This Time

CHPA does not recommend that CFSAN move forward at thk+time with the appointment of a
Dietary Supplement Advisory Committee. CHPA considers the priorities of safety, an overall
strategic plan and claims policy of sufficient potential resource intensity that the appointment of
another special advisory committee would detract at this time from the needed refinements in
CFSAN’S operations and activities.

It is our understanding that other trade associations share CHPA’S view, including the American
Herbal Products Association, the National Nutritional Foods Association, and the Utah Natural
Products Alliance.

CFSAN and other Centers in FDA have an operational model to address advisory committee
review of special topics. For example, in the case of plaque and gingivitis, CDER convened a
subcommittee of the Nonprescription Drugs Advisory Committee (NDAC) to address this OTC
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catego~. since NTDACmembers were not experts in this area. W:eunderstand that CFS.\\ uses.

this type of model for deliberations on microbial limits on foods. Indeed. the Foods .~d~isop
Committee uses special working groups to address such issues as GMPs and .AERs related to
dietary supplements. Thus, the operational mechanism appears to be working given the nature
and extent of the agenda for die~ supplements at this time.

c. Recommendations: 3-to-5-Year Strategic Plan and Priorities

CFSAN’S development of an over~l strategy for die~ supplements should be undertaken as a
3-to-5-year plan, which is typically viewed as a “living” document that appropriately evolt”es
dependent on the changing climate. As part of such a strategic plan. CFSAhTshould define its
human and fiscal resource needs, including expanded use of outside contractors (e.g.. for AER
management). As stated under priorities, CFSAN should concentrate on its overall strategic
plan and safety first, followed by claims and other activities.

At the May 27, 1999 hearing of the House Committee on Government Reform. CHPA asked the
Committee to make a specific inquiry to CFSAN for a detailed allocation plan to implement
CHPA’S recommendations for CFSAN management of AERs reportedly associated with diet~
supplements. CHPA made this request because of the Iack of specificity in FDA’s budget for the
$2.5 million requested by CFSAN for post-marketing smeillance activities. With a 3-to-5-year
publicly available strategic plan, specificity can be given not only to CFSAN’S priorities and the
timing of accomplishing these priorities, but also to the resources needed to accomplish the
defined program activities.

In setting its priorities for program activities, CFSAN should place safety first - enforcement.
GMPs and AERs. Refining the infrastructure of the Office of Special Nutritionais and other
components of CFSA.N should be part of this “safety priority.”

From the standpoint of operations, CFSAN should make as another top priority the development
of its 3-to-5-year strate ic plan, which is an outcome of this current set of stakeholder meetings

%
on June 8ti and July 20 .

The definition of “boundaries” among claims for different types of products (e.g., the “boundary
a dietary supplement and a drug, or a food, or a cosmetic) has been complicated by a proposed
rule on structurehnction claims and requires a fresh perspective that embraces the intent of
DSHEA. While activity in this area may proceed as priority is given to safety issues, its
completion should be targeted farther in the fiture than that for resolving the safety issues and
publishing a 3-to-5-year strategic plan for dietary supplements.
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V. Conclusion

In conclusion. CHPA supports the efforts of CFSAN to de~elop an overall strategy on die[g
supplements and offers these comments as a means to help that activity. Further. CHP.4
supports the stakeholder process whereby CFS~T is developing its wrategic pkm.

~!g,gb,

R. William Soiler, Ph.D.
Senior Vice President and

Director of Science& Technology
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Consumer Healthcare Products Association
Proposed Dietary Supplement GMPs

and Comparison With Food GMPs

This is a side-by-side comparison of the current food GMPs and the
proposed GMYs for dietary supplement products.

The first column consists of the CurrentGoodManufacturing
PracticeinManufacturing,Packing,orHoldingHumanFood,21
CFR 110.

The second column consists of the proposed Dietary Supplement Good
Manufacturing Practices, published as an Advance Notice of Proposed
Rulemaking on February 6, 1997, with comments by CHPA. CHPA
comments are designated by ~ indicating recommended
deletions, and underlines indicating recommended additions.

Shaded areas indicate where there are no sections comparable to the
section opposite in the other column.
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Consumer Heah.hcare Products Association
Proposed Dieta~ Supplement G\lPs

andCommu-ison W’ithFood G\lPs.

Current Food GMPs

~ 110.3 Definitions.
The definitions and mterpretatlons of terms m aect}on 201 of the Federal
Food, Drug, and Cosmetlc”Act (the ectl are apphcable to such temt$
when used m th!s paIt. The fOllOWWIdefintwrs shall also aPPIY’

(a) Ac!d foods or acidfied foods means fooda that have an equilibrium -
PH of 4.6 or below.

(b) AdeQuate means that which ISneeded to accomplish the intended
purpose irr keeping with good pubtic heatth practia.

(c) Batter means a semifluid substsnoe, usually compcwt of ftour tnd
other mgredtents, mto which principel component of food ●re dipped or
with which they are coated, or which may be uSed directly to fomr bakeb
foods.

(d) Blanching, except for tree nuts and PeanuS means a PmPa*a9in9
heat treatment of foodstuffs for a suf’fiaent time and at a sufficient
temperature to partially or completely inactivate the naturally occurring
enzymes and to effect Other physical or biochemical changes in the
food.

(e) Critical COntrOlpoint means a point m a food process where thefe is a
high probability that improper control may cause, allOW,or contribute to
a haZafd or to filth in the final food or decompostilon of the final food.

(f) Food means food as defrned in section 201(f) of the act and includes
raw materials and ingredients.

(g) Food-contact surfaces are those surfaces that contact human food
and those surfaces from which drainage onto the food or onto surfaces
that contact the food ordmanly occurs during the normal course of
operations. ““Food-contact surfaces” includes utensils and food-contact

Proposed Dietary Supplement GMPs, Including CHPA

Comments*

Definitions
The defrmtmns and mtemretatlons of terms m SectIon 2C: c’ me

Federal Food, Drug, and Cosmetic Act (the actl are aptwame IC SUC-
terms when used m this part The following oefmmons shal aw arm.

(a) “-Mwate” means that which ISneeded to accomplish the mtenaec
purpose m keeping with good pubhc health Practce

(b) ‘“BatCh or Lo~ means a specific quantrty of a fimahed product or
other materialthat ia intended to have uniform character and quality.
within specifted limits. and is produced according to a Single
manufacturing order during the same cycle of manufacture

(d) “’Composition” means. as aPprOPrlate: (1) the Identfty of a
dietary mgredwnt or dtetary supplement, and

(2)the concentrationofa dletw ingredient(e.9. we19htor other U!
of u$elwelght or volume), or the potency or activity of one or more
dietary ingredients, as indicated by appropriate procedures

(e) “Dietary ingredten~ means an ingredient intended for use or use[
a dmtafy supplement that is:

(1) a vitamin,
(2) a mineral,
(3) an herb or other botanical,
(4) an amino acid,
(5) a dkrtavsubatanoa for use by man to supptemsnt the dwt by

increasing the total dietary intake, or
(6) 8 cmentfate, metabolize, corrstiiuerl extract, or combination

anyof the foregoing ingredients.

(f) “’Dietary product” means either II dietary Ingredient of rhmtaw
auppk$ment as defined in this Part.

(g) ‘“O*tary supplement” means dietary supplement as defined in
ae~lon 201(K) of the act.
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Current Food GMPs

surfaces of eqwpmen:

(h) Lot means the food produced during a period of time indcated by a
SpeCifJccode.

(i) Microorganisms means yeasts, molds, bacteria, and viruses ●nd
includes, but is not limited to, species hawng public hea!th signifimwe.
The term” undesirable mlcroorgarrlsms” includes those microorganisms
that are of public health significance, that subject food todecomposition,
that indicate that food is contaminated with fitth, or that Ott?etwisemay
cause food to be adulterated within the meaning of the aCt.Ocusionally
in these regulations, FDA used the adjective “’microbial” instead of using
an adjectival phrase containing the word microorganism.

(j) Pest refers to any objectionable animals or resects Including, but not
limited to, birds, rodents, flies, and larvae

(k) Plant means the building or facility or parts thereof, used for or in
connection with the manufacturing, packaging, labeling, or holding of
human food

(1)Quahty control operation means a planned and systematic procedure
Ior taking all actions necessary to prevent food from being adulterated
within the meaning of the act.

(m) Rework means ctean, unaduttereted food that has bean removed
from prrxsssing for reasons other than insanitary conditions or that has
been successfully reconditioned by reprocessing and that is suitable for
use as food.

(n) Safe-moisture level is a level of moisture low enough to prevent the
growth of undesirable microorgamsms m the finished product under the
intended conditions of manufacturing, storage, and distribution. The
maximum safe moisture level for a food is based on its water activity
(aW).An a. will be considered safe for a food if adequate data are
available that demonstrate that the food at or below the given ~ will not
suPPor7the growth of undesirable microorganisms.

Proposed Dietary Supplement GMPs. Includlng CHPA

Comments”

(h) ““In-process mater[ar” means any material facma!ec co-cc.-se;
blended. ground extracred Srfted Stenhzed cterwt?c DVcne- ca
reaction or processed m any other way mat ISprouucew to- a“: se:
m. the preparation of a dletafY Product

[i) ‘“LcJf”means ‘“batcN’ as oefmed m th!s part

.,
(i) ‘“Lot numbe~’ means any thstmtwe Combmatton of @trers numbe%
or symbols, or any COmblnatlOnof them from which the“C9mPletehjsfoh
of the manufacture., procewng. packing, holding, arm dmtnbutlon of a
batch or lot of a fimahed dmtary Ingredient, dtetary supplement or other
material can be datenmned.

(k) “-M@nUfSCtiJ#or “’manufacturmg” includes all orxxatlons
asaoaated with the production of dtetary products. Incluomg Dackaglng
and labeling OfWStIOnS.teStin9, and quality control of? d!etary
ingredient or dietary supplement.

(1)‘“Microorganisms” means yeasts, molds, bacteria, and wruses and
includes, but is not limited to, species having public heatth slgnfcance
The term ‘-undesirable microorganisms” mctudes those mlcroorgamsrr
that are of public heatth significance. that subJecf food to
decomposition, that indic?te that a dietary mgredlent or dfetary
SuPPWWIt is contaminated with filth, or that otherwise may cause a
dietary prOdUCtto be adulterated within the meaning of the act.
Occasionally in these regulations, the adjective’ “rnicroblal” ISused
instead of using an ad)edlval phrase contamlng the word
microorganism.

(m) “’Pest” refers to any objectionable ammals or insects Inctudmg, b
not limited to, brd. rodents, fhes, “and larvae.

(n) ‘“Plan~ means the building or facility or parts thereof, used for or
connection with the rnanufacturmg, packaging, Iabehng, or holding of
dietary product

(o) “’Qualiiy control operation” means a planned and systematic
procedure for taking all actions necessary to prevent a dmtary produ
from being adulterated within the meaning of the at!.

(P) “’Qualify control unit” means wry person or organizational eteme
designated by the firm to be responsible for the duties ralatmg to QW
control Operations.

.,

(q) “Raw material” means any ingredient intended for use in the
manufacfurq of a dwta~ ingredient or drdary suppternant, including
those Ih?t my rwt appear”in aurjh finished pr@t@

,., . .. .,, >.,:,;, ; :.i’ ‘z;.J.s:;.1.:..,; ;,,:+
(r) ““R6presentab@ sample” means a fssrn@ethatconsistsofa nutr
of wits Ui?t ~re dyar bawd Ori@fiof18f@WiS; S@ es m-
aemp~, 8r@ is frrtemkrt to ●aWsr M the $errtpb SoCumtetyport
the rqaterifii .t@ng eampted.

... ,..

(s) “RewQW m&ns &, unaduneqtt~’&t~”#l &t hha been
rernowd from processing for ressons other than insanitary conditior
material that has.been su~ss,plly rncdodtioned bY m-w~ $
-su?able for use in the m?nufe~uti of a dstary product.
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Current Food GMPs

1 -.I
(o; Sarmze means !0 adequately treat fooa-contacl surfaces oy a
process mat ISeffectwe m destroying vegetatwe cells of mlcroorgansms
of pubhc health slgmfrcance. and m substanhally reducing nLtmbem of
other undesirable Mlcroorganlsms. but wnhout aOveMely affectln$ the
product or rts $afety for the consumer

(P) shall ISused to State mandatory requwements.

(q) Should ISused to state recommended or @dv{soryprocedures or
identify recommended equipment.

(r) Water activtty (SJ ISa measure of the fra4 moisture m # food and is
the quotient of the water vapor pressure of the substance divided by the
vapor pressure of pure water at the aarne temperature.

~ t10.10 Personnel.
The plant management shall take all reasonable measures and
precautions to ensure the following:

(a) Piaease oontrol. Any person who, by medical examination or
supervisory observation, is shown to have, or appears to have, ●n
illness, open leston, inctuding boils, sores, or infected wounds, or any
other abnorrrml source of microbial contamination by whkh there is a
reasonable pessibilii of food, food-contact surfaces, or food-packaging
materials beccrmmgcontaminated, shall be excluded tiom any
operations which may be expected to nssutt in such contamination until
the condition is corrected. Personnel shall be instructed to report such
heatth conditions to their supervisonk

(b) Ckanliness. All persons working in direct cantaot with food,
food-ccmtact sutiaces, and food-packaging materials shall conform to
hyg!enic practlcas while on duty to the extent necessary to protect
against contamination of food. The methods for maintaining cleanliness
include, but are not limited to:

(1) Wearing outer garments suitable to the opemtion in a manner that
protects against the Contaminahon of food, food-contact surfaces, or
food-packaging materials.

(2) Maintaining adeauate personal cleanliness. .

(3) Washing hands thoroughly (and sanitizing if necessary to protect
against contamination with undesirable micraorganisma) in an adequate
hand-washing facility before starting work, after each absence from the
work station, and at any other time when the hands may have become
soiled or contaminated.

(4) Removing all unsecured jewelry and other objects that might fail into
food, equipment, or containers, and removing hand jewelry that cannot
be adequately sanitized during P@@ in which food is rnanipMated by
hand. tf auoh hand jewelry oennot be removed, tt may be covered by
material whioh can be msirttahecf in an intact, ckan, and sanitary
candilon and which effectively protects against the contamination by
these objects of the food, food-contact surfaces, or food-packaging
materials.

(5) Maintaining gloves, if they are used in food handling, in an intact,
clean, and sanitary condition. The gloves should be of an Impermeable
material.

(6) Wearing, where appropriate, in an effective manner, hair nets,
headbands, caps, beard covers, or other effective hair restraints.

{7) Storing clothing or other personal belongings in areas other than

Proposed Dietaq Supplement GMPs. Including CktPA

Comments -
*

(t “SanJtlze’ means !0 aoeaualely uea! eaucme-: :7-= -e-s :
utensm i3ya crrocesstnat ISeffecuve m aestroymg vegeta!!ke ce s :“
m(croorganlsms of public heatth slgmficancx. ana m Substanliaili
reductng numbemof other undesirable microorganisms Du: w::Rc.:
adversely affechng the product or IIS safety fOr the consumer

(u) ““Shalt” ISused to stale mandatory requirements

(v) ““Should” is used to state recommended or amvsory wocecwres c~
rdentify recommended equipment

(w) ‘-Water activity (eJ ISa m~asure of the free moisture m a r%erary
ingredient or dietary ●uppkment and ISthe quotrent of the water vapor
pressure of the SUbStanCOdlwded by the Waporpressure of pure “water
at the same tempemture.

Personnel
The plant management shall take all reasonable measures and

preceution$ to ●saure the foliowmg:
(a) Diaeaae CWrtml.Any person who, by medmal examination or

supervisory observation, is shown to have. or appears to ttave. an
illness, open lesion, inctuding bails, sores. or infected wounds, or any
other abnormal soume of mtcrobial contamination by which tnere ISa
reasonabk possibility of an m-process or frntshed dietary product
becoming aduttemted, or processing eqwpment, utensils or packaging
materials becoming contarnrnated, shall be excluded from any
OpSrMtiOnSwhich may be expected to resutt m such adulteratmn or
contamination until the condition is corrected. Personnel shall be
instructed to report such heatth conditions to their supervisors

(b) Cleanliness. All persons working in direct contact with raw material:
in.process or finished dietary produds, fmcttssing equipment, utensils
or packaging materials Shail conform to hygienic praCtU!S whlk on dul
to the extent necessary to protect against adulteration or contammatlo!
of such materrsis, The methods for maintammg cleanliness mciude, bu
are not Irmited to:

(1) Wearing outer garments suitable to the operation m a manner th
protects against the adutterat[on of m-process or fimshed dretary
products, or contamination of processing

(2) Maintaining adequate personal cleaniinesa.

(3) Washing hands thoroughly (and sanitizing if necessary to prote[
against contamination with undesirable microorganisms) in an adequt
hand-washing facility before stattmg work, after each absehce from t~
work station, and at any other time when the hands may have becom~
soiled or contaminated.

(4) Removing s11tyraecured jewelry and other objects that might fali ir
raw materiak, in-processor finished dietary product, equipment. or
contatoars, and rwmoving hand jewelry that csn* be Xua*&
serriti@ during periods in which i~roceaa or finished product IS
maniputatqd by hand. If such hand jeweky cannot be mrnoved, k ma
be covered by meterial which can pa maintained in ●n intact, clean, I
sanitary conditiin and whii effectively protects against the adultarrat
of dietary products or c6titamination of processing equipment, uterw
or packaging materials.

(5) Maintaining gioves, if they are used in-processor finished prod
handting, in an intact, clean, and sanitary condition. The gloves shot
be of a material that adequately protects the product from
contamination.

(6) Wearing, where appropriate, in an effectiie manner, hair nets,
caps, beard covers, or other effectiie hair restraints.

(7) Storing clothing or other personal belongings in areas other tt
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Current Food GMPs

wnere fooo ISexposes or wnere eclu+omemor urensils are wasnec

(8)Confimng the fOllObVlngto areas other than where food may be
exposed or where equlIment or utensils are washed. eating food.
chewing gum, dnnkmg beverages, or using tobacco.

(9) Taking any other necessary precmmons to protect isgamst
contamination of food, food-contact $uffa@s, Orfo~-Packa9~n9
materiala with microorganisms or foreign t@NanC4M indudhg, but not
hmited to, perspiration, hair, cosmetics, tobaWO, chemicals. and
medicmes applied to the skin.

[c) Education and training. Personnel reapons!ble for identifying
sanitation failures or food Contammation should have a background of
eduC.StiOnor experience, or a wmbmation thereof, to Provide a bvel of
competency necessary for production of clean and safe food. Food
handlers end supervisors should receive apP?OPriatOtminlng In proper
food handling techniques and fcmd-protectiori principles and shguld be
reformed of the danger of poor pWSOnrSlhygiene ●nd l?Wan”RWy
practices.

(d) Supmision, Responsibility for assuring cwnphance by all personnel
with all requirements of this pert shall be claarfy assigned to Wmpetent
supervisory personnel.

s f10.19 Exclusions.
(a) The following operations are not subject to this part: Establishments
engaged sotely in the harvesting, storage, or distribution of one or more
‘”raw agricultural commodities,” as defined in section 201(r)ofthe act,
which are ordinarily cleaned, prepared, treated. or otherwise processed
before being marketed to the consuming public.
(b) FDA, however, wi[l issue special regulations if it is necassaty to cover
these excluded operations.

Subpart B-Buildings Snd Facilities
~ 110.20 Plant and grounds.
(a) Grounds. The grounds about a food plant under the control of the
operator shall be kept in a condition that will protect against the
wntamin?tion of food. The methods for adequate maintenance of
orounds include. but are not Iirntied to:

(1) Property storing equipment, removing tiier and waste, and cutting
weeds or grass within the immediate vicinity of the plant buildings or
structures that may constitute an attractant, breeding place, or
harborage for pests.

(2) Maintaining roads, yards, ●nd parking Iota so that they do not
canstiiute ● S9urce of cmtamination in em-s where food is exposed.

(3) Ar,tequatety dmlning ●raas thatmay contribute contamination to food
by seepage, foot-borne filth, or providing a bmechng place for pests.

(4) Operating systems for waste treatment and disposal in an adequate
manner so that they do not constitute a source of contamination In ames
where food ia exposed.
If the plant grounds are bordered by grounds not under the operatofs
control and not maintained in the manner described in paragraph (a) (1)
through (3) of this section, care shall be exercised in the plant by
inspection, extermination, or other means to exclude pests, dirt, and fifth
that maY be a source of food contammation.

(b) Plant construction and design. Plant buildings and structures shall be

Proposed Dieta~ Supplement GMPs. Includlng CHPA

Conwnents=

wnere m-process or fmisneo oroaur. ISexcsse: :- w~e’s :“:::ss -;
eaumment or utensns are wasneo

(8) Confimng the following to areas other tnan wnere rwrccess :
firushed product may be !WXed or exPosea. or wnere processq
equtpment or utenslt$ arewashed eatfng food. chewln9 9u~ o“M ‘-;
beverages. ec using tobacco or using drugs IRX or OTC I o“ c:ne+ se:?-.
supplement products

(9) Taking any other necessaw W?cauuons to OrOteCtagain:
adulteration of raw materrals, m-process or fmsnea product or
Contammatlon of procassmg equipment utensils or ~ackaglng marenals
with micra-orgamsrns or foretgn substances mcludmg lxx not Iimlrea IC
persplrstion, hair, Ursmetma, tobacco. chemwr!s and mecocmes
applied to the skm.

(c) Educetlon and trammg. Each person engaged m the manufacture c’
Edietary product should have the proper education. tralnmg arm
experience (or any combination thereof) needed to Perform the
assigned functions. Training should be m the Pamcular op.erahon[s) ma’
the employee pwforms as they relate to the employee’s functions
Employees should also receive trsmmg relating to GMPs and samtafy
heatth Procedure% Appropriate documentabon of trammg shall be
retained by the manufacturer.

(d) Supervision. Resporrsibifii for assuring compliance by all personne
with all requirements of this part shall be clearly assigned to ttuahfied
personnel with proper educat!on, trammg and experience {or any
Combination theraofl.

Exclusions
The fallowing operations are not subject tp this part Establishments

engaged solely m the harwestmg, storage, or dtstributton of one or mor
“”raw agricultural commodities.” as defined m section 201(r) of the act
which are ordinarily cieaned, prepared, treated, or othervwse Processe
before being marketed to the consummg public.

Ptant and Grounds
(a) Grounds. The grounds about a dletaty product manufacfunng

plant under the control of the operator shall be kept m a condibon tha
will protect agamat the adulteration of dietary products. The methods
adequate maintenance of graunds include, but are not limited to:

(1) Properly storing equipment. removing litter and wsste, and
cutting weeds or grass within the tmmediate vicinity of the plant
buildings or structures that may constitute an attractarrt, breading pla
or hmbcrrage for pests.

(2) Maintaining roads, yards, and parking- tots so that they do not
con$ti!ute 8 source of ●dulteration trr areas where product is expoeec

(3) Adequately drnini& arias that may oont&A to product
adultemtiin by seepage, foot-borne filth, or provichng a breadng pbc
for pests.

(4) Opemting systems for waste treatment and d~aal m an
adequate manner so that they do not constitute 8 source of aduftemt
in areas where product is exposed. If the plant grounds ●e borderad
grounds not under the operators control and not maintained in the
manner described m paragraph (a)(l) through (3) of this section, can
shall be exercised in the plant by inspechon, extermination, or other
means to exclude pests, dirt. and fitth that may be a source of produ
adulteration.

(b) Plant construction and design. Plant buildings and stmctures shs
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Current FOOd GMPs

taDle In size. conswuctlon arm cfewgn m facflfIaIe maln!enanm anc
,Itaw operatlon5 for fooa-manufacturing purposes Tne plant ana

:ihtles Shall

provide sufflctent space far such placement of eWIPment and
)rage of materials as ISnecessaw for the malntenana of Sannafy
@ratIonsand the praduti!on af safe foad.

) Permit the taking of proper Precsut[ons to reduce the Poteqtlal fOr
mtammatlon of food. food-contacf $utfaces. or food-packaging
atenals with microorganisms, chemiCSls.filth, or other extraneous
aterial. The potential for contamination may be reduced by adequate
od safety controls and operstmg practces or effective design.
cludmg the Sepamtlon of operations m wtvch Contamlnat!on is likely to
:~ur, by one or more of the following msans: location, time. paftfiion.
r fIOW,enclosed systems, or Othereffedtie mean$.

