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The Consumer Healthcare Products Association (CHPA) submits these comments‘d3 part

of its detailed oral and written comments provided at the June 8, 1999, Stakeholders;g
Meeting in response to FDA’s May 13™ call for comments in the Federal Register,-and in
follow-up to the June 30, 1999, meeting between CHPA and CFSAN on a variety of,
operational issues. ,
Founded in 1881, CHPA represents producers of quality nonprescription medicines"?md
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 Nutritionals 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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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 helpful to
understand the current relationship between FDA and FTC and provide input
on ways to further develop that relationship.

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).

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

CHPA recommends 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 on August 4, 1999, and omits the proposed
confusing and ambiguous proposed criteria. (See Attachment C.)

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.

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.



Detailed Comments

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

I

HIL

Section Page
Overview of CHPA’s June 8™ Comments 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. Overview 8
B. Calendar 8
C. Notification 9
D. Meetings with External Constituents 10
E. Nonprescription Electronic Library — Dietary Supplements 11
F. Partnerships in Meetings 12
G. AER Management 12
H. Use of Outside Experts 13
Conclusion 14

Overview of CHPA’s June 8" 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 8" stakeholders meeting. CHPA also met with CFSAN on
June 30™ to 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 8" comments and a written summary of recommendations made at

the June 30" meeting.

B. Overview

Priorities: In sett'ing its priorities for program activities, CFSAN should

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

infrastructure of the Office of Special Nutritionals 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 using 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 truthful,
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/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 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 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,-ncluding laboratorrorclinical-measurements

that are not characteristic of a disease natural state or



process.”

(Note: underlined portions are additions and strikeouts are

deletions from 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/function) 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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II. 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-t0-9 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 notify 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 calendar would obviously be complimented by use of a
constantly updated internal calendar and tied to the strategic plan and

performance review.

. 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 staff;

» 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 further
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 30™ meeting 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.

. 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 30" meeting 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 usefulness 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.

. 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.

. Adverse Experience Reporting (AER) Management
CHPA provided detailed comments on CFSAN’s AER management at the time of
the June 8™ stakeholders meeting. A summary listing of CHPA’s initial

recommendations in this regard are found in Section I.B. 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 aate of the May 1999
report, we request that CFSAN be open to receipt of additional comments in this

arca.
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H. Use of Outside Experts
At the June 8" Stakeholders 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 commiittee 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
functional 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).
II1. 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, particularly
the Office of Special Nutritionals. 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.

Sincerely yours,
% Ai o LD

R. William Soller, 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



ATTACHMENT A

EE VLR

Dicigm Supoormenis o v N0 o

s=————FOUNDED 188

CONSUMER HEALTHCARE PRODUCTS ASSOCIATION

P € b Py

Tmemem .
ST e TS

- - i -

June 8, 1999

Docket Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane, Room 1061
Rockville, Maryland 29857

Re: Docket No. 99N-1174

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 supplements with respect to their regulation of dietary supplements under the
Dietary Supplement and Health Education Act (DSHEA). The Consumer Healthcare 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 Stakeholder 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-care industry.

Our comments are organized according to the following outline:

Section and Title Page
L Summary of CHPA's Recommendations 2
11 Safety Priorities First: Enforcement, GMPs and AERs 6
A. Enforcement 6
1. Introduction: Maintaining Consumer Confidence in
Dietary Supplements
2. Powers of the FDA and FTC
3. Recommendations
B. Good Manufacturing Practices 8
1. Introduction

=~ nense 4402 . Tel 207.470.9280 » Fax 202-223-6835 - www chpa-info org



Documents Management Branch

June 8. 1999
Page 2
2. Recommendations
C. Adverse Experience Reporting 10
1. Overview
2. Recommendations
III. Claims 12
A “Boundaries” 12
B Redefinition of Disease 13
C. Use of Disclaimers -13
D FTC’s Guidance to the Dietary Supplement Industry 15
E Recommendations 16
IV. CFSAN’s 3-to-5-Year Strategic Plan and Resources 16
A. An Adequately Funded and Staffed FDA 16