1)Permit the taking of proper precautions to proted food m outdoor
ulk fermentation vesaelshy any effective means, inctuding:
) Using protetiwe coverings.
I) Controlling areas over and around the vessels to elimmate
arborages far pests.
ii) Checking on a regular basis for pests and pest infestation.
v) Skimming the fermentation vessels, as necessav.

$) Be constructed in such a manner that floors, walls, and ceilings may
e adequately cleaned and kapt clean and kept in good repaic that drip
r condensate from fixtures, ducts and PIPSSdoes not CQntamlnatefoti
Dod.contact surfaces, or food-packaging materials; and that aisms or
forking spaces are prowded between equipment and walls and are
adequately unobstructed and of adetluate width to Permit emPloYe$s to
~erformtheir duties and to protect against contaminating food or
oad-contaCt surfaces with clothing or personal contact.

[5) Provide adequate lighting m hand-wash!ng areas, dwsslng and
locker rooms, and toilet rooms and m all areas where food is examined,
processed, or stored and where equipment or utensils are cteaned; and
provide safety-typ$ light bulbs, ftxtures, skyligh~, or ether glass
suspended over exposed food in any step of preparation or otherwise
protect against food contamination in case of glass breakage.

(6) Provide adequate ventilation or control equipment to minimize odors
and vapors (including steam and noxious fumes) in areas where they
may contaminate food; and locate and operate fans and other
air-bioMng equipment in a manner that minimizes the potential for
contaminating food, food-packaging materi81s, and food-contea
surfaces.

(7) Provide, where necessary, adequate screening or other protection

Proposed Dietav Supplement GMPs. Includrng CHDA
Comments”

-. =., ---
s“,~aD,em sue ~nstru~lor, arm aeslg- :: :5: ~a:e ‘a .- - --
anlng and ~anlta~ Operations for ole:a~ C’22.C: ‘~--.a:”-” ‘;=-

rposes and to prevent mlxum between dlfferen! raw ma!er,as a -
~aucts The plant and facihtles shall

(1) Provide sufficient space for such olacement of equlome-: a-c
~rageaf materials as ISnecessary for the prevention of mlxucs
Ilntenance of samtary operations and tne oroau~lon 0’ safe a’e:a~
Xucts.

(2) Pef’mtt the taking of proper precautions to reouce me potential to:
IXUPSor adulteration of m-process or fmlshed metaw praou~ ar
,nMmmatlon of pro~$smg equipment. utensils or oacka91n9 ma!erlals

th microarganmms, diem!cals, fitth, or other extraneous mater~l The
~tentialfor ITIIXUPSand product adulter$tlon may be reouced bY
ieuuate product safety controls and operating pracmcesor ●ffecttve
!sign, mcludmg the Separation of Operations In Which Conlamlnatlon IS
:ely to occur, by one or more of the following means LocaUon, ttme
lrtiion, airflow, enctosed systems, or other effectwe means

(3) Permit the taking of proper precautions to protect dletaw
lg@ienta or dietary supplement!$ in outdoor bulk f$~entatlon vessels
y ●ny effective means, including (i) Using protedlve coverings

(ii) Controlling artms over and around the vessels to ehmmate
arborages for pests.

(iii) Chetilng on a regular basis for pests and pest mfestatlon
(iv) Skimming the fermentation vessels. as necessav

(4) Be constructed in such a manner that floors. walls. and ceilings
nay M adequately cleaned and kept clean and kePt in good rePalr: tha
Irip or condensate from WtIJres, ducts and pipes does not adulterate
aw matenais, in-process or finished dietary products. or contaminate
woduct Contamem. utensils or packaging materials; and that aisles or
~orking spaces We provided between equipment and walls and are
adequately unobstructed and of adequate width to PermitemPloYees tc
@orrn their duties and to proteCt against adulterating In-process or
lni$hed product, or contaminating processing etlUIPment with clothing
or personal ccmtact.

(5) Provide adequate Iightmg m hand-washing areas, dressing and
Iacker rooms, and toilet rooms and m all areas where product is
exammed, processed, or stored and where equipment or utensils are
cleaned; and pr@de safety-type light bulbs, fixtures, sky-lights: or oth
glass sustx?nqed over exposed product irt any step of preparation or
otherwise protect against product adulteration in case of glass
breakage.

,,

(6) Provide adequate ventilation or control equipmeti to maintain
adequate control over mlcrooqaniams, dust, humidm, and
tempemtufe, when appmpn?te. for the mWWf@J.~ of +$tefy Produ,@
to rnmimize odors and v.axxs (indudmg sta$m W@nww -$) In
areas where they may adultemte datav prqttu~i ati I=te aftd
operatofans ●nd 6ther ●ir-blm mu-ins manner that
min”titzes the Petetilal fcwaduftomtiW ~ -ho ~ _ ~
finished dwtafy PK@U@. or am~- -~ eq~~<
utensils or @~i@g mateW$. - ~~

(7) Provide, where nece@arY, adequate &eenifW or other protd
against Pe$ts.

i~ainst peStS.

S 110.35 Sanitary opemtions.
Sanitation of Buildhrga and Facilities

(a) Geneml maintenanu. Buildings, fixtures, and other physical facilities (a) General mamtenano$. Buildings, fixtures, and Other ~hYSl=l

of the plant shall be mamtamed m a sanitaO’ condition and shall be kept
facilities of the plant shall be mamtalned in a sanitafY condtlon and

m repair sufficient to prevent food from becoming adulterated within the
shall be kept in repair sufficient to prevent mw materials, in- process

meanmg of the act.
finished dietaw products from becoming adulterated within the rnear
of the aCt.

(b) Substanus used in cleaning and sanitizing: storage of toxic
(b) Cleaning and sanitizing materials.
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materials

(1) Cleaning comlXwKls and sanftlzmg agents used m Cleanlng and
samt!zmg procedures shall be free from undewable mlcroorgamsms and
shall be safe and adequate under th@condttlons of use COmDllanCe
with this reqwrement may be verified by any effect!ve means mcludmg
purchase of these substances under a supplle~s 9uafantee or
certification. or examination of these substances for Contammatlon Only
the following toxic Materials may be used or stored in a plant where food
ISprocessed or exposed
(i) Those raqtnred to mam!am clean and sanrtary conditions:
(ii) Those neoessary for use m Iattoratory testing procedures:
(iii) Those necessaty for plant and equ!prnent maintenance and
operatton; and
(Iv) Those necessary for use in the plant’s Operations.

(2) Toxic cleaning timpounds. sanitizing agents. and pesticide
chemmals shall be identified, held, and stored m a manner that Protects
against ccmtammatlon of food. fOOd-COntaCtSUIfaC8!S,or food-packaging
materials. All relevant regulations promulgated by other federal. State,
and local government agencies for the apphwt!on, use, or holding of
these products should be followed.

(c) Pest control. No pests shall be allowed in any area of a food ptant.
Guard or guide dogs maybe allowed in some areas of a plant if the
presence of the dogs IS unlikely to result m Contammation of food,
food-contact surtaces, or food-packaging materials. Effective measures
shall be taken to exclude pests from the processing areas and to protect
against the Contamination of food on the premises by pests. The use of
insecticides or rodenticides ISpermitted only under precautions and
restrictions that will protect against the contamination of food,
food-contact surfaces, and food-packaging materials.

~ 110.37 Sanitary facilities and controls.
Each plant shall be equ!pped with adequate sanitary facilities and
accommodations including, but not hmited to:

(a) Water supply. The water suPply shall be sfilc!ent for the operations
intended and shall be derived from an adequate source Any water that
contacts food or food-contact surfac4s shall be safe and of adequate
sanitary qualii. Running water at a suitable temperature, and under
pressure as needed, shali be provided in ali areas where required for the
processing of food. for the cleaning of equlprnent, utensils, and
food-packaging materials, or for employee sanitary facilities.

(b) Piumbing. Plumbing shall be of adequate aixe and design ●nd
adequately installed and maintained to:

(1) Carry sufhcient quantities of water toreqti -Ions throughout
the pfant.

(2) Properly convey sewage and Iquid disposable waste from the ptent.

(3) Avoid canstwlng a soufc+sof contamination to food, water suppties,
equipment, or utensils or creating an unsanitary conditiin.

(4) Provide adequate floor drainage in all areas where floors are subject
to flooding-type cleaning or where normal operations release or
discharge water or other liquid waste on the floor.

(5) Provide that there is not backflow from, or cross-connection between,

Proposed Dietav Supplement GMPs. Includlng Cti PA

Commentax

(1) Cleaning compounds and samtumg agents useo IP ctean.-; 2-:
sanmzmg procedures shall Oefree from unaeslrarxe m;:wc-qa - 5-s
and shall be Safe and aaecluate under me condKlons of use

awiwuwb Only tne fohowmg tox~cmaterlats may De useo or smfe
m a plant where product ISprocesSed’6r’iWmsed

(i) Those reqwred [o mamtam clean and samtary conomons,
(ii) Those neoessafy for use tn Iaborarofy testing cwoceoures
(iii) Those necessary for plant and eqw~ment maintenance anc

operation: and
(IV)Those necessaw for use m the plants operations

(2) Toxic cleaning compounds. sanmzmg agents. and pestlcloe
chemicals shail be identified. used. tteld. and stored m a manner tna!
protects against adulteration of raw ma!enals, m-process or fmshed
product, or c-ontammatlon of processing ettuipment or packagrng
materials. All relevant regulations promulgated by other Feoeral State
and iocal government agenctes for the application, use or holding of
these products should be foilowed. Rodenticides. msectlcldes. and
fungicides ahoukf be registered and used m accordance with the
Federal Insecticide, Fungicide, and Rodentlclde Act

(c) Pest control. No pests shall be allowed m any area of a dietary
product manufacturing plant. Effechve measures shail be taken to
exclude pests from the processing areas and to protect against the
adultemtion of produti on the premises by pests, The use of
in$etilcides or rodenticides is permitted only under precautions and
restrictions that will protect against the aduiterahon of raw materials,
in-process or finished product, or contsminabon of processing
equipment, utensils or packaging materials.

(d) Water supply. Potable water, as a mmlmum quality standard, at i
suitable temperature. and under pressure as needed, shall be prow
m all areas where required for the processing of dietary products, fc
cleaning of processing equipment, utensils, and packaging material
for employee sanitary facilities. Any water that contacts in-process c
finished dietary products. utensils or processing equipment shall rm
the standards prescribed in the Environmstntsl Protection Agency’s
Primary Drinking Water Regulations (40 CFR part 141).

(e) Piumbing. Plumbing shail be of adequate sue and design and
adequately installed and maintained W.

(1) Carry sufficient quantities of water to required tocations
throughout the plant.

(2) Property convey sewage ●nd liquid disposable west. front tht
plant.

(3) Avokt constiitilng a sourca of adultemtion to Prod@ Or
contamination of water supplies, processing equipment, or utensils
creating an unsanitary condition.

(4) Provide adequate ftoor drainage or other appropriate means
water removal in all areas where floors are subject to flooding- typr
cleaning or where normal operations release or discharge water o
other Iiauid waste on the floor.

(5) provide that there is not backflow from, or crossconnection
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pmmg systems mat ilscnarge waste wa[er or sewage ano prong
systems mat carry water for fooa or fooa manufacturing

(c) Sewage dmposal Sewage disposal shall be made Into w! aoequate
sewerage system or d!sposea of through other adequate means

(d) Toilet facilities. Each plant shall provide its employees with adequate,
readily accessible toilet facilibes. COmpllaI’ICewith this MQuwWWrt may
be accomphshed by:

(1) Maintammg the facilities in 8 sanitary condition.

(2) Keeping the facilities in good repair at all times.

(3) Providing seff-closing doors.

(4) Providing doors that do not open Into areas where food is O_ to
airborne contammation, except where attemate means have been taken
to protect against such contamination (such as double doors or positive
air-flow system8).

(e) Hand-washing fecilitiis. Hand-washing facilities shall be adequate
and convenient and be furnished with running water at a suitable
temperature. Compliance with this requirement may be accomplished by
providing:

(1) Hand-washing and. where appropriate, hand-sanitizing feciliiiea at
each Iocatlon in the Piant where good sanitary Prectkes require
employees to wash and/or sanitiie their hands.

(2) Effectiie hand-cleaning and sanitizing Preparations.

(3) Sanitary towel servios or $uitable drying devices

(4) Devices or fixtures, such as water control valves, so designed and
constructed to protect against recontamination of clean, sanitized hands.

(5) Readily understandable signs direchng employees handling
unprotected food, unprotected food-packaging materials, of food-contact
surfaces to wash and, where appropriate, SanifiZe their hands before
they start work, after each absence from post of ‘duty, and when their
hands may have become soiled or contaminated. These signsmaybe
posted in the processing room(s) and in all other ansaswhere
employees may handle such food, materials, or surfaces

(6) Refuse mtmptactes that we constructed and maintained in a manner
that motects aaainst contamination of food.

(f) Rubbish wrd offal disposal. Rubbish and any offal shall be so
conveyed, atomd. ●nd disposed Qfaa to minimiie the development of
odor, mirrirniie the potentiil for the waste becomii an attractant and
harborage or breedii plac4 for pests, and protecl against
contamination of food, food-contact surfaces, water supplies, and
ground surfacea.

Subpart C-Equipment
5110.40 Equipment and utensils.

(a) All plant equipment and utensils shall be so designed and of such
material and workmanship as to be adequately cleanable, and shall be
properly maintained,

Proposed Dietary Supplement GMPs, Includlng CHPA

Comments=

pmm~ systems that carry water usec tar me mafiufa::”re :“ Ge:a-.
products

(f) Sewage dmposal Sewage dWO$al Shall be maae mro ar aoe=.a:s
sewerage system or dmposed af through other adequate means

(g) ToiletfiscllfiresEachmm ShallPrOvWM emPioyees WI!”
adequate. readlty accessixe toiletfac~lmes.Compliance w!tr tms
requirement may be accom~lv$hed by

(1) Mamtammg the facihttes m a sanna~ candmon

(2) Keeping the facilitatesin good repair at all times

(3) Providing self-cfosmg doors

(4) Providing doors that do not open mto areas where dlelary Proauc
is exposed to awbome contammatlon, excApt where alternate means
have been taken to protect against such contammat!on (such as aOUDI

doors or positive au-flow systems).

(h) Hand-washing facilities, Hand-washing facihb-esshall be aaequate
and Convement and be furnished with runmng water at a suitable
temperature. Compliance with this requirement may be accomphshed
by providing:

(1) Hand-washing and. where appropriate, hand-sanitrmng facilrhes
each location in the ptant where good sanitary practmes reqwre
employees to wash andlor sanitiie their hands.

(2) Effective hand-cleamng and sanituing preparations.

(3) Air driers, sanitary towel serwce or suitabie drying dewces

(4) Devices or fixtures, such as water control valves, sa destgned
constructed to protect against recontamination of clean, sanitued
hands,

(5) Readily understandable signs dlretilng employees handhng
unprotected product, packaging matenais, utensils or processing
eqtJlpmWItto wash and, where appropriate, sanitrze their hands M
they start work, after each absence from post of duty, and when the
hands may have become soiled or contaminated, These signs may
posted in the processing room(s) and in all other areas where
employees may handie such products, matetials, utens)ls or equipn

,.

(6) Refuse receptacles that are constructed and maintilned in a
manner that protects against adufmmtion of dietary products.

,,. , . . .
[i) Rubbish di$poael. Rubbish shall bOso coNv@ed, stored, and
disppsed of as to minimize the .tiyeiopnymt of odor, minimize the
potential W the waste beco@ng=@nilWA&it ml hafbomge or
breeding ptace for peats, ●nd prWm eg$inatsduttemtion of raw
materfata, in-procsms or firridwd d@tely pmducls, or contamination
utensils. orocesairm eouioment. water strfmlii. and mound aurfw

(j) Supervision. Overall sanltatiin @ the plant shati be under the
aupervi@on of one or more indwic!uals qualiffed by education,
experience and training (or any combination tt@reof) assigned
responsibility for assuring that sanitation procedures are accompli

Equipment and Utensils
(a) Destgn and Construtilon.

(1) All plant equipment and utensils shall be so designed and of
material and workmanship as to be adequately cleanable, and sha
properly maintained.
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Comments=

I .

‘ The aes!~n construction arm use of eawpment ana utensils Shal
preclude;he adulteration of food with iutmcants. fuel. metal fragments
contaminated water, or any other contaminants

All equipment should be so installed and mamtamed as to facilitate the
cleamng of the equ!pmerrt and of all adlacm’rt spaces. Food-contact
surfaces shall be corrosion-resistant Vfhen m COntaCtwith food They
shall be made of nontoxic materials and designed to with$tand the
enwronrnent of the{r intended use and the action of food, an~, if
applicable, cleaning compounds and sanitizing agents. Food-contact
surfaces shall be mamtamed to protect food frombeing corrtamtnated by
any source, including unlawful indwect food ?ddrtives.

(b) Seams on food-contact surfaces shall be smoothty bonded or
maintained so as to minim~e accumulation of food partkles, dirt, ●nd
organic matter and thus minimize the Opportunity for growth of
microomanisms.

(c) Equipment that is in the manufecturtng or food-handling area and
that does not come into COntSCtwith food shall be ao constructed that it
can be kept in a clean Condtilon.

(d) Holding, conveying, and manufacturing systems, inctuding
gravimetnc, pneumatic, ctosed, and autOMat8d sySteffIS,shall be of a
design and construction that enables them to be maintained in an
appropriate sanitary condition.

(e) Each freezer and cold storage compartment used to store and hdd
food capable of supporting growth of microorganisms shall be fitted with
an indicating thermometer, temperature-misasuring device, or
temperature-recording devle so installed as to show the temperature
accurately within the compartment. and should be frtte~ with an
automatic control for regulating temperature or with an automatic alarm
system to indicate a slgnificanf temperature change in iamanual
operation.

(f) Instruments and controls used for measurrng, regulating, or rs!cording
temperatures. PH. acidity, water activity, or other conditions that control
x prevent thC growth of undeswable microorganisms in food shall be
accurate and adequately maintamed, and adequkrte in number for their
Ies!gnated uses.

:g) Compressed air or other gases mechanically introduced into food or
Mad to clean food-contact surfac4s or equipment shall be treated in
wch a way that food is not contaminated with unlawful indirect food
additives.

s 110.35 Sanitary opemtione

.Cleaning and esnitiiing of utenaiia and equipment shall be conducted
;; a manner that protects against contamination of food, fOOd*ntaCt
surfaces, or food-packaging materials.

(d) Sanitation of food-contact surfaces. All food-contact surfaces,
Including utensils and food-cantact surfaces of equipment, shall be
cleaned as frequently as necessary to protect against contamination of
food.

(1) Food-contact surfaces used for manufacturing or holding
low-moisture food shall be in a dry, sanitary condition at the time of use.
When the WfarXs are wet-cleaned, they shall, when necessary, be
sanitized and thoroughly dried before subsequent use.

(ZI Tne cresqs construrmon ana use CJecu,:~e-: a-: .:e-s s s-:
preclude tne aautterauon of raw ma!enals 9ac~ag’r: Tla:e ‘Ia.s
m-process materials or fimshed Product wtth Iumcanls fue me:a
fragments, cmItammaIed waler, or any other Contam]rran!s

(3) All ewpmen! should be so Installed and mamtameo as t:
facilitate the Cleaning of the equipment and of all adjacent spaces
Prooessmg equtpment and utCnSM shall be Corrosion-res!sta-: wne- -
contact wtth raw materials. m-process or fimsrreo d!etary Woaue Tne}
shall be made of nontoxic materials and designed to wltnstana me
enwronrnent of theu intended use and the action of metary oroaucts
and, if apPlicabk, cleaning compounds and sanmzmg agents
Pro~ssing equipment and utensils shall be mWItalned to PrO!eCt
dietary products from being adulterated by any source

(4) %!afII$ OnUtenSllSand prOC.eSSlf’ige~ulpmeflt shall be Sf!’IOOthl)

bonded or mamtamed so as tOmlnimiZO accumulation OfVOduCt om
and organic matter and thus minlmIze the Oppormty for growth of
microorganisms.

(5) Ectuipment that IS~~ in the manufacturing or product handhng
area and that does not come into contact with a dietary Product shall be
so constructed that it can be kept m a clean Condttlon.

(6) Holding, conveying, and marwfacturrng systems, mcludmg
grsvirnetric, pneumatic, ctosed, and automated systems, shall be of a
design and ccrnstmctronthat enables them to be mamtamed m an
appropriate clean condition.

(7) Each freezer and cold storage compartment used to store and
hold a dietary product capable of supporthg grOWthof mlcroorgamsms
shall be frtted with an indicating thermometer. temwrature-rneasunng
device, or temperature-recordmg dewce so installed as to show the
temperature accurately within the compartment. and should be freed
with an automatic control for regulating temperature or with an
automatic alarm system to Indcate a Wgnificanr temperature change II
a manual operation.

(8) Instruments and controls used m the manufacture, processing,
packing or holding dietary products, including Instruments and control
used for measurmg, regulating, or recording temperatures, PH, actdty
water activity, or other conditions that control or prevent the growth of
undesirable rnicroorgamsms in such products shall be accurate and
adequately maintained, and adequate in number for their designated
uses

(9) Compressed air or other gases mechamcally introduced into a
dietary product or used to ckan equipment or utensits shall be treate
in $uch a way that dtetary ingredients or dietary supplements am not
adulterated.

(b) S@ation of equipment qnd utisnails.

{1) Cleaning 8* sanitizkig fit utensifa and equipment shatf be
conducted in a manner th~ protacta against adulteration of raw
materials, hr-pmcess or finished dietify protluct, Pmceestng equipm
utensils or packaging materials.

(2) All utefis!ls and processing equipment shall be CJeanedas
frequently as necessary to protect against product adulteration.

(3) Utensils and processing equipment used for manufacturing or
holding of dry dietary products shall be in a dry, sanitary condition i

time of use. When the sutiaces are wet-cleaned, they shall, when
necessary, be sanitized and thoroughly dried before subsequent u:
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I

I (2} In wet processing wnen cleaning ISnecessaw to orotecr against me
mtroctuctlonof mlcroorgamsms mto food all food-contact surfaces snatl
be cleaned and sanmzed before use and after any mlerruptlon Ounng
whlChthe food-contact surfaces may have be~Ome contaminated
Where etlulpfTIeRtand utensils are u$ed m a Continuous production
operation, the utensils and food-contact surfacas of the equtpment shal!
be cteaned and sanmzed as necessary

Proposed Dietary Supplement GMPs, Includlng CHPA

Comments”

{4 I In wet orocessmg wnen cleaning ISnecessan :2 c-s:e:. a;a -:
me mrrcmmon of mlcroorgarusms mto a cite:a! swc-c: ii .: P-s ,
and processing ecv,npmentshall be cieaneo ana sanmzec as
appropriate before use and after any Interruption au:mg wrm- me
utensklsor processing eaumment may have become cantamlna:e:
Where equipment and UtenSllSare u$ed In a Contlrwous PrOaUC!IO-
operallon or In back.to-back OPSratlOnSlnVOlVln9”dfierent ba:mes C’
the same Products. the Utenslk and product-contact surTaceso’ me
eraulpment Shall be cleaned and sanmzea as atwormate

(3) Non-food-contact surfaces of equipment used m the Operation of
food plants shoutd be ckwted as frequently as necessary to PrOteCf
against contamination of food.

(4) Smgta-sewlce articles (such as utensils Intended for One-time use,
paper CUPS,and paper towels) should be stored m appropriate
contamera and shall be handled, dispensed, used, and disposed of in a
manner that protects against COnttimlnatiOnof food or food-contact
sutiaces.

[5) Sanitizing agents ahalJbe adequata and safe under conditions of
use. Any facility, procedure. or machine is ●cceptable for cleaning and
sanitiimg equipment and utensils if it is established that the fecilii,
wocsdure. or machine will routinely render equipment and utenaita clean
and provide adequate cleaning and sanitizkIg trsmmant.

[e) Storage and handling of ckafmd Wtabb $@Pment and IJtWW.
Waned and sanitized portable equipment with food-wntact surfaces
md utensils should be stored in a location and manner that Proteck
food-contact surfaces from contamination.

J 110.80 (b) Manufectstrtng operations.
11)Equipment and utensils and finished food containers shall be
maintained in an acwptable condition through appropriate cleaning and
$anitizing, as necessary. Insofar as necessary, equipment shall be taken
span for thorough cleaning.

[7) Equipment, wntainers, and utensils used to wmrey, hotd, or store
‘SWmaterials, work-in-process, rework, or food shall be wnstruaed,
nandled, and maintained during manufectuting or stomge in a manner
!hat protects against contamination.

J 110.80 Prowesae ●nd Controts.
,.. Appropriate quality cwtrol opemtiis shall be employed to ensure
that food is suitabte for human consumption and that fwcf-peckaging
materials are safe and suitebk.

(5) Nonwduct-contaa surfaces of eqwment Should be cteanea as
frequently as neoassary to protea against producr adutterauon

(6) Smgk-service amcles {such as utenstls mlencfea for one- Im+e
use. paper CUPS.and Paper towek) ShOuldbe stored m appropriate
containers and shall be handled. dispensed. used. and dmosea af m a
manner that protects against adutteratlon of dtetary products. and
contamination of utensils and proceswrg $qUlpment.

(7) Sanitizing agents shall be adequate and safe unoer conmtions of
use. Any facility, procudure, or machme ISacceptabk for Cleaning and
sanitizing equipment and utensils if it IS estabh$hed that the fachty,
protmdure, or machine will routinely render equipment and utensils
clean and provide atlS@JateCkSanlngand samtt?ing treatment

(8) Cbaned and sanfiued Poftabk erwpment With PrOduCt-contact
surfaces and utensils should be stored m a location imd manner that
proteus product-contact surfaces from contamtnetion.

(9) Equipment and utensils and finished produa containers shall be
maintained in an acceptable conditron through appropriate cleaning ar
sanitizing, as necessaIy Insofar as necessary, equipment shall be
taken apatt for thorough cleamng.

(10) Written procedures shall be established and followed for
cleamng and maintammg equipment and utensils used in the
manufacture of dietary product$

(11) A written record of major equipment cleaning and use shall be
maintained ~
~ The Person$ Perfo~in9 the
cteaning shall record ~ that the work was performed &a&i@a-

(12) Equipment, containers, and utensik used to convey, hold, or
store raw materials, in-proctms material, rmvork, or finish6d product
shall be cotwtyoted, handled, and rrtainteir?edduring manufacturing
stomge in a mimer that ptitgwts against COrihmination.

.... .. . . ..... . ... .. .. .
Qsswy control ●nd Ldwatory OPemtwia

Awwfw wfW*- owe *M ~ mtomf@•u~
that dMtsv_produ@a conform to apfxopr@te-mIdard$ of purity. qua
and compositbrt, awj that packaging materida we safe and suitable
their intended purpose.

(a) QuaIii control unit.
(1) There shall be a QuaIii control unit that has the maponsibilii

authority to:

(i) Approve or reject all Procedures, specif!-tions, controls, tests
and examinations, or deviations from them, that impact the purity,
quafii and composfton of a dietary ingredient or dietary supplemer

(ii) Approve or reject all raw materials, packaging materials label
and finished dietary products, including products manufactured.
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Proposed Dietary Supplement GMPs. Includlng CHPA

Comments”
P
processes pau(ec or rtem urmer conva~ D} ar.c:ne cs-sa- ~ :3s5:
on aaequate oetermmatmn of conformance 10 es;aa 65ec
specifidlons: and

(iii) Assure that comPleted ufoduct!onrecordswe rewewec as
acrpropnate. Quahfy control shall be responsible for evaluarm o’ e’-: K
cammrtted m the manufacture of a product and shall h?ve me fma
authority to deterrrme if tne erTormay be corrected m sucn manner wa”
the product cm be approved for dlstntwon gr must be aesrroves Sx-
WMJatlOnS and their resolution must be Uocumenii?ii WIa mamtamec
with andlor cross referenced m the batCh Prodw+tm record

(2) Adequate Ieboretory facihhes $hou!d be ●vailable as neeaed 10
the aualitv control wM.

(3) The responsibilities and Procedures apphcable to the qualuy
control unit shall be established m writma and fOllOwed

(b) Labaretow records. Lqbomtoiy IWOrdS shall be mamtamed and
shall include campbte data derived from all specified tests

(c) &@imfion dating.

(l) Weaeuec a shetf Iii or an expiration date far a dmtary Ingredient
or dietsty Supplement&whichever ISapprimate. ~
~ shall be supported by data and rationak to reasonably
assure that the product meets established speotficetions at the
~ spewd date. Testing or Wwechon of the Product shall be
appropriate to the particular dtetary mgredrent or Lhetarysuppkment
product.

(2) Appropfi@e accelerated stability studies or data from Slmllar
product formulations may k used for an initial determination of shelf
life. Product shelf life shall be confirmed and maybe extended on the
basis of realtime studies on product stored under Iabekd storage
oandifions.

Production ●nd Process Controls
(a) Master oroduchon and wntrol recmfs

(1) To assure uniformity from batch to batch, a master production a
control record shall be prepared for the manufacture of each dwtary
ingredient and dietary supplement, and shall be rewewed and approv
by the quality control unit.

(2) Master produchon and control records $hall inctude, as
appropriate.

(i) A cam@etelist of raw materials used in the manufacture of a
diefary product, designated by name$ Wc@e$ wffickrrtty specitic fc
indicafe any special qualii characteri@ic(s).

(ii) An a~mte atetemerrt of flw weighf or measure of each raw
material used in the msntichrr@ of ●“diiw prMtucL Each batch sh
be fofrwtat@ with the infent to provirk rioi’kfss than 100 percent of
eati dsimeddie@ry i@iedii-ht. “’ ‘- ‘“

(Ui)Fart$afarysu-nta,thena maendvrei@tor maeauraof
esch cIjetery ingredient per unit or portion or per unit of weight or
measu~ @@ supplement.

(ii) A statement con&rii@Ig any catou=fi:ma~ of d-1’y
ingrediini contained in a ~ product intends
for consumtilon by a Cansut%. ‘”

(v) A ststmnent of the tofal wight or measure of ●ny dmry
supplement unit.

(vi) A stafemenf of theoretical weight or measure of a dmfary
ingredient or dietary supplement expected at the camlusion of
manufacture, including the maximum and minimum percentages of
theoretical yield beyond which investigation ISrequired.

(vii) A description of the product container(s), closure, and oth~
packaging materials, including positive identification of@ finished
product packagincl labeling used.
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s 110.80 (a) Raw materials and other ingredients.

(1) Raw materials and other ingredients shall be inspected and
segregated or otherwise handled as necessary toascertain that they are
clean and suitable for pro=ssing into food and “shall be stored under
conditions that will protect against contamination and minimi2e
deterioration.
. . Containers and carriers of mw materials should be inspected on
rmsipt to ensure that their condition has not contributed to the
contamination or deterioration of food.
(7) Uquid or dry raw materials and other ItIgMdknt$ received and stored
in bulk form shall be hefd in a manner that protects ●9alnSt
contamination.

Raw meteriafa $hefl be washed or cleaned aa necessary to remove soil
or other contamhratii. Water used for washing, rinsing, or cxmveying
food shall be safe and of adequate sanitary quality. Water maybe
reused for washing, rinsing, or conveying food if it doas not increase the
level of contamination of the food.

(5) Raw materials, other mgradierrts, and rework shall be held in bulk, or
in containers designed and constructed so as to protect against
contamination and shall be heid at such temperature and relative
humidity and in such a manner as to prevent the food from becoming
adulterated within the meaning of the act. Material scheduled for rework
shall be identified as such.

(6) Frozen raw materials and other ingredient shall be kept frozen. If

Proposed Dietary Supplement GMPs. Includ!ng CHPA

Commer.s”

~VIIIIManufacfurrng ana can:rol Insrrucmns aes:ae: :: ass.’= :-:
me owxary product nas the punry composil Io- a-s ;-a :, : 5
represented to Possess

:b) Batch RfOdUCtlOnand COntrOlrecords

(1) Indtvtdual batch producuon and control records shall os preoare:
Ind followed for each batch of dietary Product 13rOduCfManc snal:
nclucfecamplete mformat!on ralatmg to the proouchon ana conIrol of
YaChbatch

(2) These remds shall ~ an accurate rerrroctuctlon of me
ipproprute master production and control recoin ‘anrt shall Include
jocumerrtation that each slgnrficant step m the miinufactute .
wocessmg. packing, or hotdmg of the batch was aCCOmpllsh8d.
ncludmg’

(i) Dates:
(~) Ident@ of indN@ual malor eWtPment and hnes IJ5ed.
(iii) SpdfIC identification, irrcludmg Iot number. of each raw mater

x in-process material used:
(~) weightOrmeasure of each raw material used m the course of

xocesaing;
(v) Quality control results:
(vi) Inspection of the packaging and Iabelmg area:
(vii) A statement of the actual yreld at the conclusion of manufact~

md a statement of the percentage of theoretical ytald. as appropriate
~oasible;

(VIII)Label control records, including specunans, copIss. or recor
}f all labels used:

fix) mScfiPtion of Product containers and closures used: and
(x) Any special notes of investigations or dewations from the

~escrfbadProcess.

(3) Any deviation from wriien, approved specifwstlons, standard!
est procedures. or other Iaboratow control mechanisms shall be
‘ecorded and justified.

c) Handling and storage of raw materials, m-process materlak and
work

(1) Raw materials, in-process materials and rework shall be
inspected and segregated or otherwise handled as necessary to
ascsrrtainthat they are clean and suitable for processing mto dietat
Products and shall be stored under conditions that will protect aga~
adulteration and minimize deterioration.

Containers of raw materials should be inspected on receipt to a:
that their condition has not contributed to the adultemtion or
~eterioration of the contents.

Liquid or dty raw materials and other ingredients received and s
Inbulk fok shall be hetd in a manner that protects against
contamination.

(2] Raw ●gricultural materiata thatcontain soil or other oontamir
shalt be washed or ckmned as nec4asary. Water used for waahiM
rtnsing, or conveying raw agricultural materiata shalt be safe ●nd c
mtequate sanitary qualii. Notwithstanding the general requimmar
potabb water, water WY be reused for waahktg, rinsing, or conve
raw agricuftursl materials, if it does not increase the level of
contamination of the such matetials.

(3) Raw materials, in-process materials, and rework shall be he
bulk, or in containers designed and constructed so as to protect a
adulteration and shall be held at such temperature and relative hu
and in such a manner as to prevent a dietary ingredient or dietary
supplement from becoming adulterated within the meaning of the
Material scheduled for rework shall be identified as such.

(4) Frozen raw materials and other ingredients shall be kept frc
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~mg ISre~ulred Prior to use I! snail Deoone m a manner mat

rents the raw maierlals and Other ln9redlentS ffom becOmln9
Iterated within the meaning of the ad

Rew materials, other mgfedkm, and rewoffr SU$@PW to
ntamination with peata, undesirubm miofoorganlsms. or extmnaous
lteriai shall comply with apphcsble Food ond Dfug Adminktmtion
;ulations, guidelines, and defect achon levels for natuml or
avoidable ~fecta if a msn@aCturer wishes to use the materials in
mufactuflng food. Compkan= with this faquim~nf may be veti
any affective means, incJuding purchasing the meteffale under a
Dolrers guamntee or oartiicetion, or examination of these materials
~&nwm-inatiOn.

) Raw materfela and other ingredients shall either not COntSintevek of
i~oorganism8 that may produos food pOiSOnin9OrOther dtia~ in
Imans, or they shall be Pasteuf@f or othe~iae tmatd durifhl
anufecturing operations so that they no tonger Oontain bvele thist
ould cause the product to be adultemtti within the meaning of the ●ct
omptianw with this requirement maybe veti by any e~dwe
teans, including purchasing raw materials and other ingredrant$ under
suppliats guamnt~ or cartifrcatiin.

——

3) Raw materials and other ingradants susceptibk to contamination
tith aflatoxin or other natuml toxins shall comply with currant Food and
)rug Administration regulations, guidelines, and action bvek fOr
Iolsonous or deleterious subetanms before these matenak or
ng~dients are incorpomted into finished food. COmPllan= w~h this
equirament may be accomplish by purchasing mw materials and
jther ingredients under a supplief’$ guarantSe OrCSrtfi-tiOn. o! maY be
/erifwd by analyzing these materials and in9Md*nts for aflatOxms and

Proposed Dietary Supplement GMPs. Including CHPA
Comments*—-

----~~nof to use it snail cteoone Ir ~ ~la~”e. s=

revents the raw materials arm otner mgreolents ffo~ be:~-’”:
dultemted wIthm the meamng of me act

(5) Written procedures shall bees
~ ~a=~t ~entfi~tlon, examination. handling. $amPVJ [e=w ~’-

itabhshed and followed Oescr:c:r:–#——------- -“”

,JpXIor r&ectlon of raw matenais

(6) Each lot of raw material shall be ldentIfW wrm a dmtinctlve 10!

iumbar and shall be appropriately controlled @=OMln9 to Its status
;.g., quamntined, appmvd. rejected).

(7) RSWf&eriel ~mpkss shall &“exammed and t@ted @s follows
(i) Each lot of mw material, m-prooess material, and rawom mat IS

iabk to @uhemtion with fifth, insect infestation, Or omervisually
Wterrt extmneous material shall bQexammed against established
specifications for such adultemtlon, and shall comply with any
@iibb Food and Drug Administmtlon ragulatlon$ ‘and guidelines IF
Iiiu of such examition by the manufactumr, a guzrantee or
oertfrcation of etraminatmn may be a-pted from the suPPller of a
-nent pfovidSd that the manufa~urer establishes the reliabdtty of
the suppliits examin@on.

(ii) Each lot of a mw material that is liable to microblologl~l
conteminatwn that is objectionabk in view of its intended use shall be
aubjectad to microblolO!Jid Ies@”befom use, Raw.mStenals shall erth
not contain levels of microorganisms that may Pmdu= food PolsonW
or other disease in humans, or they shall be otharvuae treated during
menufS@ting operations so that they no longer contain bvels that
would cause the prOduClto be adultemted w~thmthe meaning of the
eu. in tiiu of such testing by the manufactumr, a guarantee or
certification of ●nalysii may be accepted from the supplier of a
mmoonent provided that the menufac?u~r establishes the reliability t.-
he iuppiii+a analyses.

(iii) Raw materiSls and other ingredients susceptibk to adulteration
#rithaflatoxin or other natural toxins shall comply with Cumnt Food a
Drug Administration regulations, guidelims, and atilon ievels for
pOlsonous or deleterious Substan=s before these materials or
ing~ients are incorpomted into a finished dietafy ingred@nt or .dmta
supplement. Complianm with this requirement may be accompllshec
anatysing these materials and ingredient for aftatoxins and other
natural toxins or, in lieu of such testing by the manufadumr. a
guarantee or certification of analysis may tseaccepted from the SUPF
~f a ~mnnent provided that the manufa@Jmr estabhshes ~]ther natumltoxins.

~l~&i’ of the supplier’s analyses,
(iv) Each lotof mwmaterial$Oal!u!YW90q!baa OIMtest by ~

manufacturer to verify its identKY.Su@ taeta N@Y@du@ anY
appropriate test ~ “ to detarmlti identity, indu{

ohemicel and Isbomtofy te$ts, qroas org$hobm ●mbb, ~
iderfM!c@Et or analysis of tistituent ~rk~...

(v) Each bt of ti’-tite.riai shail..~. te.~..f?r W@m-@ * ●n
Ottweetebtwed -~” in Mu .@$*:P ~ m
menufecturer, * gw”m’htee of oer’t&@ of -w w --
fromthea*r &ammM_Wti tmnwm
wbb!$m !w!!!?!?!w g y?4srJ*~* @Ye=

(8] APPr&ed mw matena~shalt be rotated eo that the oldad
aPPfoved $to@ k.ueed fi??t, Qev~n from this requirameti is
Permittd if such @etion is tempofa~’i~ ●“~fieta.

(9) Raw materiak Subject to deqmdation shall be retestad or

reexamined and approved or rejecfed bY the fwrali mml !@ aft
specified time in stomge or after exposure to air, heat, or other
conditions that are Iiiely to adversely affect the purity, qualm, or
cempostion of the raw material.

(10) Rejected raw materials, shall be ident~ and contd~ u

1
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-.

5110.ltO(b) Manufacturing operations.

(2) All food manufacture , including pWka91ng and storage, shall be
\conducted under suti co ditkms and controls as are necessary to

minimize the potential for the growth of microorganisms, or for the
contamination of food.

One way to comply with this requirement is careful monitoring of
physical factors such as time, tempefatum, humidtty, SW,PH. preasurm
flow rate, and manufacturing operations such ●s freezing, dehydration,
heat processing, ●citification, ●nd refrigeration to ensure that
mechanical breakdowns, time delays, temperature fluctuations, and
other factors do not contribute to the decomposition or contamination of
food.

(3) Food that can support the rapid growth of undesirable
microorganisms, patticuiarty those of public hoatth signiilcance, shall be
held in a msnner that prevents the food from becoming adulterated
within the meaning of the aCt. Compliance with this requirement maybe
MZompllshed by any effectiie means, including:
(i) Maintaining refrigerated foods at 45 ‘F (7.2 “C) or below as
appropriate for the particular food involved.
(ii) Maintaining frozen foods in a frozen state.
(iii) Maintaining hot foods at 140 ‘F (60 ‘C) or abche.
(iv) Heat treating acid or acidihd foods to destroy mesophilic
microorganisms when those foods are to be held in hermetically seated
containers at ambient temperatures.

(4) Measures such as sterilizing, hediating, pasteurizing, freezing,
refrigerating, controlling ptl or controlling G that am taken to destroy or
prevent the growth of undesirabb microotganisma, pmticularty those of
public heatth sigrJficance, shall be ●dequate under the conditions of
manufactum, handling, ●nd d~tribution to prevent lood from being
adulterated within the meaning of the ●ct.

(5) Work-in-proms shall be handled in a manner that protects against
contamination.

(6) Effectiie measures shall be taken to protect finished food from
contamination by raw materials, other ingredients, or refuse. When raw
materials, other ingredients, or refuse are unprotected, they shall not be
handled simuttaneousty in a receiving, loading, or shipping area if that
handiing could result in contaminated food. Food transported by
conveyor shall be protected against contamination as necessary.

Proposed Dietary Supplement GMPs, inciud!ng CHPA

Comments”

system tnat wavents tnew use In manufacwnng 0’ process -;

operations for which they are unsutable

(d) Manufactunrrg operations

(1) All operations m the recmwrrg, mspectmg, ~nspomng
segregating, preparing, manufactunng. packaging, and storing of Oteiah

Products shall be conducted In a-mance WI adeouate sanltatlor
pnrmples.

(2) Ail raasonabtapmcauhons shall be taken to assure that
pfOdIJCtiOnPmoedures do not contribute adutterat!on from any source
Chemlcsl, microbial, or extmneous-m@tenal testing procemm% shall be

used where necessary to identify sanitation failures or poss!ble product
adulteration.

(3) All Product that has become contaminated to the extent mat It is
oduttereted within the meaning of the act shall be repscted, or If
penniasibia, treated or proces$ed to elimin~te the contamination

(4) Afi product manufac@nng, inchdmg packaging and storage, shall
be conducted under such condiii~ns and c@rols as are ne~ssary to
minimize the potential for the growth of microorgarr!sms, or for the
riduttemtiin of raw materials, in-process materiais and finished product

(5) Measures such as sterilizing, irrsdiatktg, pasteurizing, freezing,
refrigerating, cmtrotling PI+or controlling water adivity (sJ that me
taken to destroy or prevent the growth of undesimbla microorganism
partiitariy those of publii haatth significance, shell be adequate urrc
the conditions of manufactum, handling, and distribution to prevent
dietary producia from being edutteretad wkthin the meaning of the sc

(6) Work-in-process shall be handled in a manner that pmteUa
against adultemtbn.

(7) Effective messums shall be taken to protect finished dietary
ingmdiinta and dietafy supptarnente from adulteration by raw rnateri
in-process materials or mfuae. When raw materials, in- process
matenais or refuse are unprotected, they shall not be handled
simultaneously in a mcehdng, ioading, or shipping ama if that handii
couid msutt in adutteratad dietary products. Diitary ingredients and
dietary supplements transported by conveyor shali be protected agt
adulteration as necessa~.

(8) All mw material mntainers, compounding and storage contair
processing iines and major equipment used during the production o
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(8) Effectwe messures shall be taken to protect against the mciuwon of
metal or other extraneous material in food. COmphanOSwith this
requwcment may be accomplished by using 5iSVeS.traps. ma9nOtS.
etactromc metal detectors. or other suitable effactwe means.

(9) Food, raw materials, and other ingredients that are adulterated within
the meaning of the act shall be disposed of in a manner that PrOteOtS
against the contamination of other food. . .

(9). If the adulterated food is urpabk of being reconditioned, it shall
be reconditioned using ● method that has been proven to be effective or
it shall be reexamined and found not to be ●duttemted within the
meaning of the act before being incorpomted into other food.

(10) Mechanical manufacturing steps such as washing, peeling,
trimming, cuti{ng, sorting and inspecting. msshing, dewatsrinth @@9,
shredding, extruding. drying, whipping, defstthg, ●nd forming shall be
pauformed so se to protect food against Oorrtamination. Compliance with
this requirement may be accomplished by providing adequate physical
protection of food from oorrtaminanta that may drip, drain, or be dmwrr
into the food. Protection may be provided by ●dequate 0k8nin9 and
salitiiing of all food-contact surfaces, and by using time and
tempemturs controls at and between each manufacturing step.

(11) Heat blanching, when required in the prepamtion of food, should be
effected by heating the food to the required tempemtum, holding it at
this temperature for the required time, and then either rapidly cooling the
food or passing it to subsequent manufacturing without delay
Therrnophilic growth and contamination in blanchere should be
m!nimued by the uae of adequate operating temperatures and by
periodic cleaning. Where the blanched food is washed prior to filling,
water used shall be safe and of adequate sanitary qualii,

(12) Batters, breading, sauces, gravies, dressings, snd other similar
prapamtions $hall be treated or maintained m suoh 8 manner that they
are protected sgairwt contamination. Compliance with this requirement
may be mcomptished by 8ny effac+iie means, inoluding one or more of
the following:
(i) Using ktgmdiints free of contsimination.
(ii) Employing adequata heat processes where applicable.
(iii) U@ngadequate time and tempemtum oonw.
(iv) Providii adequate phyaioal pmta@on of WmpOnSnta from
contaminants tiut may drip, drain, or be drawn into them.
(v) Cooling to ●n sdequete tsmpemture during manufacturing.
(vi) Dmposing of batters at appropriate intervals to protect against the
growth of microorganisms.

(14) Food suoh as, but not Iimiied to, dry mix8s, nuts, intermediate
moistum food, and dehydmtsd food, that relies on the oontroi of a, for
preventing the growth of undeeimbb microorganisms shall be processed
to and maintained at a safe moisture level. Compliance with this
requirement may be accomplished by any effective means, including
employment of one or more of the foiiowing pmcticas:
(i) Monitoring the r&of food.
(ii) Controiiing the soiubk soiids-water mtio in finished food.
(iii) Protecting finished food from moisture pickup, by use of a moisture
barrier or by other means, ao that the&of the food does not increase tc

Proposed Dietq Supplement GMPs. inciudlng CHPA

Commentsx

Datcn snail be propeny mentlfleo at all ttmes tc mc.ca:e me ~cc-:e-:s
ana wnen necessarv the phase of processing CJ!re Da::-

(9) Effectwe measures shail be taken as necessary to orotec! aqa ‘s”
the mciwon of metal or other extraneous mateflal m Proauc!
Compliance wrth this rewwnent maybe aCCOMPhshSdby using
waves, tmps, magnets. electromc metai detectors. or otnef sw:ame
effedive means.

(1O)Dietary products, raw matenais. and m-process marenats ma!
am rejected or adultemted witiwn the fianing of the act Shall be
identified. storad and disposect of in a manner that protects against the
adulteration of other produots.

(11) Written procedures ahali be estabimhed and foliowed that
describe appropriate tests, andfor examinations to be conducted that
may be necessary to assure the purity, mmposit!on, and Quality of me
finished product.

(12) Written procedures shaii be established and foilowed prescnbmg
the method for reprocessingbatches or Operational start-up materials
that do not oonfomt to finished goods standards or Speciflcahons
Finished goods manufactured using suoh materials shaii meet all
established purity, composition, and quaiity standards.

(13)Mechanicei manufacturing steps such as cuttvrg, somng.
irrwoting, shredding, drying, gnrrding, biending, arsdsifting shall be
performed so ●s to proteu dietaiy ingredients and dietary supplements
against adulteration. Cornpitance @h this requirement maybe
sccorrspiishedby providing adequate phyeicalprotitdion of dietary
products frOm contaot with aduitemnts. Protection maybe provided by
adequate cleaning and sanitizing of ali processing equipment betwear
each manufacturing step, as necessary.

(15) intermechate or dehydmted d~tary products that rely 0ss the
control of water actiiity (SJ for preventing the growth of wWateMa
microorganisms shail be processed to and maintained at a safe
moisture Ievei. Compiianca with this requirement maybe accompli
by any effectiie means, including employment of one or mom of ttw
foiiowing practices:

(i) Monitoring the water actiiity (SJ of the material.
(ii) Controiiing the soluble soiiis-water ratio in finished product.
(iii) f%Otedln9 finished product from moisture pidtup, by use of a

moisture barrier or by other means, so that the water activii (s,) 0:
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an unsafe revel ..

(15) Food such as, but not Iimrted to. aad and acidified food, that rakes
principally on the control of PH for preventing the growth of undewabie
microorganisms shall be momtored ●nd ~;ntain~ at a PH of 4.6 or
below. Compliance with this rf$QutfWWtt maybe Wcomplshed by wry
effechve mean% inciudmg employment of one w mora of the followin$
practms:
(i) Monitoring the pH of raw materials, food in proama, and finished
food.
(ii) Controlling the amount of acid or aciditiad food added to low-acid
food

(16) When ice is used in contact with food, it shall be mada from water”
that is safe and of adequate sanitary quaiii, and shall be used only if it
has been manufactured in accordance with cumsnt good manufacturing
pmctice as outlined in this pert.

(17) Food-manufacturing areas and equipment used for manufacturing
human food should not be used to manufacture nonhuman fOOdgfSd4t
animal feed or inedibb products,unless them u no reaaonabb
possibtii for the Contamination of the human food.

(13) Filling, assembling, packaging, and other operationsshallbe
performedin such a way that the food is protected againat
contamination. Compliance with this raquirernarrt maybe m=ompliahed
by any effective means, inoiuding:
(i) use of a qualii control opemtion in wf-kh the ctitiil controlpoints
●m identified and controlled during manufacturing.
(ii) Adequate cleaning and sanitizing of all food-contact surfaces and
food containers.
(iii) Using materials for food containers and food- packaging materials
that ate safe and suitable, as dafined in 5 130.3(d) of this chapter.
(iv) Providing physical protection from contamkmtiort, particularly
airborne contamination.
(v) Using sanitary handling procsdums.

.

.

s 110.93 Warehousing ●nd distribution

Proposed Dietary Supplement GMPs, Including CHPA 1

Comments*

proouct 00Ss not increase to an unsafe level

(16) Dnxary mgredb?ntsand dwtary supplements that rely pnn:;oa:(i

on the controlof PH for preventing the growth of undesirable
mcroorgantsms shall be monrtored and mamtamed at an approtmale
pH Compliance wttr thts mquwementmay be apcomphshed by any
effea~e ~an~

(17) When m is used in contacl with di&a~ products, it shall @
made from potabb water, and shall be ueed only if it has been
manufactured in ●ccordance with cument good manufacturing practce
as outlined in 21 CFR part 110.

(e) Packaging and labeling opemtiona.

(1) Filling, assembling, packaging, and other operations shall be
performed in such a way that dietary products are protected against
edutteration. Cornpiiinc# with this requirement maybe accompiiihed b
any effediva means, rnduding:

(i) Adequate cleaningand sanitizing of all filling and packaging
equipment, utensils, and product containers, as appropriate.

(ii) Using materials for product containers and packaging materials
that are safe and surtable.

(iii) Providing physical protection from adulteration, particularly
airborne contammation.

(iv) USln9 Sanitaw handling procedures,

(2) Wrttten procedures shall be established and followed dascribng
sufficient detail the control procedures employed for the receipt,
storage, handling, sampling, examination, andlor testing that maybe
necessary to assure the identity of labeling and theappropriate identii
cbanlinsss and quaiii characteristics of paoksging materials fordiets
produota.

(3) For dietary auppbmenta, Iabeis and other tabeting m~tenaia for
each different product type, strength, or quantity of contents shail be
stored sepamtety with suitabb identification.

(4) obsolete labels, isbetii, and other pao&ing materWa for
dbt?ty products shall be destroyed.

,.-,,,.,..
(5)wrftten prix%dures Shetl be

~ ~..ti ~ ~

thatcorTect isbels, tabelinfJ, sndp@m@rtg rnsteMsare Mwld
used for dietary products. -..

(6) Dtity ingredient and dietary $_-&lmgea shall be
kfentitiad withalotnumber thatpMrtritadatamttnStbn0fthe hxt
the manufacture and conttoi of the ba@r.

(7) Packaged and labeled dietary suppbments shalt be examined
provide assumnce that containers and packages in the tot have the
conact iabei and iot number. Products not meeting specifbtiona sh
be rejectedby the quafii control unit.

Warehousing, Distribution ●nd Post-Distribution procedures
(a) Stomge and distribution.
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Storage and transportation of finlshe; food shall be under conddlons

that will prOtWt food against physlcsl, chemcal, and mlcrobjal
C.ontammatlonas well as agatnst deterioration of the food and the
container.

Proposed Dietaq Supplement GMPs, Includlng CHPA

Comments*

(1) Storage ancttransportation of fimsneo cxoouc! sna ce ;-se-
condrhons that will protect product against rItIYsIca cnemlca a~s
microbial adutterstlon as well as aga!nst CIetenoratlon of tne Droo~c: a-s
the antamer

(2) Adequate dlstnbutton records s&@&t be mamtamed ana
retemed by the men@ectursr at least 1 year beyond expecteci rwoams
~helf Iii or eXPirStlOndate. whereby an effWtlVe VOduCt recsll can De–
w+SVSV8CI$hOuidone beCOMSnecessary

[b) Reserve samples. An appropriately !dwmfiid reserve sampte that IS
reprwaentetive of ea@ batch of a che~ry Product snould be retained and
rtored under conditions corwtatent with the prpducf Iabahng until at Ieas!
1 year after the product’s stretf life or expiration dat~

~. The reserve sample should be stored m me same
Immediate csmteiner-ciosure system m wtnch the finished product IS
marketed or in one that provides similar protetilon. The reserve sample
thdt 00nSiStof at bast twice the quantity necessary to perform all the
rewired tests.

[c) Reoords retention.

(1) Any laborato~, production, oontrol or distribution record
ipeoifwaliy associated with a batch of productshall be retained for at
east 1 year after the product’s shetf life or expiration dat~

~.
,.

(2) Raw MStWiSl records shall b maintained for at least 1 year after
!hepmd L@%shetf life or expiration date of the last batch of Product
noorporeting the raw materia~

[d) Complaint files.

(1) Written procedures describing the handling of all written and oral
mrnplainta regarding a dietary product shall be established and
followed. Such procedures shall include provisions for review by the
quality control unit of any complamt involving the possible failure of a
product to meet any of its spacifkations and, for such products, a
determirwtion as to theneed for an inveatiiation.

(2) A written record of each complaint shall be maintained, until at
bast 1 year after the expiration date of the product, or 1 year after the
date that the oornpteint was received, whichever is tonger.

(3) The wrttten record ahalljnctt@e, whey, known: The name ●nd
descrl@in of the produot, lot number, rime of complainant nstum of
comptemt, and mpiy to complainant, if ●ny.

(4)- art &ee&I&ia &dv&l’A written record shalt
rnctudethe tindhtQa of theinvestigation end foUowupsct&n taken.

(e) &wnett &&ts. Ratumed’&&ti’&u&s sheff be idsntMM
●s such and heft If the conditions under .whkh returned d~ry
Pfo@@? hwe t@n f@d, .s!-: of shw” before or durtng their
mtum, or if ttw,,cqtr$iin of the @ddI@; Heoohtsiner, am, or Isbeti

as a msutt of storage or shtibing, casla doubt on the Purtty, cOrn@f
or qualii of the Product, the returned product shall be destroyed unle
examination, testing, or other invastigatiins Prove the Product meats
appropriate standards of purity, composition, ●nd quatity. A producl n
be reprocessed provided the subsequent produci meats appropriate
specifications. Records pertaining to returned products that are
subsequently reprocessed andlor mdistniuted shalt be maintained a
shall include the name snd description of the product, lot number,
reason for the return, quant@ returned, date of disposition, and uttim
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. .

Subpart G.Defect Action Leveta
~ 110.110 Natural or unavoidabk defects in food for hummr use
that praaent no heatth hazard.

(a) Some foods, even when produced under current good manufacturing
practii, contain natural or unavoidable dafed$ ttmt at iow bvek am not
hSZ8fdOUS to health. The Food and Drug Administration eetabiiihes
maximum bvek for these defects in foods produced under Current good
manufacturing Practke and uses theaa bvete In deciding whether to
recommend regulatory w%on.

[b) Defect action levels are established for foods whenever it is
necessary ml feasibb to do SO.These bvels we subjec4 to change
upon the development of new technology or the ●vailability of new
Information.

(c) Compliance with defect action levels does not excuse vioiation of the
requirement in saction 402(a)(4) of the act that food not be prepared,
packed, or hetd under unsanitary conditions or the requirements in this
part that food manufacturers, distributors, and holders shall obsewe
current good manufacturing practice. Evidence indicating that such a
violation exists causes the food to be adulterated within the meaning of
the act, even though the amounts of natural or unavoidable defects are
lower than the currently established defect action bvets. The
manufacturer, distributor, and hoider of food shali at ●ll tiis utilize
quality control operations that reduce natuml or un&roidable defects to
the iowest level currentty feasible.

(d) The mixing of 8 food containing defects shove the current defect
action bvel with another tot of food is not permitted and renders the final
food adulterated within the meaning of the act, mgardbas of the defect
level oftha finelfood.

(e) Ac&@at&nofths curmntdefect ac4iortleveisfor naturalor
untiabktih~tih-n-~~mka~~
may be obtained upon raquast from the Center for Food Safety and
APPtii Nutrition (HFS-5S5), Food and Drug Mministmtkn, 200 C St.
SW.,Washington, DC 20204.

Proposed Dietaw Supplement GMPs, Includ!ng CHPA

Comments-

chssosrhonof me retumeo CIroouc

(f) Product salvaging. Dmtafy Products that tIavC Oeen Sub)ectec IC
improper storage conditions mciudmg extremes m Temperature
hum]dty smoke, fumes, pressure. ●ge. or mduhon due to natural
disasters, fires. acedents. or eKWPmantfailures shall not be salvagec ~
and Mtttm4!d to the marketplace Whenever there ISa question wnethe’
products have been subfectedto such Conditions. saivagmg ooeratlons \
may be cmductad oniy Rthers IS: (1) Eviden@ from laboratory tests
that the Products meet all apphmbk standards of purrty.QUJllty and

Composition; and (2) evidence frOm mspechon of thepwmtses that the
Products ●nd the!r associated packaging were not sub]ected to Improper I
storage conditions ●s a resutt of the drs~stt!r or awlent. Records ;
irrduding name, lot number. ●nd disposition shall be mamtsmed for.
products subject to this Section. !

(g) Oefect maion bveis.

(1) Sores dietary ingredients and dtetary supplements. even when
produced under current good manufacturing pmclice, contain natural or
unavoidabts defects thatat low bvel$ are not hazardous to health The
Food and Drug Administration establishes maximum levels for these
defects in dmtay products produced under current good manufacturing
praclice and uses these levels in deciding whether to recommend
regulatory ●ction.

(2) Defect action Ieveis are established for dietary products wheneve!
it is necessary and feasible to do so. These bvels @ra subject to changt
upon the development of new technology or the availability of new
information.

(3) COn’tpliSn= with defect atilon levels does nOtexcuse wolatlon of
the requwe~nt in section 402(a)(4) of the act that dietary products nOt
be pmpaMd, packed, or held under unsanitary conditions or the
requirements in this part that dietary product manufacturers,
distributors, and holders shali observe current good manufacturing
Prectke. Evidence indicating that such a violation exists causes a
dietary product to be adulterated within the rneanmg of the act, even
though the amounts of naturnl or unavoidabk defects are kwer than
the currently established defect action kvels The manufacturer,
distributor, and holdar of a dietav PKXW shall at all times utilixe
qualityca!trol operations thal reduce natural or unavoidable defects to
the Iowe$t bvei currantty feasible.

(4) ~ mtxii of a dwta~ ingredient or dietafy suppbment
containing defects above w curmt defect action tevel with ●nether k
of d~tary ingredient W dietary suppktint is not petmiied and rende~
the final product @duttemtad.v@th@the ,rneanipg ,~~ act, mgardbss
the @#e@level of the final proguct. ‘-

(5) AcomPWnOftheWr reiId@@ctbnkv@or nstumfor
UtteVMma d$fecta in @ii PmcWe thai’btWa#ii6 heamhhazard
may bmbtaktad upon reqlre$ifromthe Industry Progrsrns Branch
(HFF-326), Center for Food.Saf@y ●nd At@bd MrtrWon, Food ●nd
Drug Administmtlon, 200 CSt. SW., Washingtoit, ~ 20204.

● Recommended changes to thi? proposal published by FDA 2/6197are notedas fob

Additions are marked by underlir

~ib 4/15/99 AViKPVOLl WD
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ATTACHMENTB
Consumer Healthcare Products Association

Proposed Dietary Supplement GMPs
and Comparison With Food GMPs

Current Food GMPs

~ 110.3 Definitions.
The definitions and interpretations of terms in section 201 of the Federal
Food, Drug, and Cosmetic Act (the act) are appiicebie to such terms
when used in this part. The foilowing definitions shall aiso appiy:

(a)Acid foods or acidified foods means fcmdsthat have an equilibrium
pH of 4.6 or below.

(b) Adequate means that which is needed to accomplish the intended
purpose in keeping with good pubiic health practice.

(c) Batter means a semifluid substan~, usuaiiy composed of flour and
other ingredients, into which principal components of food are dipped or
wtih which they are coated, or which may be used directiy to form bakery
foods.

(0 Food means food as defined in section 201(9 of the act and inciudes
raw materials and ingredients.

(g) Food-contact surfaces are those surfaces that contact human food
and those surfaces from which drainage onto the food or onto surfaces
that contact the food ordinarily occurs during the norrnai course of
operations. “’Food-contact surfaces” includes utensils and food-contact

Proposed Dietary Supplement GMPs, Including CHPA

Comments*

Definitions
The definitions and interpretations of terms in section 201 of the

Federai Food, Drug, and Cosmetic Act (the act) are applicable to such
terms when used in this part. The foiiowing definitions shail aiso appiy:

..

(a) “Adequate” means that which is ne,ededto a~mpiish the intended
purpose in keeping with good pubiic health practbe.

,. . ..
.

(b) “’Batch or Lot” means a specific quantii of a finished product or
other materiai that is intended t~ have uniform character and quaiity,
within specified iimits, and is produced according to a single
manufacturing order durin!athe same cvcle of manufacture.

,.

(d) ‘-Composition” means, as appropriate: (1) the identity of a
dietary ingredient or dietary supplement, and

(2) the concentration of a dietaw ingredient (e.g., weight or other unit
of uselweight or volume), or the potency or activity of one or more
dietary ingredients, as indicated by appropriate procedures.

(e) “’Dietary ingredient” means an ingredient intended for use or used in
a dietary supplement that is:

(1) a vitamin,
(2) a mineral,
(3) an herb or other botanical,
(4) an amino acid,
(5) a dietary substance for use by man to supplement the dat by

increasing the totai dietary intake, or
(6) a wwentrate, metaboiite, consttiuent, extract, or com~nahon of

any of the foregoing ingredients.

(f) “’l)ietary product” means either a dietary ingredient or dietary
supplement as defined in this Part.

(9) “Dietary SUPPlem@” means dietary supplement as defined in
section 2(M(ff) of the act.
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Comments*

surfaces of equipment.

(h) “in-process material” means any material fabricated, compounded,
blended, ground, extracted, sifted, sterilized, derived by chemical
reatilon or processed in any other way that is produced for, and used

.:.:..’-....... :.T..-:.,...-.. .. in, the preparation of a dietary product.

(h) Lot means the food produced during a period of time indicated by a (i) “LoU means ‘“batch” as defined in this part.

specific code.
. . . .,. ,. . .. .. . . . . .

t,:... .-..=+..:-...,l..i:,, .. ‘ ,.,.>’,~‘. s..‘“.”. : ‘-:”: . :““;, .::.-:.:---...+4. --. —. .>.,. ~. .. :.4... .;:?,:y?*p&~~ (j) ““Lot number means any distinctive combination of letters, numbers,
;j.,,,.>,~ .A._A:..-r+.,-,7,t,:,,+::,, ,&si<,.;,,.A2::.#~.. s-.,~.-.::~ ~_ >.”..:j:; ,.::,>,’,,,: :;,,, ., or symbols, or any combination of them from which the complete history

, ,2:~~f@*%3%~~?Pi% “ of the manufa@re, processing, packkrg, holding, and distribution of a;,;!,i-:‘::A1.j:. ::sj:,j,’;j;... j; .,7$:~;;:;j,@JJf~*. , ...i ; .“:::?:ZL::. ....+ ,~.&%#&@~ ;,a4tJ#.. “...:.A.,x*. ....’..:.:;.+~-+ :!,.,;,
- -------- iq—=m,~k+~ —---%-&.. + *&”_+ ,k..,,,,,,?:.. .... “..>.,!. 4.,!..’;‘w+ ‘,, J..’?..:,,,,, batch or lot of a finishkid diijtafjfl’igredient, dietary supplement or other.- .:,,,:.-----.... ,*., ,2;,,,,..,. .,,.:.,,..,4- ~,’-’$%pd%? :%$k !:@;*i’b’:+i... ,;.>.“..:,./...;,,. a;.!,, . da.-.- .’..,.’::_:_.a%..,:_=vyv:.. .:..-,,..-: +“~.!-y-.+++ - material can be deterrnlned.

. . . .,. . . . . ..T.,. ‘ ;7,:......- .,.:.., .—.....-...-’ ,+$.<.-...~x,~+y::$:.,>..J<,. ,. ., ,,,*.,..~-.,..,*=-_.+.FL . _.’u.+ ..:~l.. ,<.:gA.:++A=-,e*....k....+.-..+,.,,:,,.,;,, ,..,,. =’-.,:$.”, ... ..., ?;. :.’. .: ,2:;. ;;:S;2;<*:$$ (k) ‘“Manufacture” or “manufacturing” includes all operationsq...._z&.>-,-----,, ~: >-=: ..–* *, .-,,,. ,,,;,+ “,.),.,,,: ~ , ,, ,. ..,. ,:,:,~ ,.~- associated with the production of dietary products, including packaging~, :.,;..-— ‘. .“ :. ..,+r: ‘:,’ .:l.~:.:.;,2 !,~s.;:. .++::-n..“:+-;::.-f:=..%:*MV>T,>rwsE*.-,:::’ and labeling operations, testing, and quality control of a dietary
.-*mm .:-T—3-..— ..Y--- —...--..,- -..<‘ --?.>-- .-->-.. . ....- ingredient or dietary supplement.

(i) Microorganisms means yeasts, molds, bacteria, and viruses and (~ ‘-!fiicroorganisms” means yeasts, molds, bacteria, and viruses and
includes, but is not limited to, species having public health significance. includes, but is not limited to, species having public health significance.
The term ‘“undesirable microorganisms” includes those microorganisms The term “undesirable microorganisms” includes those microorganisms
that are of pubiic health significance, that subject food to decomposition, that are of public health significance, that subject food to
that indicate that food is contaminated with filth, or that otherwise may decomposition, that indicate that a dietary ingredient or dietary
cause food to be adulterated within the mesining of the act. Occeslonally supplement is contaminated with filth, or that otherwise may cause a
in these regulations, FDA used the adjective “microbial” instead of using dietary product to be adulterated @thin the meaning of the act.
an adjectival phrase containing the word microorganism. Occasionaiiy in these regulations, the adjective “rnicrobiar is used

instead of using an adjectival phrase containing the word
microorganism.

(j) PeSt refers to any objectionable animals or insects including, but not (m) “Pest” refers to any objectionable animais or insects including, but
iimited to, birds, rodents, flies, and larvae. not limited to, bird, rodents, flies, and larvae.

(k) Plant means the building or facility or patis thereof, used for or in (n) “Plant” means the building or facility or parts thereof, used for or in
connection with the manufacturing, packaging, labeling, or holding of connection with the manufacturing, packaging, labeling, or holding of a
human food. dietary product.

(1)Quality control operation means a planned and systematic procedure (0) “’Quality control operation” means a pianned and systematic
for taking all actions necessary to prevent food from being adulterated procedure for taking all actions necessary to prevent a dietary product
within the meaning of the act. from being adulterated within the meaning of the act.

,... ..- .-: ..-. ... ,,, .... ,.: ..<,,...,. .. .....~_+_ ~... (P) ‘“Quahty control unit” means any person or organizational element. . ........ :. .=...-. . -m,,.- .-,-,;‘. .::,7~:,.A~~t.,:.,~..=,, ,. designated by the firm to be responsible for the duties relating to quality
,,+............;’..’,.,.<,.,.,.-..>,. .,., .,. . .... . . . . .. ’’-=:,,C,-, %.+% ..Z*:.:~<;,., . .. . ..-a.—-.,7......—--.*-.;--a:.—.%..... control operations...— ——

. .. . .. ... . ..
.. ... ,..1..,;:;;~L:::”.~,. .. . . .,_.,h. . .“ ... -,A=,,.,,..-,.:—+A-+-:H.- .. ..—, (q) “’Raw ma[efia~ means any ingredient intended for use in the

,..’ +.-.,.-: ,..~.—,. . .. .. . manufacture of a dietary ingredient or dietary supplement, including
those that may not appear in such finished product.

. . .. . . . . .. .

-),.
of units that tire drawn based on rational c!fiefia, such as random
sampling, and is intended to assure that the sample accurately portrays

~ the material being sampled.
.,

(m) Rework means ciean, unadulterated food that has been removed (s) ‘“Rework~lrneansaleaa, unadulterated material that has been
from processing for reaaons other than insanitary conditions or that has removed from processing for reasons other than insanitary conditions or
been su-ssfully reconditioned by reprocessing and that is suitable for rnateria! that.has been success~lly reconditioned by mprocessin9 and
use as food. =s@table for use in the meriufi?c?ur?.of a ditary product.

. . . .. ... . ... . . .. .. ...:,..’ i..:.
(n) Safe-moisture level is a level of moisture low enough to prevent the “~”:. :

. .. . ,,,., . ..-.; ,-,,. “...=.., ..>;.: .:..,.. -. ...,. ..:7-. -.,.,....>..,,,.... . .. .., .’’ >:..,..- .-; ..-. .. . ..-. .:,. ..- -, ...” , ...!.,,.,:,,.
growth of undesirable microorganisms in the finished product under the .,. -

intended conditions of manufacturing, storage, and distribution. The
maximum safe moisture level for a food is based on its water activity
(aW).An a~will be considered safe for a food if adequate data are
avaiiable that demonstrate that the food at or below the given aWwill not
suppofi the growth of undesirable microorganisms.
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(o) Sanitize means to adequately treat ~ood-contactsurfaces by a
process that is effective in destroying vegetative cells of microorganistns
of public health significance, and in substantiality reducing numbers of
other undesirable microorganisms, but without adversely affecting the
product or its safety for the consumer.

(P) Shall is used to state mandatory requirements.

(q) Should is used to state recommended or advisory procedures or
identify remmmended equipment.

(r) Water activity (sJ is a measure of the free moisture in a food and is
the quotient of the water vapor pressure of the $ubatance divided by the
vapor pressure of pure water at the same temperature.

~ 110.10 Personnei.
The plant management shall take aii reasonable measures and
precautions to ensure the fcdiowing:

(a) Disease control. Any person who, by medicai examination or
supervisory observation, is shown to have, or appeara to have, an
iliness, open iesion, including boils, sores, or infected wounds, or any
other abnormal source of microbiai contamination by which there is a
reasonable possibiiii of food, food-contact surfacas, or food-packaging
materials becoming contaminated, shail be exciuded from any
operations which may be expected to result in such contamination until
the condition is corrected. Personnel shali be instructed to repott such
heaith conditions to their supervisors.

(b) Cleanliness. All persons working in direct contact with food,
food-contact surfaces, and food-packaging materials shaii conform to
hygienic practices whiie on duty to the extent necessary to protect
against contamination of food. The methods for maintaining cleanliness
inciude, but are not limited to:

(1) Wearing outer garments suitabie to the operation in a manner that
protects against the contamination of food, food-contact surfaces, or
food-packaging materiais.

(2) Maintaining adequate pefSOnaiCieanlifleSS. .

(3) Washing hands thoroughly (and sanitizing if necessaIy to protect
against contamination with undesirable microorganisms) in an adequate
hand-washing faciiity before starting work, after each absence from the
work station, and at any other time when the hands may have become
soiled or contaminated.

(4) Removing ali uneemed jeweiry and other objects that might faii into
food, equipment, or containers, and removing hand jeweiry that cannot
be adequately sanitized during periods in which food k manipulated by
hand. if such hand jeweiry cannot be removed, it maybe covered by
material which can be maintained in an intact, dean, and sarritaty
condition and which effectively protects against the contamination by
these objects of the food, food-contact surfaces, or food-packaging
materiais.

(5) Maintaining gioves, if they are used in food handiing, in an intact,
ciean, and sanita~ condition. The gioves should be of an impermeable
materiai.

(6) Wearing, where appropriate, in an effective manner, hair nets,
headbands, caps, beard covers, or other effective hair restraints.

(7) Storing clothing or other personal belongings in areas other than

Proposed Diete~ Supplement GMPs, Including CHPA

Comments*

(t) “Sanitize” means to adequately treat equipment, containers, or
utensiis by a process that is effective in destroying vegetative calls of
microorganisms of pubiic heaith significance, and in substantially
reducing numbers of other undesirable microo~anisms, but without
adveraeiy affecting the product or its safety for the consumer.

(u) “’Shall” is used to state mandatory requirements.

(v) “Shouid i$ used to state recommended or advi$oty procedures or
identify recommended equipment.

(w) “Water aclivity (aJ’ is a measure of the free mois~um in a dietary
ingredient or dietary supplement and ia the quotient of the water vapor
pressure of the .substan~ divided by the vapor pressure of pure water
at the same temperature.

Personnel
The piant management shaii take all reasonable measures and

precautions to assure the foliowing:
(a) Disease controi. Any person who, by medical examination or

supervisory observation, is shown to have, or appeara to have, an
iiiness, open iesion, including boils, sores, or infected wounds, or any
other abnormal source of microbial contamination by which there is a
reasonable possibility of an in-process or finished dietary product
becoming adulterated, or processing equipment, utensils or packaging
msteriai$ becoming contaminated, shaii be exciuded from any
operations which may be expected to resuit in such adulteration or
contamination until the condition is corrected. Personnei shaii be
instructed to report such health conditions to their supervisors.

(b) Cleanliness, Aii persons wor’idng in direct contact with raw materials,
in-process or finished dietary products, processing equipment, utensiis
or packaging materials shali conform to hygienic practices while on duty
to the extent necessary to protect against adulteration or contamination
of such materials. The methods for maintaining cleanliness include, but
are not limited to:

(1) Wearing outer garments suitabie to the operation in a manner that
protects against the adulteration of in-process or finished dietary
products, or contamination of processing

(2) Maintaining adequate personai cleanliness.

(3) Washing hands thoroughly (and sanitizing if necessary to protect
against contamination with undesirable microo.rgani$ms) in an adequate
hand-washing facility before starting work, after each absence from the
work station, and at any other time when the hands may have become
soiied or contaminated.

(4) Remov[rrg all unsecured jeweiry and Qther objeots that might fall into
raw mate!ia[s, in-procsss or finished dietary product, equipment, or
containers, and removing hand jewelry that cannot be adequately
sanitized chui!rgperiods in which in-processor finished product is
manipulated by hand, if such hand jeweiry cannot be removed, it may
be covered by material which can be maintained in an Intact, ciean, and
sanitary condition and which effetilveiy protects against the adulteration
of dietary products or contamination of processing equipment, utensiis
or packaging materiais.

(5) Maintaining gioves, if they are used in-processor finished product
handiing, in an intact, clean, and sanitaty condition. The gioves shouid
be of a materiai that adequately protects the product from
contamination.

(6) Wearing, where appropriate, in an effective manner, hair nets,
caps, beard covers, or other effetitve hair restraints.

(7) Storing clothing or other personai belongings in areas other than
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where food is exposed or where equipment or utensils are washed. where in-process or finished product is exposed or where processing
equipment or utensils are washed.

(8) Confining the following to areas other than where food maybe (8) Confining the following to areas other than where in-process or
exposed or where equipment or utensils are washed: eating food, finished product may be stored or exposed, or where processing
chewing gum, drinking beverages, or using tobacco. equipment or utensils are washed: eating food, chewing gum, drinking

beverages, # using tobacco, or using drugs (Rx or”OTC) or other dieta~
supplement products.

(9) Taking any other necessary precautions to protect against (9) Taking any other necassary precautions to protect against
contamination of food, food-conta~ surfaces, or food-packaging adulteration of raw materials, in-processor finished product, or
materials with microorganisms or foreign substanws including, but not contamination of processing equipment, utensils or”packag~ng materials
limited to, perspiration, hair, cosmetics, tobacco, chemicals, and with micro-organisms or foreign substances includkrg, but not limited to,
medicines applied to the skin, perspiration, hair, cosmetics, tobacco, chemicals, ”and medicines

applied to the skin.

(c) Education and training. Personnel responsible for identifying (c) Education and training. Each person engaged in the manufacture of
sanitation failures or food contamination should have a background of a dietary product should have the proper education, training, and
education or experience, or a combination thereof, to provide a level of experience (or any combination thereof) needed to perform the
>ompetency necessary for production of ctean and safe food, Food assigned functions. Training shou[d be in the particular operation that
~andlers and supervisors should receive appropriate training in proper the employee performs as they relate to the employee’s functions.
‘ood handling techniques and food-protection principle$ and should be Employees should also receive trainin~ relating to GMPs and sanitary
nforrned of the danger of poor personal hygiene and insanitary health procedures. Appropriate documentation of training shall be
>ractices. retained by the manufacturer,

d) Supervision. Responsibility for assuring compliance by all personnel (d) Supervision. Responsibility for assuring mmpliancti by afl personnel
,vithall requirements of this part shall be clearly assigned to competent with all requirements of this part shall be clearly assigned to qualified
wpervisory personnel. personnel with proper education, training and expeiiem% (trr any

combination thereof).

} 110.19 Exclusions. Exclusions
a) The following operations are not subject to this patt: Establishments The following operations are not subject to this part Establishments
mgaged solely in the harvesting, storage, or distribution of one or more engaged solely in the harvesting, storage, or distribution of one or more
‘raw agricultural commodities,” as defined in section 201(r) of the act, “raw agricultural commodities,” as defined in section 201(r) of the act,
vhich are ordinarily cleaned, prepared, treated, or otherwise processed which are ordinarily cleaned, prepared, treated, of otherwise processed
)efore being marketed to the consuming public. before being marketed to the consuming public.
b) FDA, however, wiil issue special regulations if it is necessary to cover
hese excluded operations,

)ubpatt B-Buildings and Facilities Plant and Grounds
~110.20 Plant and grounds. (a) Grounds. The grounds about a dietary product manufacturing
a) Grounds. The grounds about a food plant under the control of the plant under the control of the operator shall be kept in a condition that
jperator shall be kept in a condition that will protect against the will protect against the adulteration of dietary products. The methods for
contamination of food. The methods for adequate maintenance of adequate maintenance of grounds include, but are not limited to:
jrounds include, but are not limited to

1) Properly storing equipment, removing litter and waste, and cutting (1) Property storing equipment, removing litter and waste, and
weedsor grass within the immediate vicinity of the plant buildings or cutting weeds or grass within the immediate vicinity of the plant
structuresthat may constitute an attractant, breeding place, or buildings or structures that may constitute an attractant, breeding place,
Iarborage for pests. or harborage for pests.

2) Maintaining roads, yards, and parking lots so that they do not (2) Maintaining roads, yards, and parking lots $6 tlii!t they do not
nnstiiute a source of contamination in areas where food is exposed. constitute a some of aduIte”iation in a%a.s.wherepr&fu-6tW exposed.

3) Adequately draining areas that may contribute contamination to food (3) Adequately draining areas that may contribute to product
)y seepage, foot-borne filth, or providing a breeding place for pests. adulteration by seepage, foot-borne filth, or providing a breeding place

for pests.

4) Operating systems for waste treatment and disposal in an adequate (4) Operating systems for waste treatment and disposal in an
nanner so that they do not constitute a source of contamination in areas adequate manner so that they do not constitute a swJrce of adulteration
rhere food is exposed. in areas where product is exposed. If the plant grounds are bordered by
f the plant grounds are bordered by grounds not under the operator’s grounds not under the operator’s control and not maintained in the
xmtrol and not maintained in the manner described in paragraph (a) (1) manner described in paragraph (a)(l) through (3) of this section, care
hrough (3) of this section, care shall be exercised in the plant by shall be exercised in the plant by inspection, extermination, or other
nspection, extermination, or other means to exclude pests, dirt, and filth means to exclude pests, dirt, and filth that may be a source of product
:hat maybe a source of food contamination. adulteration.

{b) Plant construction and design. Plant buildings and structures shall be I (b) Plant construction and design. Plant buildings and structures shall

Page 4 of 17



Current Food GMPs

suitable in size, construtilon, and design to facilitate maintenance and
sanitary operations for food-manufacturing purposes. The plant and
facilities shall:

(1) Provide sufficient space for such placement of equipment and
storage of materials as is necessary for the maintenance of sanitary
operations and the production of safe food.

(2) Permit the taking of proper precautions to reduce the potential for
contamination of food, food-contact surfaces, or food-packaging
materials with microorganisms, chemicals, filth, or other extraneous
materiai. The potential for contamination maybe reduced by adequate
food safety controls and operating practkas or effectiie design,
including the separation of operations in which contamh’ration is iikeiy to
occur, by one or more of the following means: location, time, partition,
air flow, enclosed systems, or other effective means.

(3) Permit the taking of proper precautions to protect food in outdoor
bulk fermentation vesseis by any effective means, including:
(i) Using protective coverings.
(ii) Controiiing areas over and around the vessels to etiminate
harborages for pests.
(iii) Checking on a regular basis for pesta and past infestation.
(iv) Skimming the fermentation vessels, as necessary,

(4) Be constructed in such a manner that floors, walis, and ceilings may
be adequately cleaned and kept ciean and kept in good repai~ that drip
or condensate from fixtures, ducts and pipes does not contaminate food,
food-contact surfaces, or food-packaging materials; and that aisles or
wok}ng spaces are provided between equipment and walls and are
adequately unobstructed and of adequate width to permit employees to
perform their duties and to protect against contaminating food or
food-contact surfaces with ciothing or personai contact.

(5) Provide adequate lighting in hand-washing areas, dressing and
locker rooms, and toilet rooms and in all areas where food is examined,
processed, or stored and where equipment or utensils are cleaned; and
provide safety-type light buibs, fixtures, skylights, or other giass
suspended over exposed food in any step of preparation or otherwise
protect against food contamination in case of glass breakage.

(6) Provide adequate ventilation or control equipment to minimize odors
and vapors (including steam and noxious fumes) in areas where they
may contaminate food; and iocate and operate fans and other
air-blowing equipment in a manner that minimizes the potential for
contaminating food, food-packaging materials, and food-contact
sutfaces.

(7) Provide, where necessary, adequate screening or other protedlon
against pests.

~ 110.35 Sanitary operations.
(a) General maintenance. Buildings, fixtures, and other physical facilities
of the plant shall be maintained in a sanita~ condition and shall be kept
in repair sufficient to prevent food from becoming adulterated within the
meaning of the act.

(b) Substances used in cleaning and sanitizing; storage of toxic

Proposed Dietary Supplement GMPs, Including CHPA
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be suitable in size, construction. and design to facilitate maintenance.
cleaning and sanitay operations for dieta~ product manufacturing
purposes and to prevent mixups between different raw materials and
products. The piant and facilitie$ shall:

(1) Provide sufficient space for such placement of equipment and
storage of materials as is necessary for the prevention of mixups,
maintenance of sanitary operations and the production of safe dietary
products.

(2) Permit the taking of proper precautions to reduce the potential for
mixups or adulteration of in-process or finished dietary product, or
contamination of processing equipment, utensils or pa&aging materials
with microorganisms, chemicals, filth, or other extraneous material, The
potential for mixups and product adulteration may be reduced by
adequate product safety controls and operating practices or effective
design, including the separation of operations in which contamination is
likely to occur, by one or more of the following means: Location, time,
partition, air flow, enclosed systems, or other effective means,

(3) Permit the taking of proper precautions to protect dietary
Ingredients or dmtary supplements in outdoor bulk fermentation vessels
2Yany effectiie means, includrng: (i) Using protective coverings.

(ii) Controlling areas over and around the vessels to eliminate
barborages for pests.

(iii) Checking on a regular basis for pests and pest infestation,
(iv) Skimming the fermentation vessels, as necessary.

(4) Be constructed in such a manner that floors, walls, and ceilings
nay be adequately cleaned and kept ciean and kept in good repaiL that
~ripor condensate from fixtures, ducts and pipes does not adulterate
‘aw materials, in-process or finished dietary products, or contaminate
~roduct containers, utensils or packaging materials; and that aisles or
tvorklngspaces are provided between equipment and walls and are
~dequately unobstructed and of adequate width to pemnit employees to
]erform their duties and to protect against adulterating in-process or
inished product, or contaminating processing equipment with clothing
)r personal contact,

(5) Provide adequate lighting in hand-washing areas, dressing and
ocker rooms, and toilet rooms and in all areas where product is
~xamined, processed, or stored and where equipment or utensils are
:Ieaned; and provide safety-type light bulbs, fixtures, sky-lights, or other
Jass suspended overexposed product in any step of preparation or
Nhenvise protect against product adulteration in case of glass
msakage,

(6) Provide adequate ventilation or control equipment to maintain
~dequate control over microorganisms, dust, humidity, and
:emparature, when appropriate, for the manufacture of dietary products;
:0 minimize odors and vapors (including steam and noxious fumes) in
areas where they may adulterate dietary products; and locate and
Operatefans and other air-blowing equipment “in a manner that
ninimizes the potential for adulterating raw materials, in- process or
finished dietary products, or contamiiiating @oceSsing equipment,
utensils or packaging materials.

(7) Provide, where necessary, adequate screening or other protection
against pests.

Sanitation of Buildings and Facilities
(a) General maintenance. Buildings, fixtures, and other physical

facilities of the plant shall be maintained in a sanitary condition and
shall be kept in repair sui%cientto prevent raw materials, in- process or
finished dietary products from becoming adulterated within the meaning
of the act.

(b) Cleaning and sanitizing materials.
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materials. .

(1) Cleaning compounds and sanitizing agents used in cleaning and (1) Cleaning compounds and sanitizing agents used in cleaning and
sanitizing procedures shall be free from undesirable microorganisms and sanitizing procedures shall be free from undesirable microorganisms
shall be safe and adequate under the conditions of use. Compliance and shall be safe and adequate under the conditions of use.
with this requirement may be verified by any effective means including
purchase of these substances under a supplier’s guarantee or
cettiication, or examination of these substances for contamination. Only
the following toxic materials may be used or stored in a plant where food aa&4@a% Only the following toxic materials may be used or stored
is processed or exposed: in a plant where product is proo?ssed or exposed:
(i) Those required to maintain ctean and sanitary conditions; (0 Those required to maintain clean and sanitary conditions:
(ii) Those necessaty for use in laboratory testing procedures; fii) Those nece$sary for use in Iaboratoq testing procedures;
(iii) Those necessary for plant and equipment maintenance and (iii) Those necessary for plant andequipment maintenance and
operation; and operation; and
(iv) Those necessary for use in the plant’a operations. (iv) Those necessary for use in the plant’s operations.

(2) Toxic cleaning compounds, sanitizing agents, and pestiie (2) Toxic cleaning compounds, sanitizing agents, and pesticide
chemicals shall be identified, held, and stored in a manner that protects chemicals shall be identiied, used, held, and stored in a manner that
against contamination of food, food-contact surfaces, or food-packaging protects against adulteration of raw materials, in-processor finished
materials. All relevant regulations promulgated by other Fedeml, State, product, or contamination of processing equipment or packaging
and local government agencies for the application, use, or holding of materials. All relevant regulations promulgated by other Federal, State,
these products should be followed. and Iocai government agencies for the application, use or holding of

these products should-b6 T6iowiiiE R-~enticiides, insecticides, and
fimgicides should be registered and used in accordance with the
Federal Insecticide, Fungicide, and Rodenticide Act.

(c) Pest control. No pests shall be allowed in any area of a food plant. (c) Pest cgmtroi.No pests shall be allowed in any area of a dietary
Guard or guide dogs maybe allowed in some areas of a plant if the product manufacturing plant. Effectbfe measures shall be taken to
presence of the dogs is unlikely to result in contamination of food, exclude pests from the processing areas and to protect against the
food-contact surfaces, or food-packaging materials. Effective measures adulteration of product on the premises by pests. The use of
shall be taken to exclude pests from the processing areas and to protect insecticides or rodenticides is permitted only under prewutions and
against the contamination of food on the premises by pests. The use of restridrong that will protect against the adulteration of raw materials,
insecticides or rodenticides is permitted only under precautions and in-process or finished product, or contamination of processing
restrictions that will protect against the contamination of food, equipment, utensiis or packaging materials,
food-contact surfaces, and food-packaging materials.

J 110.37 Sanitary facilities and controls.
Each plant shall be equipped with adequate sanitary facilities and
accommodations including, but not limited to:

la) Water supply. The water supply shall be sufficient for the operations (d) Water supply, Potable water, as a minimum quality standard, at a
ntended and shall be derived from an adequate source. Any water that suitable temperature, and under pressure as needed, shall be provided
mntacts food or food-contact surfaces shall be safe and of adequate in all areas where required for the processing of dietary products, for the
;anitary quality. Running water at a suitable temperature, and under cleaning of processing equipment, utensils, and packaging materials, or
lressure as needed, shall be provided in all areas where required for the for employee sanitary facilities, Any water that contacts in-process or
xocessing of food, for the cleaning of equipment, utensils, and finished dietary products, utensils or processing equipment shall meet
‘ood-packaging materials, or for employee sanitary facilities. the standards prescribed in the Environrnerital Protection Agency’s

Prima~ Drinking Water Regulations (40 CFR part 141).

b) Plumbing. Plumbing shall be of adequate size and design and (e) Plumbing, Plumbing shall be of adequate size and design and
adequately Installed and maintained to: adequately instakd and maintained to:

1) Carry sufficient quantities of water to required locations throughout (1) Carry ;su!ticient quantities Qfwater to requirec””lo&tions
he plant. throughout the plant.

2) Properly convey sewage and liquid disposable waste from the plant, (2) Property convey sewage and liquid disposable waste from the
plant.

3) Avoid ccmstiiuting a souros of contamination to food, water supplies, (3) Avoid constituting a source of adulteration to product, or
)quipment, or utensils or creating an unsanita~ condition. contamination of water supplies, processing equipment, or utensils or

creating an unsanitay condition.

4) Provide adequate floor drainage in all areas where floors are subject (4) Provide adequate floor drainage or other appropriate means of
o flooding-type cleaning or where normal operations release or water removal in all areas where floors are subject to flooding- type

discharge water or other liquid waste on the floor, cleaning or where normal operations release or discharge water or
other liquid waste on the floor.

(5) Provide that there is not backflow from, or cross-connection between, I (5) Provide that there is not backflow from, or crossconnection
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piping systems that discharge waste water or sewage and piping
systems that carry water for food or food manufacturing.

(c) Sewage disposal. Sewage disposal shall be made into an adequate
sewerage system or disposed of through other adequate means.

(d) Toilet facilities, Each plant shall provide its employees with adequate
readily accessible toilet facilities. Compliance with this requirement may
be accomplished by:

(1) Maintaining the facilities in a sanitary condition,

(2) Keeping the facilities in good repair at all times,

(3) Providing self-closing doors.

(4) Providing doom that do not open into areas where food is exposed to
airborne contamination, except where aitemate means have been taken
to protect against such contamination (such as doubie doora or positive
air-flow systems).

\
(e) Hand-washing facilities Hand-washing facilities shali be adequate
and convenient and be furnished with running water at a suitable
temperature, Compliance with this requirement may be accomplished by
providing:

(1) Hand-washing and, where appropriate, hand-sanitizing facilities at
each iocation in the piant where good sanitary practices require
empioyees to wash and/or sanitize their hands.

(2) Effective hand-cieaning and sanitizing preparations.

(3) Sanitary towei service or suitable d~ing devices.

(4) Devices or fixtures, such as water controi vaives, so designed and
constructed to protect against recontamination of ciean, sanitized hands.

[5) Readily understandable signs directing empioyees handling
unprotected food, unprotected food-packaging materials, of food-contact
surfaces to wash and, where appropriate, sanitize their hands before
!hey start work, after each absence from post of duty, and when their
hands may have become soiied or contaminated. These 5i9nS may be
oosted in the processing room(s) and in ali other areas where
>mpioyees may handie such food, materiais, or surfaces.

:6) Refuse receptacles that are constructed and maintained in a manner
:hat protects against contamination of food.

~ Rubbish and offal disposai. Rubbish and any offai shali be so
mnveyed, stored, and disposed of as to minimize the development of
~dor,minimize the potentiai for the waste becoming an attractant and
Iarborage or breeding place for pests, and protect against
mntamination of food, food-contact surfaces, water suppiies, and
ground surfaces.

Subpart C_Equipment
~ 110.40 Equipment and utensiis.

(a) Ail piant equipment and utensils shail be so designed and of such
material and workmanship as to be adequately cleanable, and shall be
properly maintained,

Proposed Dieta~ Supplement GMPs, including CHPA
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between, piping systems that discharge waste water or sewage and
piping systems that carry water used for the manufacture of dietary
products,

(f) Sewage disposai. Sewage disposai shali be made into an adequate
sewerage system or disposed of through other adequate means,

(9) Toiiet faufihes. Each plantshallprovide iLsemployees with
adequate, readiiy accessible toilet facilities. Compliance with this
requirement may be ammpiished by

(1) Maintaining the facilities in a sanitary condition.

(2) Keeping the facilities in good repair at aii times.

(3) Providing seif-ciosing doors.

(4) Providing doora that do not open into areas where dietary product
is exposed to airborne contamination, except where alternate means
have been taken to protect against such contamination (such as double
doora or positiie air-fiow systems).

(h) Hand-washing facilities. Hand-washing facilities shali be adequate
and convenient and be furnished with running water at a suitable
temperature. Compliant% with this requirement may be accomplished
by providing:

(1) Hand-washing and, where appropriate, hand-sanitizing facilities at
each location in the pianf where good sanitafy practices require
empioyees to wash and/or sanitize their hands.

(2) Effective hand-cieanlng and sanitizing preparations,

(3) Air driers, sanitaty towei service or suitabie drying devices.

(4) Devices or fixtures, such as water controi vaives, so designed and
constructed to protect against recontamination of clean, sanitized
hands.

(5) Readiiy underatandabie signs directing empioyees handling
unprotected product, packaging materiais, utensiis or processing
equipment to wash and, where appropriate, sanitize their hands before
they start work, after each absence from post of duty, and when their
hands may have become soiled or contaminated. These signs maybe
posted in the processing room(s) and in ail other areas where
empioyees may handle such products, materials, uten$iis or equipment,

(6) Refuse receptacles that are constructed and maintained in a
manner that protects against adulteration of dietary products.

(i) Rubbish tisposal. Rubbish shallbe so conveyed, Wed, and
disposed of as to minimize the development of odor, minimize the
potential for the waste becoming an attrectant and hedxxage or
breeding piaciefor pests, and protect against adulteqltion of raw
materials, in-process or finished dietary products, ~r contamination of
utensils, procf$ssingequipment, water supplies, and ground surfaces.

(j) SUPefViSiW.Overali sanitation of the plant shall be under the
supervision of one or more individuals qualified by education,
experience and training (or any combination thereof) aa$igned
responsibility for assuring that sanitation procedures are accomplished.

Equipment and Utensiis
(a) Design and construd!on.

(1) Aii piant equipment and utensils shali be so designed and of such
material and workmanship as to be adequately cleanabie, and shail be
properly maintained.
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The design, construction, and use of equipment and utensils shall (2) The design, construction and use of equipment and utensils shall
preclude the adulteration of food with lubricants, fuel, metal fragments, preclude the adulteration of raw materials, packaging materials,
contaminated water, or any other contaminants. in-process materials or finished product with lubricants, fuel, metal

fragments, contaminated water, or any other contaminants,

All equipment should be so installed and maintained as to facilitate the [3) All equipment should be so installed and maintained as to
cleaning of the equipment and of all adjacent spaces. Food-contact facilitate the cleaning of the equipment and “ofalr adjacent spaces.

.

surfaces shall be corrosion-resistant when in contact with food, They Processing equipment and utensils shall be corrosion-resistant when in
shall be made of nontoxic materials and designed to withstand the cantacf with raw m@terials,in-process or finished dietary product. They
environment of their intended use and the action of food, and, if shall be made of nontoxic materials and designed to withstand the
applicable, cleaning compounds and sanitizing agents. Food-contact environment of their intended use and the adion of dietary products,
surfao?s shall be maintained to protect food from being contaminated by and, if applicable, cleaning compounds and sa.nlfiiing agents.
any source, incJudingunlawful indirect food additives. Processing equipment and utensils shall be maintained to protect

dietary products from being adulterated by any source.

(b) Seams on food-contact surfaces shall be smoothly bonded or (4) Seams on utensils and processing equipment shall be smoothly
maintained so as to minimize accumulation of food particles, dirt, and bonded or maintained so as to minim~e accumulation of product, dirt,
organic matter and thus minimize the opportunity for growth of and organic matter and thus minimize the opportunity for growth of
microorganisms. microorganisms.

[c) Equipment that is in the manufacturing or food-handling area and (5) Equipment that is used in the manufacturing or product handling
:hat does not come into contact with food shall be so constructed that it area and that does not come into contact with a dietary product shall be
m be kept in a clean condition, so constructed that it can be kept in a clean condition.

d) Holding, conveying, and manufacturing systems, including (6) Holding, conveying, and manufacturing systems, including
]ravimetric, pneumatic, closed, and automated systems, shall be of a gravimetric, pneumatic, closed, and automated systems, shall be of a
iesign and construction that enables them to be maintained in an design and construction that enables them to be maintained in an
appropriate sanita~ condition, appropriate clean condition,

e) Each freezer and cold storage compartment used to store and hold (7) Each freezer and cold storage compartment used to atore and
ood capable of supporting growth of microorganisms shall be fitted with hold a dietary product capable of supporting growth of microorganisms
m indicating thermometer, temperature-measuring device, or shall be fitted with an indicating thermometer, temperature-measuring
emperatur. -recording device so instaIled as to show the temperature device, or temperature-recording device so installed as to show the
~ccuratelywithin the compartment, and should be fitted with an temperature accurately within the compartment, and should be fitted
mtomatic control for regulating temperature or with an automatic alarm with an automatic control for regulating temperature or with an
;ystem to indicate a significant temperature change in a manual automatic alarm system to indicate a significant temperature change in
lperation. a manual operation.

f) Instruments and controls used for measuring, regulating, or recording (8) Instruments and controls used in the manufacture, processing,
emperatures, PHI acidity, water activity, or other conditions that control packing or holding dietary products, including instruments and controls
u prevent the growth of undesirable microorganisms in food shall be used for measuring, regulating, or recording temperatures, pH, acidity,
]ccurate and adequately maintained, and adequate in number for their
Designateduses,

water activity, or other conditions that control or prevent the growth of
undesirable microorganisms in such products shall be accurate and
adequately maintained, and adequate in number for their designated
uses.

g) Compressed air or other gases mechanically introduced into food or (9) Compressed air or other gases mechanically introduced into a
Ised to clean food-contact surfaces or equipment shall be treated in dietary product or used to clean equipment or utensils shall be treated
iuch a way that food is not contaminated with unlawful indirect food in such a way that dietary ingredients or dietary supplements are not
Idditives. adulterated.

~110.35 Sanitary operations (b) Sanitation of equipment and utensils.

. .Cleaning and sanitizing of utensils and equipment shall be mnducted (1) Cleaning and sanitizing of utensils and equipment shall be
.7a manner that protects against contamination of food, food-contact conducted in a manner that protects against adulteration of raw
surfaces, or food-packaging materials. materials, in-process or finished dietary product, promssing equipment,

utensils or packaging materials.

[d) Sanitation of food-contact surfaces. All food-contact surfaces, (2) All utensils and processing equipment sha[l be cleaned as
Including utensils and food-contact surfaces of equipment, shall be frequently as necessary to protect against product adulteration.
cleaned as frequently as necessary to protect against contamination of
Food.

II) Food-contact surfaces used for manufacturing or holding (3) Utensils and proc&ssing equipment used for manufacturing or
ow-moisture food shall be in a dry, sanitary condition at the time of use. holding of dry dietary products shall be in a dry, sanitary condition at the
when the surfaces are wet-cleaned, they shall, when necessaty, be time of use. When the surfaces are wet-cleaned, they shall, when
sanitized and thoroughly dried before subsequent use. necessary, be sanitized and thoroughly dried before subsequent use
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(2) In wet processing, when cleaning ismecessaty to protect against the (4) In wet processing, when cleaning is necessary to protect against

introdutiton of microorganisms into food, all food-contact surfaces shall the introduction of microorganisms into a dietary product, all utensils
be cleaned and sanitized before use and after any interruption during and processing equipment shall be cleaned and sanitized as
which the food-mntact surfaces may have become contaminated. appropriate before use and after any interruption during which the
Where equipment and utensils are used in a continuous production utensils or processing equipment may have become contaminated,
operation, the utensils and food-contact surfaces of the equipment shall Where equipment and utensils ar@used in a continuous production
be cleaned and sanitized as necessary. operation or in back-to-back operations involving different batches of

the same products, the utensils and product-contact surfaces of the
equipment shall be cleaned and sanitized as appropriate,

(3) Non-food-contact surfaces of equipment used in the operation of (5) Nonproduct-contact surfaces of equipment should be cieaned as
food plants should be cleaned as frequently as necessary to protect frequently as necas$ary to protect against product adulteration,
against cxxrtamination of food.

(4) Single-service articles (such as utensils intended for one-time usa, (6) Singie-servica articles (such as utensils intended for one- time
paper cups, and paper towels) should be stored in appropriate use, paper cups, and paper towels) should be stored in appropriate
containers and shall be handled, dispensed, used, and disposed of in a containers and shall be handled, dispensed, used, and disposed of in a
manner that protects against contamination of food or food-contact manner that protects against adulteration of dietary products, and
surfaces. contamination of utensils and processing equipment...

(5) Sanitizing agents shall be adequate and safe under conditions of (7) Sanitizing agents shali be adequate and safe under conditions of
use. Any facility, procedure, or machine is acceptable for cieaning and use. Any facility, procedure, or m?!chineis acseptabie for cleaning and
sanitizing equipment and utensi[s if it is established that the facility, sanitizing equipment and utensiis if it is estabiish.ed that the faciiity,
procedure, or machine wiii routinely render equipment and utensils clean prooadure, or machine wili routinely render equipment and utensils
and provide adequate cleaning and sanitizing treatment. clean and provide adequate cleaning and sanitizing treatment..

(e) Storage and handling of cieaned podable equipment and utensils. (8) Cieaned and sanitiied portable equipment with product- contact
Cleaned and sanitized portabie equipment with food-contact surfaces surfaces and utensiis shouid be stored in-a location and manner that
and utensils shouid be stored in a iocation and manner that protects protects product-contact surfaces from contSminafion.
food-contact surfaces from contamination.

~ 110.80 (b) Manufacturing operations. (9) Equipment and utensiis and finished product containers shall be
[1) Equipment and utensils and finished food containers shaii be maintained in an accaptabie condition through appropriate cleaning and
maintained in an acceptable condition through appropriate cieaning and sanitizing, as necessary. insofar as necessary, equipment shail be
sanitizing, as necessary. insofar as necessa~, equipment shail be taken taken apart for thorough cleaning.
apart for thorough cleaning.

.-. . .. ... . . ..,—.... .... ... .. . ----- -.:.: —:4:7+-.-+G..-;+,
(1O)Written procedures shaii be established and foilowed for.-

cleaning and maintaining equipment and utensils used in the
manufacture of dieta~ products.

.... ,-..::,..-v. .... ... ---- .-—-=.- ...—...-....-L—.........- .!.+* .-.,.:!.-L=>-.Ai: (11) A written record of major equipment cieaning and use shall be.. ..-. . .-. . .—.-.’=,-.’,--‘. 7‘-----:-:- : .—-.-,-.. .. “:,.... .. . ‘ . ,.,., .’ ...... TZ.3.::g.+,;;# ‘;+? maintained ~..‘ ...;.,:;Y::.~.t..,.,.. —.,., -- . .. ...... ... . .-. .-~.._. ” _.. .,._.y.....- . . . ~. The persons petiorming the
... . .. . . ----- :- —..:..

. .:: J.:.-:.,,.-.?+..A&...Y.,.. --i cieaning shali record Wise-&g that the work was performed, &nWasJa. ..–,...—.. ..::.,, :..< ,; .-;,, ‘p:‘ ~ ...T....=%&.:;,:;,.,; ?’.;:+$:,.....+-:<:

:7) Equipment, containers, and utensiis used to convey, hold, or store (12) Equipment, containers, and utensils used to convey, hoid, or
‘awmaterials, work-in-process, rework, or food shali be constructed, store raw materials, in-process material, rework, or finished product
landied, and maintained during manufacturing or storage in a manner shall be constructed, handled, and maintained during manufacturing or
hat pro!ects agidnsf tintamination. storage in a manner that prot&ita ag~inkt contamTnatlon.

~110.80 Pr~sea and controls. Quality Control and Labo@xy Opwatfons
. . Appropriate qualii control operations shali be employed to ensure Aplyc@ate quaiii control operetions”sihafl’@_employed to assure

hat food is suitable for human consumption and that food-packaging that dietary products conform to appropifate”atandards of purity, qualii
naterials are safe and suitable. and composition, and that packaging materials are safe and suitable for

their intended purpose.
., , :- :, ~,:=.,..r,-.:::a:a-~.:,J,$.?=;..>=,y-.... “J.. . . -.,....,4.. ...:.: .’-.

-;. ...,.,;’+.,. ,. -.a :,j~ ! .,::. .’.. ....,,..,:, . .F.:.+r.,,,,,,,,;.,’..”r.,, ,,~“.;,,,,i 2..,:,;;: ,~kl:~,:,: (a) Quality control unit.-.,,,:. . . . .,. .’, “.. ., L .,..,<,:,,,~,.~~.7+-,~;..,...w.J.+-. .
‘,. ,# ,, &.yf.:.f.,-;;& :_?:::: ~~.&+&3_c:. (1) There shall be a quality control unit that has Ihe responsibility and-.,. . . ...... ...— authority to:

(i) Approve or reject all procedures, specifications, controis, tests
and examinations, or deviations from them, that impact the purity,
quaiity and composition of a dieta~ ingredient or dietary supplement;

(ii) Approve or reject ali raw materials, packaging materiais labeling,
and finished dietary products, including products manufactured.
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processed, packed, or held under contract by another companv, based
on adequate determination of conformance to established -
specifications; and

(iii) Assure that completed production records are reviewed as
appropriate. Quality control shall be responsible for evacuation of errors
committed in the manufacture of a product and shall have the final
authority to determine if the error may be corrected in such manner that
the product can be approved for distribution or must be destroyed. Such
evaluations and their resolution must be documented and maintained
with find/or cross referenced in the batch production record.

(2) Adequate Iabomtory facilities should be available, as needed, to
the qualii control unit.

(3) The responsibilities and procedures applicable to the quality
control unit shall be established in writing and followed,

[b) Laboratory recmds. Laborato~ records shall be maintained and
shall include complete data derived fkom all specified tests.

[c) Expiration dating.

(l) W4alaew a shelf life or an expiration date for a dietary ingredient
w dietary supplement, whichever is appropriate, ~

.

~ shall be supported by data and rationale to reasonably
assure that the product meets established specifications at the
~ specfied date. Testing or inspection of the Product shall be
appropriate to the particular dietaty ingredient or dietary supplement
induct.

(2) Appropriate accelerated stability studies or data from similar
>roductformulations may be used for an initial determination of shelf
ife. Product shelf life shall be confirmed and maybe extended on the
lasis of real time studies on product stored under labeled storage
xmditions.

%oduction and Process Controls
(a) Master production and control records.

(1) To assure uniformity from batch to batch, a master production and
xmtrol record shall be prepared for the manufacture of each dietary
ngredient and dietary supplement, and shall be reviewed and approved
>Ythe quality control unit.

(2) Master production and control records shall include, as
appropriate,

(i) A complete list of raw materials used in the manufacture of a
iietary product, designated by names or codes sufficiently specific to
ndicate any special quality characteristic(s).

(ii) An accurate statement of the weight or measure of each raw
natertal used in the manufacture of a dietary prod@. Each batch shall
m formulated with the intent to provide not less than 100 percent of
H@ claimed dietary Ingredient.

@i)Fw dietary supplements, the name and weight or measure of
aachdiifwy Ingredient per unit or portion or per unit of weight or
neasurs of the supplement.

(ii) A staterpqnt mncemlng any calculated 9XWSSof dietary
ngredient cuntained in a ~ finished product intended
l~r W.qsumption by a consumer.

(v) A statement of the total weight or measure of any dietary
supplement unit.

(vi) A statement of theoretical weight or measure of a dietary
Ingredient or dietary supplement expected at the conclusion of
manufacture, including the maximum and minimum percentages of
theoretical yield beyond which investigation is required.

(vii) A description of the product container(s), closure(s), and other
packaging materials, including positive identification of#J finished
product packaging labeling used,
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$110.80 (a) Raw materials and other ingredients.

[1) Raw materials and other ingredients shall be inspected and
segregated or otheiwise handled as necessary to ascertain that they are
dean and suitable for processing into food and shall be stored under
conditions that will protect against contamination and minimize
~eterioration.

Containers and carriers of raw material$ should be inspected on
r&ipt to ensure that their condition has not contributed to the
contamination or deterioration of food.
[7) Liquid or dry raw materials and other ingredients received and stored
In bulk form shall be held in a manner that protects againSt

contamination,

Raw materials shall be washed or cieenad as necessary to remove soil
~r other contamination. Water used for washing, rinsing, or conveying
food shall be safe and of adequate sanitary quatii. Water maybe
reused for washing, rinsing, or conveying food if it does not increase the
level of contamination of the food.

(5) Raw materials, other ingredients, and rework shall be held in bulk, or
in containers designed and constructed so as to protect against
contamination and shall be held at such temperature and relative
humidity and in such a manner as to prevent the food from becoming
adulterated within the meaning of the act. Material scheduled for rework
shall be identified as such.

(6) Frozen raw materials and other ingredients shall be kept frozen. If

Proposed Dietaty Supplement GMPs, Including CHPA
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(viii) Manufacturing and control instructions, designed to assure that
the dietary product has the purity, composition, and quality it is
represented to possess.

(b) Batch production and control records,

(1) Individual batch production and control records shall be prepared
and followed for each batch of dietary product produced and shall
include complete information relating to the production and control of
eachbatch.

(2) These records shall bean accurate reproduction of the
appropriate master produdion and control record and shall include
documentation that each slgniticant step in the manufacture,
processing, packing, or holding of the batch was accomplished,
Including:

(i) Dates;
(ii) Identii of individual major equipment anti lines used;
(iii) SWcific idefltfiCStiOn, including lot number, of each raw material

or in-proc8ss material used;
(iv) Weight or measure of each raw material used in the course of

processing:
(v) Quality control results;
(vi) Inspection Ofthe packaging and labeling area;
(vii) A statement of the actual yieldat the conclusion of manufacture

and a statement of the percentage of theoretical yield, as appropriate g
possible;

(viii) Label control records, including specimens, copies, or records
of all labels used;

(iX) Description of product containers and closures used; and
(x) Any special notes of investigations or deviations from the

described process.

(3) Any deviation from written, approved specifications, standards,
test procedures, or other laboratory control mechanisms shall be
recorded and justified.

(c) Handling and storage of raw materials, in-process materials and
rework

(1) Raw materials, in-process materials and rework shall be
inspected and segregated or otherwise handled as necessary to
ascertain that they are clean and suitable for processing into dietary
products and shall be stored under conditions that will protect against
adulteration and minimize deterioration.

Containers of raw materials should be inspected on receipt to assure
that their condition has not contributed to the adulteration or
deterioration of the contents.

Liquid or dty raw materials and other ingredients received and stored
in bulk fo~ shall be held In a mannerthat protects against
contamination.

(2) Raw agricultural materials that contalrr soil or other contaminants
shalf be @ia@iador cleaned ?s necessary. Water wad for Wastrkw
rinsing, or conveying raw agrlcuttural materials shall be safe and of
adequate $anitary quality. Notwithstanding the general requirement for
potable water, water may be reused for washing, rinsing, or conveying
raw agricultural materials, if it does not increase the level of
contamination of the such materials.

(3) Raw materiais, in-process materials, and rework shall be held in
bulk, or in containers designed and instructed so as to protect against
adulteration and shall be held at such temperature and relative humidity
and in such a manner as to prevent a dietau ingredient or dietary
supplement from becoming adulterated within the meaning of the act.
Material scheduled for rework shall be identified as such.

(4) Frozen raw materials and other ingredients shall be kept frozen. If
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thawing is required prior to use, it shall be done in a manner that
prevents the raw materials and other ingredients from becoming
adulterated within the meaning of the act.

(4) Raw materials, other ingre”tients, and rework susceptible to
contamination with pests, undesirable microorganisms, or extraneous
material shall comply with applicable Food and Drug Administration
regulations, guidelines, and defect action levels for natural or
unavoidable defects if a manufacturer wishes to use the materials in
manufacturing food. Compliance with this requirement may be veritied
by any effetilve means, including purchasing the materials under a
supplieis guarantee or certification, or examination of these materials
for contamination,

(2) Raw materials and other ingredients shall either not contain levels of
microorganisms that may produce food poisoning or other disease in
humans, or they shall be pasteurized or othenvise treated during
manufacturing operations so that they no longer contain levels that
would cause the product to be adulterated within the meaning of the act.
Compliance with this requirement may be verified by any effectiie
means, including purchasing raw materials and other ingredients under
a supplier’s guarantee or certification.

{3) Raw materials and other ingredients susceptible to contamination
with aflatoxin or other natural toxins shall comply with current Food and
Drug Administration regulations, guidelines, and action levels for
poisonous or deleterious substances before these materials or
Ingredients are incorporated into finished food. Compliance with this
requirement may be accomplished by purchasing raw materials and
other ingredients under a supplier’s guarantee or certification, or may be
~erified by analyzing these materials and ingredients for aflatoxins and
~ther natural toxins.

Proposed Dietary Supplement GMPs, Including CHPA
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thawing is required prior to use, it shall be done in a manner that
prevents the raw materials and other ingredients from becoming
adulterated within the meaning of the act,

(5) Written procedures shall be established and followed describing
the receipt, identification, examination, handling, sampling, testing and
approval or rejection of raw materials.

(6) Each lot of raw material shall be identified with a distinctive lot
number and shall be appropriately controlled aocordlng to its status
(e.g., quarantined, approved, rejected).

(7) Raw material samples shall be examined and te$ted as follows:
0) Each lot of mWmaterial, in-process material, and rewo.k that is

liable to adulteration with filth, insect infestation, or other visually
evident extraneous material shall be examined again$t established
specifications for such adulteration, and shall comply with any
applicable Food and Drug Administration regulations and guidelines, In
lieu of such examination by the manufadumr, a guarantee or
certification of examination may be accepted from the supplier of a
component provided that the manufacturer establishes the reliability of
the supplieta examination.

(ii) Each lot of a raw material that is liable to mimobio@i~l
contamination that is objetitonable in view of its intended use shall be
subjected to microbiological tests before use. Raw materials shall either
not contain levels of microorganisms that may produw food poisoning
or other disease in humans, or they shall be otherwise treated during
manufacturing operations so that they no longer contain tevels that
would cause the product to be adulterated within the meaning of the
act, In lieu of such testing by the rnanufaqurer, a guarantee or
certification of analysis may be accepted from the supptier of a
component provided that the manufacturer establishes the reliability of
the suppliets analyses.

(iii) Raw materials and other ingredients susceptible to adulteration
with aflatoxin or other natural toxins shall comply with current Food and
Drug Administration regulations, guidelines, and action levels for
poisonous or deleterious substances before these materials or
ingredients are incorporated into a finished dietary ingredient or dieta~
supplement. Compliance with this requirement may be accomplished by
analyzing these materials and ingredients for aflatoxins and other
natural toxins or, in lieu of such testing by the manufacturer, a
guarantee or certification of analysis maybe accepted from the supplier
of a component provided that the manufacturer establishes the
reliability of the supplier’s analyses.

(iv) Eachlotof raw matefial shal( undergo at lea? one test by the
manufacturer to verify its identity, Such tests may include’ any
appropriate test ~ to determine id@ii, inciuding
chemice( and laborato~ tests, gross organoleptlc anidysis, rnlcroscopic
identificd[on, or analysis of rxiisfiiuenf marktit i,””- I‘..”. ‘-

(v) Each “lot of raw material shall _&_tes[edfir confwn’iity with all
other estab~shed $Pecifiwtion.$. l.nlieu. Q?such testing-by ttrS
manufacturer, a guarent~ or cerfJi_itign of analysis rn~y be accepted
from the $uppliir of a component provided that the rtyurfscturer
establishes the reliabilii of the.supplie~s analyges.

,.,

(6) Approved raw materials shal( be rotated so that the oldest
approved $tock is used first, Deviation frqm this requirement is
permitted if such deviation is terriporary and appropriate,

(9) Raw materials subject to degradation shall be retested or
reexamined and approved or rejeded b-y the quality control unit after a
specified time in storage or after exposure to air, heat, or ot~
conditions that are likely to adversely affect the purity, quality, or
composition oft he raw material,

(1O)Rejected raw materials, shall be identified and controlled under a
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system that prevents their use in manufacturing or procassmg
operations for which they are unsuitable.

~ 110.80(b) Manticturing operations. (d) Manufacturing operations.

.,. . . (1) All operations in the receiving, inspecting, transporting,
.. ..—.,.. ,a.. .. segregating, preparing, manufacturing, packaging, and storing of dietay,: :-. =,, ,., ‘., :..-, ,. products shall be conducted in accordance with adequate sanitation

,,’; .,. ,,,, ,.. . . principles.
.. -,,* :., ?.,. ~.-~,, ... .

... . . ..:, “,. “.; (2) All reasonable precautions shall be taken to assure that, ,.,::,,,., ,,., ..
J ::,,>;;.>;;;,?:,,, ,,, -, “,

:w.”::,.,,;!,~,,.;,::.?f.) +$ ... ., ... production procedures do not contribute adulteration from any source,
,:,:,,.:j:$:~.:$:&&,4::,~>,:“~:~.”, ~ ; ‘ “: ‘ ‘

,.,. ..: ,,, Chemical, microbiai, or extraneous-materiai testing procedures shall be
,,; ,,,.:.,,,. ,,;:,,! ~~’.,,~,. .::,:, .,. .:..,.., ,.:..... ,.:-.,, :’ ,,. . used where necessary to identify sanitation faiiures or possibie product

. .. ....- adulteration.

.“~ ....(
- w!%- ---:-,+::?,~~f;-:,---- - ‘—- --~-:--- (-- (3) Ail product that has become contaminated to the extent that it is.,., ,.,.,,$,,,4,. . ,,
“’”3:. :. ~:”,’ f:, ~,.~~:”.:.w.l, *-T. ~._,, ,..+... ~ ..,.i . .... “ .- ,., ;. adulterated within the meaning of the act shaii be rejected, or if— +... .+_.

-.. ,.,..——...**- .-,,-..~ –,,.,4:; . . .,.6,-.... .’ . . . .. . .. . ..,, , perrnissibie, treated or processed to eiiminate the contamination.

(2) Aii food manufacturing, inciuding packaging and storage, shaii be (4) Ail product manufacturing, inciuding packaging and storage, shaii
conducted under such conditions and controis as are necessary to be conducted under such conditions and controis as are necessary to
minimize the potentiai for the growth of microorganisms, or for the minimize the potentiai for the growth of microorganisms, or for the
contamination of food. adulteration of raw materiais, in-process matenais and finished product.

One way to compiy with this requirement is careful monitoring of
physical factors such as time, temperature, humidity, aw, PH, pressure,
flow rate, and manufacturing operations such as freezing, dehydration,
heat processing, acidification, and refrigeration to ensure that
mechanical breakdowns, time deiays, temperature fluctuations, and
other factors do not contribute to the decomposition or contamination of
food.

(3) Food that can support the rapid growth of undesirable
microorganisms, particularly those of pubiic health significance, shaii be
held in a manner that prevents the food from becoming adulterated
within the meaning of the act. Compliance with this requirement may be
accomplished by any effective means, including:
(i) Maintaining refrigerated foods at 45 “F (7,2 “C) or beiow as
appropriate for the particular food invoived.
(ii) Maintaining frozen foods in a frozen state.
(iii) Maintaining hot foods at 140 ‘F (60 ‘C) or above.
(iV) Heat treating acid or acidified foods to destroy mesophiiic

....

microorganisms when those food$ are to be heid in hermetically seaied
containers at ambient temperatures. .

(4) Measures such as sterilizing, irradiating, pasteurizing, tleezing, (5) Measures such as sterilizing, irradiating, pasteurizing, freezing,
refrigerating, ~ntroiiing pH or controlling aWthat are taken to destroy or refrigerating, controlling pH or controlling water actiiity (a.J that are
prevent the growth of undesirable microorganisms, particularly those of taken to destroy <orprevent the growth of undesirable microorganisms,
public health significance, shaii be adequate under the conditions of particularly those of pubiic health significenca shaii be sdequate under
manufacture, handiing, and distribution to prevent food from being the conditions of manufacture, handling, and distribution to prevent
aduitemted within the meaning of the act. dietary products from being aduitemted within the meaning of the act.

(5) Worl@in-processshali be handied in a manner that protects against (6) Work-in-process shail be handied in a manner that protects
contamination. against adulteration.

(6) Effective measures shall be taken to protect finished food from (7) Effective measures shall be taken to protect finished dietary
contamination by raw materiais, other ingredients, or refuse. When raw ingradients and dietary supplements from adulteration by raw materials,
materiais, other ingredients, or refuse are unprotected, they shali not be in-process materials or refuse. When raw materiais, in- process
handled simultaneously in a receiving, ioading, or shipping area if that materiais or refuse are unprotected, they shaii not be handied
handiing could result in contaminated food. Food transported by simultaneously in a receiving, ioading, or shipping area if that handling
conveyor shail be protected against contamination as necessary. could resuit in adulterated dietary products. Dietary ingredients and

dietary supplements transpotied by conveyor shaii be protected against
adulteration as necessary.

(6) Ali raw materiai containers, compounding and storage containers,
processing iines and major equipment used during the production of a
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(8) Effective measures shall be taken to protect against the inclusion of
metal or other extraneous material in food. Compliance with this
requirement may be accomplished by using sieves, tmps, magnets,
electronic metal detectors, or other suitable effective means.

(9) Food, raw materials, and other ingredients that are adulterat& within
the meaning of the act shall be disposed of in a manner that protects
against the contamination of other food. . .

(9) . . If the adulterated food is capable of being reconditioned, it shall
be reconditioned using a method that has been proven to be effectiie or
it shall be reexamined and found not to be adulterated within the
meaning of the act before being incorporated into other food.

(10) Mechanical manufacturing steps such as washing, peeling,
trimming, cutting, sorting and inspecting, mashing, dewatering, cooling,
shredding, extruding, drying, whipping, defatting, and forming shall be
performed so as to protect food against contamination. Compliance with
this requirement may be accomplished by providing adequate physical
protedlon of food from @ntaminants that may drip, drain, or be drawn
into the fowi. Protection may be provided by adequate cleaning and
sanitizing of all food-contact surfaces, and by using time and
temperature controls @and between each manVfaCtufin9 steP.

(11) Heat blanching, when required in the preparation of food, should be
effected by heating the food to the required temperature, holding it at
this temperature for the required time, and then either rapidly cooling the
food or passing it to subsequent manufacturing without delay.
Thermophilic growth and contamination in bl?mcherashouk,be
minimized by the use of adequate operating temperatures and by
periodic cleaning. Where the blanched food is washed prior to filling,
water used shall be safe and of adequate sanitary quality.

. .

[12) Batters, breading, sauces, gravies, dressings, and other similar
preparations sha!l be treated or maintained in such a manner that they
are protectdd against contamination, Compliance with this requirement
may be accomplished by any effective means, including one or more of
the following:
0) Usin9 ingredients tie of ~ntaminatmn.
(ii) Employlng adequate heat processes where applicable.
(iii) USin9 adequate time and temperature controls.
(iv) Providing adwuate physic-alprotection of components from
contaminants that may drip, drain, or be drawn into them.
(v) Cooling to an adequate temperature during marrufkcturing.
(vi) Disposing of batters at appropriate intervals to protect against the
growth of microorganisms.

(14) Food such as, but not limited to, dry mixes, nuts, intermediate
moisture food, and dehydrated food, that relies on the control of a~ for
preventing the growth of undesirable microorganisms shall be processed
to and maintained at a safe moisture level. Compliance with this
requirement may be accomplished by any effective means, including
employment of one or more of the following practices:
(i) Monitoring the aWof food.
(ii) Controlling the soluble solids-water ratio in finished food.
(iii) Protecting finished food from moisture pickup, by use of a moisture
barrier or by other means, so that the a-of the food does not increase to

Proposed Dieta~ Supplement GMPs, Including CHPA
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batch shall be properly identified at all times to indicate their contents
and when necessary, the phase of processing of the batch.

(9) Effective measures shall be taken as necessary to protect against
the inclusion of metal or other extraneous material in product.
Compliance with this requirement may be accomplished by using
sieves, traps, magnets, electronic metal detectors, or other suitable
effective means.

(10) Dietary products, raw materials, and in-process materials that
are rejected or adulterated within the meaning of the act shall be
identi%d, stored and disposed of in a manner that protects against the
adulteration of other products.

(11) Written procedures shall be established and followed that
describe appropriate tests, andlor examinations to be conducted that
may be necessary to asw.rrethe purity, composition, and quality of the
finished product.

(12) Written procedures shall be established and followed prescribing
the method for reprocessing batches or operational start-up materials
that do not conform to finished goods standards or specifications.
Finished goods manufactured using such materials shall meet all
established purity, composition, and quality standards.

(13) Mechanical manufacturing steps such as cutting, sorting,
inspecting, shredding, drying, grinding, blending, and sifting shall be
performed so as to protect dietary ingradients and dietary supplements
against adulteration. Compliance with this requirement maY be
accomplished by providing adequate physical protection of dietary
products from mntacf with adulterants. Protection maybe provided by
adequate cleaning and sanitizing of all processing equipment between
each manufacturing step, as necessary.

.,. ,_. ..,. “.-.

(15) Intermediate or dehydrated dietary productsthat rely on the
control of water activ”ti (sJ for preventing the growth of undesirable
microorganisms shall be processed to and maintained at-a safe
moisture Ievei. Compliance with this requirement may be accomplished
by any effective means, including employment of one or more of the
following practices:

(i) Monitoring the water activity (aW)of the materiai.
(ii) Controlling the soluble solids-water ratio in finished product.
(iii) Protecting finished product from moisture pickup, by use of a

moisture barrier or by other means, so that the water activity (aW)of the
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an unsafe level. product does not increase to an unsafe level.

(15) Food such as, but not limited to, acid and acidified food, that relies (16) Dietaty ingredients and dietary supplements that rely principally
principally on the control of pH for preventing the growth of undesirable on the control of PH for preventing the growth of undesirable
microorganisms shall be monitored and maintained at a pH of 4.6 or microorganisms shall be monitored and maintained at an appropriate
below. Compliance with this requirement may be accomplished by any PH. Compliance with this requirement may be accomplished by any
effective means, including employment of one or more of the following effecWe mean~
practices:
(i) Monitoring the pH of raw materials, food in process, and finished
food.
(ii) Controlling the amount of acid or acidified food added to low-acid ~.
food.

(16) When ice is ueed in contact with food, it shall be made from water (17) When ice is used in contact with dietary products, it shall be
that is safe and of adequate sanitary quatii, and shall be used only if it made from potable water, and shall be used only if it has been
has been manufactured in accordance with current good manufacturing manufactured in accordfmce with current good manufacturing practke
practice as outlined in this part. as outlined in 21 CFR part 110.

(17) Food-manufacturing areas and equipment used for manufacturing ‘.,, ,; ‘

human food should rmt be used to manufacture nonhuman food-grade .,

animal feed or inedible products, unless there is no reasonable
,.–—

possibility for the contaminatioqof the human food. ,,
.- ..., . . .. . . . .’;,.+..! . ...”..:*.+. -: ....+..=-.,.~,.,>.”.

.– , , .. .....>, .,.,,.+.., , ..::,>, ,!?’,: ,...-..;- ,.!.:.;! (e) Packaging and labeling operations... .- -. . .:- .:$.+:r.”.,t’~...-.,;,4..... . . .. ..... -,..,%-:,:~~tiA-,. .

(13) Filling, assembling, packaging, and other operations shall be (1) Filling, assembling, packaging, and other operations shall be
performed in such a way that the food is protected against performed in such a way that dietaiy products are protected against
contamination. Compliance with this requirement may be accomplished adulteration. Compliance with this requirement may be accomplished by
by any effective means, including: any effective means, including:
(i) Use of a quality control operation in which the critical control points (i) Adequate cleaning and sanitizing of all filling and packaging
are identified and controlled during manufacturing. equipment, utensils, and product containers, as appropriate.
(ii) Adequate cleanlng and sanitizing of all food-contact surfaces and (ii) Using materials for product containers and packaging materials
food containers. that are safe and suitable.
(iii) Using materials for food containers and food- packaging materials (iii) Providing physical protection from adulteration, particularly
that are safe and suitable, as defined in ~ 130.3(d) of this chapter. airborne contamination.
(iv) Providing physical protection from contamination, particularly Ov)Ming sanitary handling procedures,
airborne contamination.
(v) Using sanitary handling procedures.

(2) Written procedures shall be established and followed describing in
sufficient detail the control procedures employed for the receipt,

— ,..,7...,.,,,.,.. . ...... . . storage, handling, sampling, examination, and/or testing that may be
necessary to assure the identity of labeling and the appropriate identity,-. <...--- ..-. –.J.:-..-,.....—.. . cleanliness and quality characteristics of packaging materials for dietaIy

.,.=,. ., . Y:, :. :y-----’y =y:.:;+?a=w-%+-a- - products.,,.=,...... ... _
,.a., ,.@.,”A”*..,.,*.,*,,, -%., *.,**.* ,:,,...:., :., .. . .-, ..+”_ _~..–_=---- ....- --”—-. ... .,. :< .. ... ....._:_=—.T,.—..... .=:.--.-~ ;=:=,.—..,. - ,-.:7.. ,7 (3) For dietaty supplements, Iabeis and other labeling materials for. . ..,., . . .,, _. .“..-.,.....:..~=::,. ,-. ----..—. ..:.,,—:.,._=-..-=.g--

;-;;.:.,,,..,: each different product type, strength, or quantity of contents shall be.,. -. : ..... =--”+.-,---...”..-as---...........,, : ~~—_”’-’:_:_T-_=::=.T:~:+,::: ~::-::::..,. ,T .,.-,,..,--.” , >. stored separately with suitable identicstion.

. (4) Obsolete labels. labelin9. and otherpacka9in9 materials for
dietarjf products shall be destroyed.

,.
.,., (5) Written procedures shall be establlshect and followed to assure

.,, < that correct labels, labeling, snd packaging materials are issued and
l., ,. , , .;,:.-,., *

.“.— ; .:;..,:=: :,.J,;:: used for dietary products..-=. ... .,.
_, , .=L.+..*=..*,*-:5 -;-,.*..--- ~~---- ~2..>%z=.s*q:i&*&,.;2<*x,gg3G*:_.E.m.$.%$-‘-%-’.%=-=~.=~ *.::.. “. . .....=.,. . F:.”.* .... ‘.’ ~~~..:”;:2::~;~;T~,$;yq*53.:,:=:%:+>.y+a-wgg%.. -. =P--,------ (6) Dietary ingredient snd dietaty supplement packages shall be,....&.. ., .,,,+. ,a,...,,..,. ..—,. .—-- --, -......-s,.,....._,=_.._&...-=....L.=>-L&&.&-<%::x.,,=,,:.,..... ... :.& ._.-t,. . , ... ,’.+...:.~,~’. z,z;,;,i:.~,~sa-~r .--:—--- .—.,r-------- identiied with a lot number that permits determination of the history of.,:. “. ...... .. ~gz4,:p~~j~~g,gg;g~T~S the manufacture and control of the batch.., ,,-... . .-. .-. ~.=:.y?---.-..-:~-::. :e-.-

(7) Packaged and labeled dietary supplements shall be examined to
provide assurance that containers and packages in the lot have the
correct label and lot number. Products not meeting specifications shall
be rejected by the quality control unit.

s 110.93 Warehousing and distribution Warehousing, Distribution and Post-Distribution Procedures
(a) Storage and distribution.
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. disposition of the returned product.

(o Product salvaging. Dietaty products that have been subjected to
improper storage wnditions including extremes in temperature,—
humidity smoke, fumes, pressure, age, or radiation due to natural,, .!;. :,,.,.,-. -, , ,,.c::,;:.>,,*.,,..fl...v,., ,,.~:y, ..~~>,,<,.? disastera, fires, accidents, or equipment failures shall not be salvaged..:, “,.- ,, ....’... . ...,-.,:, ..J,:.;.,, +$;,,,.,<&., .. ,,.., ,.:.,.. +.: .iy:,: ,::., ;:;,,

.+’%f+.{i:y$. +~:~ , :,, ..:,>..,.,kmh”.:”+$; :.;$:,,~:,:$-.s&j>~’,*qc&&%#?’&y,:,.’+.?‘%s.~,.t.<a.k$rz, . and returned to the marketplace. Whenever there is a question whether
,, .~, :~...., ..,,,.:~;,~:.J~..... .~!... ,;...r..“, ; “.:k.::,~~;,. 2,),,~.~q??;:::f~$$~j~ ;’< ‘<i;:,%<;;’!;;;;$isi<~ products have been subjected to such mnditlons, salvaging operations“, .. ~~.,--8: ‘-$:.”;~%%::’’”::“ 2<”~ ‘..;:, ~,,:.. ;....,.,,,! ..?,‘! .?.,... .2?i.v+.+i$>.?J>.&@d:,?,,:..:;:$$:-+ ,7X,+,,:.:.,,. .,, ,.,,y~ ‘;~.+:;,;,,,?,,,..,‘, ,,,.,,.. .. ,. .,..,,;. .-;,.*,, may be conducted only if there is: (1) Evidence from laboratoy tests
,,, .$’,.,‘,,..,... ,.-,...,? ,%.,,,,’+ . ........ . ., ..,,...-.’. . ... - that the products meet all applicable standards of purity, quality, and
.,-:::,;;;::...,+.+%-.+.,..Ae. .—... ..-,..+-#&..,*,,,.2,$,y,&%Gp:: -4,- .- ; ~.,,, SWE,**S-.-.,..:,-.-j, ; .,,:,;’,.,,:~;,~....:>~,>,,,..>,,,,iJ..,.,~-4 .,j$-%l.:. ,> composition; and (2) evidence from inspection of the premises that the,’.....~..&-.”,.,,>..,?,;:,-.~.;:..:,,.,, ‘.,*-’~?wt’T*~:;:Y*”f’ %+ ~’ “’ >:.’: ;>j%l;%:z~l products and their associated packaging were not subjed.ed to improper
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storage conditions as a result of the disaster or accident. Records
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Subpart G_Defect Action Levels (g) Defect action levels.
~ 110,110 Natural or unavoidable defects in food for human use
that present no heaith hazard.

(a) Some foods, even when produced under current good manufacturing (1) Some dietary ingredients and dietary supplements, even when
practke, contain naturai or unavoidable defects that at iow ieveis are not produced under current good manufacturing practice, contain naturai or
hazardous to health. The Food and Drug Administration establishes unavoidable defects that at iow ieveis are not hazardous to heaith. The
maximum Ieveis for these defects In foods produced under current good Food and Drug Administration establishes maximum ieveis for these
manufacturing practice and uses these ievei$ in deciding whether to defects in dietary products produced under current good manufacturing
recommend regulatory action. practice and uses these ieveis in deciding whether to recommend

regulatory action.

(b) Defect action ievels are established for foods whenever it is (2) Defect action ievels are established for dietary products whenever
necessary and feasibie to do so. These ieveis are subject to change it is necessaty and feasibie to do so. These ieveis are subject to change
upon the development of new technology or the availability of new upon the development of new technology or the availability of new
information. information.

(c) Compliance with defect action ieveis does not excuse vioiation of the (3) Compliance with defect action ieveis does not excuse violation of
requirement in section 402(a)(4) of the act that food not be prepared, the requirement in section 402(a)(4) of the act that dietary products not
packed, or heid under unsanitary conditions or the requirements in this be prepared, packed, or held under unsanitaw conditions or the
part that food manufacturers, distflbutora, and holders shaii observe requirements in this part that dietav product manufacturers,
current good manufacturing practice. Evidence indicating that such a distributor, and hoiders shaii observe current good manufacturing
vioiation exists causes the food to be adulterated within the meaning of practke. Evidence indicating that such a violation exists causes a
the act, even though the amounts of naturai or unavoidable defects are dietary product to be adulterated within the meaning of the act, even
iower than the currentiy established defect adlon Ieveis. The though the amounts of natural or unavoidable defects are iower than
manufacturer, distributor, and hoider of food shali at ali times utiiize the currentiy established defect action ieveis. The manufacturer,
quaiity control operations that reduce naturai or unavoidable defects to distributor, and hoider of a dietary product shaii at aii times utiiize
the lowest ievei currentiy feasible. quaiity controi operations that reduce natural or unavoidable defects to

the iowest ievei currentiy feasible.

(d) The mixing of a food containing defects above the current defect (4) The mixing of a dietary ingredient or dietary supplement
action ievel with another iot of food is not permitted and renders the finai containing defects above the current defect action Ievei with another iot
food adulterated within the meaning of the act, regarciiess of the defect of dietaryingredient or dietary supplement is not permitted and renders
ievei of the finai food. the finai product adulterated within the meaning of the act, regardless of

the defect ievei qf the finai product.
,.

(e) A compilation of the current defect action ieveia for natural or (5) A compilation of the current defect action”teveis for natural or
unavoidable defects in food for human use that present no beam h~ard unavoidable defects In dietary produds that present no he?lth hazard
may be obtained upon request from the Center for Food Safety and may be obtained upon request from the industiy Programs Branch
Appiied Nutriion (HFS-565), Food and Drug Administration, 200 C St. (HFF-326), Center for Food Safety and ~-pikd Nutrition, Food and
SW., Washington, DC 20204. Drug Administration, 200 C St. SW., Washington, DC 20204.

● Recommended changes to the proposal published by FDA 2/6/97 are noted as follows:

Additions are marked by underlines.

~fb 4/15/99 A:\GMPVOLl WPD
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Executive Summary

CHPA recommends that CFSAN:

1. Amend its proposed definition of disease for structure/function claims to
incorporate the distinguishing concepts of “adverse” and “natural state or
process,” so as to ensure natural states/processes area domain for dietary
supplement claims:
● “a disease is any adverse deviation from, or impairment of, or

interruption of the nonrml structure or function of any part. organ,
or system (or combination thereof) of the body that is manifested
by one or more signs or symptoms that are not characteristic of a
natural state or process.”

■ “a natural state or process is a life change or physiologic
manifestation expected in the normal course of life progression.”

2. Unlike the definition of disease in 101.14(a)(6) or FDA’s proposed definition. the
concept of natural state should be distinguished from the concept of disease
within the definition itself -- as is done in CHPA’S proposed re-definition of
disease. The demarcation line is defined by the “adverse” nature of the deviation
from normal.

3. The statutorily required disclaimer is intended to explicitly and effectively
eliminate the potential for structudfunction claims to be interpreted as implied
disease claims. Hence, there is no need for FDA to seek additional regulatory
constructs to address the subject of iniptied disease claims

4. CHPA requests that the comment period be extended for 30 days afler this open
meeting on structurehnction claims.

1 The Consumer Healthcare Products Association (CHPA, fotmeriy known as the Nonprescription
Drug Manufacturers Association (NDMA), is the 118-year-old trade organization representing the
manufacturers and distributors of national and store brand dietary supplements and nonprescription
medicines. CHPA’S membership includes over 200 companies involved in the manufacture and
distribution of these self-care products artd their affiliated semices (e.g., raw material suppliers, research
testing companies, contract manufacturing companies, advertising agencies, etc.).
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Detailed Oral Comments

Introduction

We have been asked to comment on common conditions i+wociated with mtural states.
However, FDA has posed three issues for discussion The”definition of disease:
common conditions associated with natural states; and implied disease claims. As these
issues are so interrelated, it is unrealistic to propose that groups presenting today address “”
only one issue independent of their views on the other two.
CHPA’S consolidated approach to all three issues.

I will therefore provide

Definition of Disease

Firs~ the definition of disease under NLEA in 101.14(a)(6) is instilcient in its
particulars to ensure that the intent of Congress is met to permit structurelfimction claims
for dietary supplements intended to promote and maintain health and to beneficially
tiect signs and symptoms associated with natural states.

21CFR 101. 14(a)(6): “lXmage2 to an organ, part, structure, or system of
the body such that it does not fimction properly (e.g., cardiovascular
disease), or a state of health leading to such dysfimctioning (e.g.,
hypertension); except that disease resulting from essential nutrient
deficiencies (e.g., scurvy, peilegra) are not included in this definition.”

“A state of health leading to such dysfimctioning” is overly broad and might include, for
example, a healthy state despite high fat in+~e or toxic exposure leading to damage of
the body.

Second, FDA’s proposed definition of disease for stn.tcture/fhnction claims for dietary
supplements is overly broad.

.

FDA’s Proposed Definition: “Any deviation from, impairment of, or
interruption of the normal structure or fimction of any part, structure, or
system (or eombirtation thereof) of the body that is manifested by a
charactdstic set of one or more signs or sympto~ including laboratory
or clinical measurements that are characteristic of a disease.”

2 “Damage” is an appropriate concept to include in the definition of disease, as noted by FDAinthe
preamble to the proposed rule. In the preamble to the proposed mle on structureltimction label ciaims,
FDA states its rationale for proposing a definition of “disease,” as follows: “Dise=es, by definition,
adversely affect some structure or functionof the body, and it is possible to describe most products
intended to treat or prevent disease in tetms of their effects on the stmcture or function of the body” (63
Fed. Reg. 23624, 1998; emphasis added).
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Unlike the definition in 101.14(a)(6). FDA’s proposed definition for
structure/function claims omits the concept of ““damage.”’Under FDA’s proposed
definition, “any deviation . . . from normal” could include ‘“agingwell” as a
disease state.

Therefore, CHPA recommends amending FDA’s proposed definition to more clearl!
distinguish structurehnction claims for dietary supplements from drug claims on the
basis of the adverse nature of diseases for which drugs are used, on the one hand. and the
non-adverse nature of natural states for which die@ supplements are used. Specifically}.
CHPA proposes the definition of disease for s~ctieKitnction claims should be:

CHPA’S Proposed Definition of Disease: “... a disease is any adverse
deviation from, ~ impairment of, or interruption of the normal structure or
function of any part, organ, or system (or combination thereof) of the body
that is manifested by a characteristic set of one or more signs or symptoms. .
~ that are ~ characteristic
of a dkaase natural state or process.”

(Note: under{inedportions are additions and strikeouts are deletionsfiom
FDA k proposed dejnition of disease.)

deviation” is too broad; “any advenw deviation” appropriately defines the nature“Any
of the deviation; “laboratory or clinical measurements” are redundant and included under
the concept of “signs;” and “not characteristic of a natural state or process” appropriately
encompasses Congress’ intent to allow health promotion/maintenance chims.

CHPA also recommends natural state or process be defined by regulation. as follows:

“A natural state or process is a life change or physiologic manifestation
expected in the normal course of life progression.”

In summary , CHPA recommends including the concept of a natural state or process into
the definition of disease to exclude natural states from being considered diseases, thus
ensuring that Congress’ intent for health promotiordmaintenance is not undermined. The
concept of natural states/processes in the CHPA definition of disease is balanced by the
concept of “adverse” to create tie Wpropriate b=is for regu~ati~gs@ucfi~/fiction
c]aims. Hence, under the CHPA-proposeddeffitio~ drug cl~ wo~d ~dIXS ~ch
specific diseases as, byway of example:

m Heart disease
■ Diabetes
■ Cancer
m Migraine headache
* Alzheimer’s disease
m Viral andbacterial diseases
9 Obesity



-4-.

9 Depression-

And. under the CHPA-proposed definition of disease.
address such conditions as, by way of example:

Conditions characteristic of the menstrual cycle
Hair loss associated with aging
Stress, titration
Pregnancy
Cholesterol management
Premenstrual syndrome (PMS)3
Menopause (e.g., hot flashes)
Decreased sexual functioning with aging
Weight management
Benign prostatic hypertrophy

structurehinction claims \vould

Common Conditions Associated with Natural States

FDA suggests that non-diseases (i.e., certain common conditions associated with natural
states) might be explicitly considered diseases for the purposes of structure/fimction
claims, drawing the line based on the severity of the disease,

Unlike the definition of disease in 101.14(a)(6) or FDA’s proposed definition. the
concept of natural state should be distinguished from the concept of disease within the
definition itself -- as is done in CHPA’S proposed re-definition of disease. The
demarcation line is defined by the “adverse” nature of the deviation horn normal.

First, natural states are not diseases. “Natural states or processes”:

● Have a characterized “expression of events (e.g., menstrual period, menopause).
■ Are ofien self-limiting, such as fatigue, sleeplessness, PMS 3, pregnancy, graying

hair, male pattern baldness, etc.
= Have consequences that are most often not harmfil to the human body if they go

without effective treatment. For example, graying of the hair, male patterned
- baldness, benign prostatic hypertrophy, and the menstrual period are not

necessarily harmfid to the body.
● In g- are not normally associated with adverse consequences that are

potentially harmful, such as the toxemia of pre~cy, SCV~ pos@_
depression.

■ Can often be reversed by normal “physiologicaVbiologi*iochemid functions
(e.g., weight control through exercise and dieting).

3 Although the agency uses the menstrual cycle as an example of normal function, “premenstrual
syndrome” currently is proposed as a disease state. However, if the hormonal fluctuations of the mensttual
cycle are normal, then so should be their effects, as experienced, to varying degrees, by at least an
estimated 75°/0of women. It is not reasonable that this percentage of the female population be
characterized as “diseased.” More appropriately, the disease state is “Premenstrual Dysphoric Disorder”
per DSM-IV (estimated incidence, 3%5% of women).
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. .

Second, the issue of inclusion of such conditions as hypertension and toxemia of
pregnancy are handled in CHPA’S proposed amendments to FDA’s proposed definition
of disease, which is again restated below:

“a disease is any adverse deviation from, or impairment of. or interruption
of the normal structure or fimction of any part, organ, or system (or
combination thereof) of the body that is manifested by one or more signs
or symptoms that are not characteristic of a natural state or process.”

“a natural state or process is a life change or physiologic manifestation
expected in the normal course of life progression.”

Specifically, the phrase “any adverse deviation tiom, or impairment OLor intemuption
of’ would include such things as:

■ Cancer, as an adverse deviation born ncmnal structure ancUorfunction;
■ Hypothyroidism, as an interruption or impairment of normal function;
■ Toxemia of pregnancy, as an impairment of the normal function of the body;
“ Hypertension, generaily considered to be an adverse deviation of normal function.

Third, the exclusionary phrase “that are not characteristic of natural states” avoids
creating a definition of disease that runs counter to the intent of Congress in establishing
structurehnction claims for health promotion and maintenance.

As stated earlier, such conditions as the following would not be considered diseases.
provided the associated symptomatology is “not an adverse deviation from normal.. .“ in
the context of what constitutes a “natural state” (for example):

Conditions characteristic of the menstrual cycle;
Hair loss associated with aging;
Stress, frustration;
Pregnancy;
Cholesterol managemen~
PMS;
Menopause (e.g., hot flashes);
Dmeased sexual filllctioning with aging;
Weight management
Benign prostatic hypertrophy.



Implied Disease Claims

The line should be draw~ based on the law,
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J Under DSHEA claims may not be made about the use of a diet~ supplement to
diagnose, prevent, mitigate, treat, or cure a specific disease (unless approved
under the new drug provisions of the FD&C Act).

● Under DSHEA, claims ~ describe the supplement’s effects on “’structure or
fimction” of the body or the “well-being” achieved by consuming the diet~
ingredient.

● To use these claims, manufacturers must have substantiation that the statements
are truthful and not misleading and the product label must bear the statement. or
disclaime~ . .

“This statement has not been evaluated by the Food and Drug
Administration. This product is not intended to diagnose, treat,
cure, or prevent any disease.”

CHPA’S deftition of a disease amends FDA’s proposed definition by incorporating the
distinction behveen natural states and processes (i.e., a claims domain for dietary
supplements) and adverse consequences to the body (i.e., a claims domain for drugs and
other medical treatments). Thus, CHPA’S proposed redefinition of disease would
represent the fhndarnental regulato~ standard against which structurehnction claims for
dietary supplements would be judged in conjunction wilh the required disclaimer.

The statutorily required disclaimer is intended to explicitly and effectively eliminate the
potential for structurelfimction claims to be interpreted as implied disease claims. Hence.
there is no need for FDA to seek additional regulatory constructs to address the subject of
implied disease claims.

In the proposed rule, FDA proposed that claims of an effect on symptoms that are
recognizable as characteristic of’a specific disease or diseases would constitute disease , ,
claims (i.e., such symptoms in a claim would constitute an implied disease claim).
Whether or not a specific set of signs or symptoms is recognizable as related to a disease
is irrelevan~ since the statutorily required disclaimer is the self+orrecting aspect of
DSHEA that avoids an implied disease cki.rn from being made.

conclusion

In addition to amending the definition of disease and relying on the disclaimer to address
the issue of implied disease claims, FDA should identi~ explicitly the following
elements in regulation for determining whether a reference’toa sign andor symptom (or
set thereof) constitutes a claim about a “specific disease or class of diseases,” using the
CHPA-proposed definitions of “disease” and “natural state or process” as the standard:
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1.

2.

3.

The words ‘-diagnose,-’ ‘“prevent.” “treat.’. ‘.ewe,“’“mitigate”. {or other pmrnalical
forms of these verbs) should not be used in a statement of nutritional suppon Iie.. a
structure/function claim), since statements permitted under 403(r)(6) of the Act .-ma}
not claim to diagnose, mitigate, treat, cure, or prevent a specific disease or class of
diseases;”

The words “stimulate,” “maintain,” “SUppOfi,99~.regulale,-.or..PrornO[e.’(or other

words of this nature or other grammatical forms of these verbs) may be used in a
structure/fimction claim to distinguish the claim from a specific disease claim:

Recognizability of endpoints as being reIated to a disease and therefore constituting
an implied disease claim is irrelevant in relation to structure/function claims because
of the required disclaimer.

Request for a Post-Meeting Comment Period\

CHPA notes that the comment period relating to submissions pertaining to CFSAN.S
overall strategy on dietary supplements, including claims, is open until August 20, 1999.

CHPA requests that the comment period on FDA’s three questions relating to
structurehnction claims remain open at least as long, and preferably for 30 days after
this meeting.

-##-
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MANUAL OF POLICIES AND PROCEDURES

CENTER FOR DRUG EVALUATION AND RESEARCH MAPP 4512.1

TRAINING AND COMMUNICATIONS

FORMAL MEETINGS BETWEEN CDER AND
CDER’S EXTERNAL CONSTITUENTS

PURPOSE
BACKGROUND

REFERENCES
DEFINITIONS

POLICY
RESPONSIBILITIES
PROCEDURES
FOKMAT
EFFECTIVE DATE

Attachment A - Monthly Sample Meetings Report

Attachment B - Suggested Format for Meeting Agenda
Attachment C - Suggested Format for Meeting Minutes

PURPOSE This MaPP describes the Center’spolicies and procedures for scheduling and conducting
formal meetings between CDER staff and those outside CDER requesting such formal
meetings. Among other things, it describes a maximum time after a request by which a
meeting will be scheduled, the need for prompt preparation and sharing of minutes, and the
need for a summary of major points and agreements at the end of every meeting.

BACKGROUND

● Formal meetings serve a beneficial purpose for both the Center and its external
constituents to provide clarity and resolve issues related to the drug development
and review processes, compliance actions, and policy development.

● This MaPP provides a consistent and transparent approach to scheduling and
conducting formal meetings (face-to-face, teleconference, and videoconference)
between individuals from CDER and CDERS external constituents outside FDA.

Originator: Director, Office of Training and Communications
03107/96 Page 1
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REFERENCES

● MaPP 4510.3 “Telecommunicatio~s”

DEFINITIONS
●

●

●

●

●

Formal Meeting. A planned meeting that occurs through a face-to-face
interaction, scheduled teleconference, or scheduled videoconference with a
person(s) from outside FDA. Unscheduled meetings, such as “drop-in visits” and
unscheduled teleconferences, are not included in this definition and are beyond the
scope of this policy. In addition, this document does not address “emergency
meetings. ” Meetings dictated by emergency situations shall be handled on a case-
by-case basis, although meeting minutes should be prepared a described below.

External Constituents. Individual(s) outside the FDA organizational structure.

Pre-Meeting. An internal meeting of FDA personnel to discuss a strategy and/or
meeting approach in anticipation of a formal meeting with external constituents.

Week. Seven calendar days.

Day. One calendar day.

POLICY ●

●

The Center will respond to requests for scheduling a formal meeting from external
constituents consistently and promptly and will agree to such meetings unless they
are clearly unnecessary or premature.

All formal meetings will be conducted in an appropriate business-like manner
according to a pre-determined agenda appropriate to the purpose of the meeting,
with specified objectives, and accurate summarization of key points and action items
at the end of the meeting.

Accurate minutes (“official minutes”) will be prepared promptly by CDER for all
formal meetings with external constituents. Official minutes shall be promptly
distributed to all Center participants and to the external constituents (unless not
appropriate, such as minutes from formal meetings held for Compliance
investigatory purposes).

The Center will work with its external constituents to identifi and resolve any
inconsistencies, discrepancies, or disagreements between participants with respect to
understandings of the outcome of the meeting.

Letters described in this MaPP may generally be sent or received by facsimile.
Hardcopies of all letters must be placed in the product’s (or otherwise appropriate)
administrative file.

Originator: Director, Office of Training and Communications
03/07/96 Page 2
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RESPONSIBILITIES

Division Directors, or the appropriate higher manager, shall be responsible for:

●

●

●

●

●

●

●

ensuring that external constituents’ requests for meetings are answered in a manner
consistent with this policy,

instituting procedures to insure the policies established in this MAPP are
implemented,

ensuring that formal meetings are conducted in a facilitative, business-like manner
and in accordance with this policy,

ensuring that accurate minutes are prepared, circulated, and distributed in
accordance with this policy,

ensuring that disagreements with respect to understandings concerning the outcome
of the meeting are resolved.

ensuring that any policy or procedural issues that arise from a meeting that cannot
be resolved within the division should be dealt with by involving supervisors, other
divisions or offices as appropriate or the CDER Ombudsman, if necessary,

ensuring the production of a monthly report on formal meetings with CDER’S
external constituents. [Data for these reports can be gathered and maintained in
whatever method or format is most convenient for the reporting unit. However, the
data reported monthly should be in the attached format. (Attachment A). These
monthly reports shall be sent to: the appropriate Office Director, the Director of the
Office of Training and Communications, and the Center Senior Project Manager.]

OffIce Directors shall be responsible for:

● ensuring that the divisions for which they are responsible have instituted meeting
procedures and indeed are conducting their formal meetings with external
constituents in accordance with this policy.

● reviewing their divisions’ monthly reports and deciding whether fhrther input from
the office director is needed to assure conformity with this policy.

The Director of the OffIce of Training and Communications and the Center Senior
Project Manager shall be responsible for:

s ensuring that the divisional monthly reports are assessed for evidence of further
training needs in meeting management or minuting practices.

Originator: Director, Office of Training and Communications
03/07/96 Page 3
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s compiling (OTCOM) all Center meeting statistics to have available for the Center
and for external requests.

PROCEDURES

Meeting scheduling:

● Requests for a formal meeting with a Center component shall be made in writing to
the appropriate CDER component (organizational work unit - most commonly,
division).

● The written request should provide the following elements: 1) a brief statement of
the purpose of the meeting; 2) a listing of the specific objectives/outcomes the
requester expects from the meeting; 3) a proposed agenda, including estimated
times needed for each agenda item; 4) a listing of planned external attendees; 5) a
listing of requested participants from CDER; and 6) the approximate time at which
supporting documentation for the meeting will be sent to CDER (i.e., “x” weeks
prior to the meeting, but should be received by CDER at least 2 weeks in advance of
the scheduled meeting).

● The responsible director for the CDER component, based on the information
provided in the written meeting request, shall determine if such a meeting is clearly
unnecessary or premature (not reasonably likely to be useful). If necessary the
requester can be contacted for clarification of the purpose of the meeting.

● Information and/or supporting documentation necessary for a productive meeting
does not need to be submitted before a meeting will be scheduled. This supporting
documentation should be submitted and received by the applicable CDER
component at least two (2) weeks prior to the agreed meeting date. If essential
supporting documentation needed to conduct a productive meeting has not been
received by the CDER component within this time frame, the meeting may be
canceled and/or postponed, as determined by the Division Director. However, the
meeting may take place if the component believes it would still be useful, even with
a shorter time to review the package.

● If the meeting request is granted, details may be confirmed with the sponsor via the
telephone. In addition, within 14 days of the meeting request, the division (usually
the assigned Consumer Safety Ofllcer (CSO)/Project Manager(PM)) shall notify the
requestor, in writing (either by letter or fax), of the date, time, and place for the
meeting to be held, as well as expected CDER participants. The meeting date shall
reflect the next available date on which N applicable Center personne[ are available
to attend, consistent with the component’s other business, but shall not exceed 75
days from the date of the external constituent’s initial dated meeting request.

● If a commercial development program is stalled and cannot proceed until a meeting
with FDA is held and agreement on issue(s) reached, the sponsor shall contact the

Originator: Director, Office of Training and Communications
03/07/96 Page 4
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appropriate Office of Drug Evaluation director and request a “Special
Considerations Meeting.” If the Office Director agrees that the development
program is stalled pending resolution of issue(s) with the FDA, the Office Director
shall be responsible for insuring that a meeting with the appropriate FDA staff is
scheduled and occurs within 30 days of the “Special Considerations Meeting”
request. It is understood that scheduling of such meetings may require unusual
times for the meeting.

● If scheduling conflicts make it impossible for certain requested CDER participants
to attend a meeting scheduled within 75 days, the component shall consult with the
requestor to decide whether the requester prefers that the meeting be held without
this person or delayed.

● The assigned CSO/Project Manager is responsible for ensuring that a meeting room
appropriate for the projected number of participants is reserved. In addition, he/she
should insure that all appropriate audiovisual equipment is reserved and available.
This person shall also insure that all logistics are reconfirmed the day prior to the
meeting.

● In the event that a request to schedule a meeting is denied (no meeting), the director
responsible for the CDER component is responsible for assuring that the requestor is
notified of the denial in writing (letter or fax) or by telephone with clear
documentation of the telecon to the file within fourteen (14) days from receipt of the
request. The notification shall include a clear explanation of the reasons for the
denial. In addition, CDERS notification shall provide information detailing the
appeal process.

Meeting:

● A“pre-meeting” of FDA personnel who will be attending the formal meeting should
generally be held to brief FDA participants on the background and critical issues, to
develop initial responses to questions specifically posed by the requestor (but
recognizing that the discussion may modify these responses), and to consider the
overall meeting strategy/plan. The objectives and agenda for the meeting should be
discussed and understood by all. (See Attachment B) The agenda will generally be
submitted by the external constituent, If any additiona! items for discussion are
identified by FDA which might require preparation on the part of the constituent, the
constituent should be notified prior to the meeting and any FDA materials should be
provided to the constituent. Additionally, key persons should be identified (from
those scheduled to attend the meeting) at the pre-meeting to: 1) chair/ facilitate the
meeting for the FDA; 2) keep track of time; and 3) record minutes. The pre-
meeting should preferably be held at least one day before the scheduled meeting
with the external participant.

● The CDER chair/facilitator of the meeting shall provide initial structure to the
meeting by welcoming the external constituents and clearly stating CDERS

Originator: Director, Office of Training and Communications
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understanding of the purpose and goals of the meeting. At the beginning of the
meeting, the CDER chair/facilitator shall insure: that participants are introduced;
that the person recording minutes for FDA is noted to the external constituent; that,
if necessary, the timekeeper is noted to the external constituent; and that a decision
is made between CDER and the external constituent as to who shall be the lead
chair/facilitator (CDER or external constituent) for the discussion portion of the
meeting. It is recognized that meetings are, and should be, highly interactive and
that many meeting participants will participate in the discussions and respond to
issues. The CDER chair/facilitator shall be responsible for assuring appropriate
participation by FDA staff present.

● At the end of the meeting, the CDER chair/facilitator shall insure key points and/or
decisions made are summarized and insure that all participants (FDA and external
constituents) concur with the summarization and that any differences are resolved.
The recorder shall note these summarized key points in the official FDA minutes of
the meeting.

● The meeting timekeeper shall monitor the time dedicated to each agenda item. The
timekeeper will notify the chair when discussions exceed the amount of time
allocated on the agenda. A decision will then need to be made by the participants on
how to utilize the remaining time allotted to the meeting.

● The senior management attendee is responsible for determining who should be the
final signatory for the minutes and should inform the recorder. Generally it is
expected that the senior management attendee will either be the final signatory or
will indicate his/her concurrence with the minutes by initialing them.

● The recorder will accurately prepare minutes of the meeting, including the
summarized key points as follows: 1) draft meeting minutes should be written and
circulated (for review and comment) to all FDA personnel who attended the meeting
within one week of the meeting date; 2) review and incorporate comments and
finalize minutes within three (3) weeks after the meeting. (See suggested minute
format at Attachment C.)

● Meeting participants will review draft minutes and return to recorder within one
week of receiving the drafl minutes.

Post-Meeting (follow up):

● Minutes of formal CDER meetings with external constituents shall include the
appropriate “CC” (IND, NDA, ANDA, or other file as appropriate) and distribution
list to ensure meeting minutes are incorporated into the appropriate administrative
tile.

● All agency personnel attending the meeting shall receive a copy of the final meeting
minutes within four (4) weeks of the meeting.

Originator: Director, Office of Training and Communications
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● The CDER component shall send the external constituents a copy of the final
meeting minutes within four (4) weeks of the meeting. The external constituents are
responsible for notifying CDER of any significant differences in their understanding
of the meeting outcomes (as reflected in the minutes). The CDER component shall
noti~ the external constituent of this responsibility in the CDER letter
accompanying the minutes.

● The division director (in consultation with meeting chair, if different from division
director) shall be responsible for resolving differences identified by the external .
constituent between the FDA minutes and their understanding of the meeting
outcomes. This negotiation may be accomplished by the project manager, but the
division director has ultimate first-line responsibility for a successful resolution. If
policy issues or requirements related to a particular application that emerge during
or after a formal meeting cannot be resolved at the level of the component holding
the meeting, the usual appeals mechanisms can be invoked by the external
constituent, including requesting the mediation services of the CDER Ombudsman.

● All correspondence regarding meeting minutes, from FDA or external constituents,
shall be submitted to the appropriate product administrative file.

● Monthly reports on formal meetings should include the information contained in the
sample format outlined in Attachment A for each meeting (meeting date, company
name, meeting chair, IND/NDA/ANDA#, drug name, date minutes issued to
sponsor, recorder), and shall be submitted to the following, as defined under
“Responsibilities:” appropriate Office Director; Director, Office of Training and
Communications; and the Center Senior Project Manager. Copies of minutes of
meetings at which policy decisions are made that affect more than one division or
component shall be sent to the Associate Director for Policy, CDER.

Appeals

The appeals process shall be in accordance with CDER’S appeals policies and procedures
(CDER Appeals Procedures MAPP).

FORMAT ● Monthly Meetings Report (see Attachment A)

● Meeting Agenda (see Attachment B)

● Meeting Minutes (see Attachment C)

EFFECTIVE DATE

This MaPP is effective upon date of publication,

Originator: Director, Office of Training and Communications
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Attachment A

Division Monthly Meetings Report

(Formal Face-to-Face, Teleconference, and Videoconference)

Division:

Month of

Report preparer:

Mtg Cmpy Frmt Type IND/NDA Drug Chair Recorder Date Minutes
Date Name ANDA/ # Name Issued

1.

2.

3.

4.

5.

6.

Format: F=face-to-face; V=videoconference; T=teleconference
Type: R=RTF; PI = Pre-IND; EP2 = end of P2; PN=Pre-NDA; C=compliance, A=Advertising/promotion;
S= major safety concern; O= other
Attach copies of meeting agendas for above meetings.
Also attach copies of meeting minutes finalized that month.

Copies to:

Appropriate Office Director(s)
Director, Office of Training and Communications
Center Senior Project Manager

Originator: Director, Office of Training and Communications
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Meeting Date:

Attachment B

Suggested Format for Meeting Agenda (if prepared by FDA)

Location: Time:

External participant:

IND/NDA # and name of product, if appropriate:

Meeting Chair (FDA) Sponsor lead:

Introductions:

Meeting Objective(s):
\

Meeting Discussion Items:

Name of Presenter
1.

Discussion Item

2.

Summarize Agreed-upon PointsAJnresolved issues

Discuss any necessary follow-up

Close meeting

Attachments/Handouts

Time Allocated

Originator: Director, Office of Training and Communications
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Attachment C

Suggested Format for Meeting Minutes

Meeting Date: Time: Location:

IND/NDA/ANDA # (If Applicable) and Drug Name:

External participant (External meeting requestor - sponsor):

Type of meeting (45 day, RTF, pre-IND, End of P2, Pre-NDA, compliance, promotion, etc.)

Meeting Chair: External participant lead:

Meeting Recorder (CSO/Project Manager):

FDA Attendees, titles and offices:

External constituent and titles:

Meeting Objectives:

1.

2.

3.

Discussion Points (bullet format):

1.

2.

3.

Decisions (agreements) reached:

Originator: Director, Office of Training and Communications
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1.

2.

3.

Unresolved issues or issues requiring further discussion:

1.

2.

3.

Action Items:

Item Responsible person Due Date

1.

2.

3.

Signature, minutes preparer:
Concurrence Chair (or designated signatory):

AttachmentlHandouts

Originator: Director, Office of Training and Communications
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