B. Dietary Supplement Advisory Committee, Not At This Time 16
C. Recommendations: 3-to-5-Year Strategic Plan and Priornties 17

V. Conclusion 18

I. Summary of CHPA’s Recommendations

1. Priorities: In setting its priorities for program activities, CFSAN should place safety
first — enforcement, GMPs and AERs. Refining the infrastructure of the Office of Special
Nutritionals 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 plan, which is a logical outcome
of this current set of Stakeholders Meetings on June 8" and July 20™.

The definition of “boundaries” among claims for different types of products (e.g., the
boundary between a dietary supplement and a drug, or a food, or a cosmetic) has been
complicated by a proposed rule on structure/function 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 future
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 would use dietan
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 using 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 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 illness or injury or 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 helpful for all stakeholders to understand the current relationship between FDA
and FTC.

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
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.

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 as FDA prepares
the Notice of Proposed Rulemaking. A side-by-side comparison of current 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.

Adverse Experience Reporting: 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 are as accurately documented and professionally handled as
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possible. Public discussion on putative safety issues relating to dietary supplements
should more appropriately focus on the science. not the quality of administrative methods
used to document AERSs. :

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 Management Framework™ to the management of
AERs on dietary supplements, grounding this approach in the agency s current
safety policy (i.e., “warmnings, 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™);

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-senous reports and
route these reports for expeditious follow-up;

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 reports;

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

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.

A re-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
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 the fact that 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.
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Claims: “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, which should not be considered as overlapping but rather as properly
co-existent.

Importantly, because of the two major confounding issues in FDA's structure’function
proposal related to the overly broad re-definition of disease. which was proposed to
exclude products from disease-related claims. and to the intricate inter-relationship
between health promotion/maintenance and disease prevention. FDA should: (a.) amend
its proposed definition of disease' to properly limit its reach; and (b.) address implied
claims by the statutorily required disclaimer on structure/function claims. When
combined with the use of disclaimers for certain claims, the regulatory “line™ is drawn
more clearly by focusing on the truthfulness of the claim and the dissemination of
accurate information and not the categorical nature of the product (i.e., “drug™ vs “dietary
supplement™). As a result, implied disease claims on dietary supplements are not
confused 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/function claims for dietary
supplements, consistent with DSHEA and modeled after the FTC advertising
guidance to industry.

Dietary Supplement Advisory Committee

CHPA does not recommend that CFSAN move forward at this 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 a another special advisory committee would detract at this time with
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.

! See CHPA's comments on structure/function claims submitted to Docket No. 98N-0044 on 9/24/98.
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CFSAN’s 3-to-5-Year Strategic Plan and Resources: Industry has an interest in
helping to0 ensure that FDA is appropriately staffed and funded 1o meet its statutory
obligations of promoting and protecting the public health.

CFSAN's development of an overall strategy for dietary suppiements should be
undertaken as a 3-to-S-year plan, which is would be 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 and safety first, followed by claims and
other activities.

II. Safety Priorities First: Enforcement, GMPs and AERs

Enforcement

1. Introduction: Maintaining Consumer Confidence in Dietary 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 statutory framework
for the dissemination of useful 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. This guide appears to
be a useful 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 with
the authorities given to it by Congress. both industry and consumers suffer.

2. Powers of FDA and FTC

Indeed, Congress’ action in passing DSHEA did not leave FDA or FTC without specific
enforcement powers over dietary supplements. The Food and Drug Administration
(FDA) and the Federal Trade Commission (FTC) work together under a long-standing
agreement governing the dxvxslon of responsibilities between the two agencies. As
applied to dietary supplements:

= FDA has the primary responsibility for claims on the product labeling. 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 statutory 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 is toxic or unsanitary [see
Food Drug and Cosmetic (FDC) Act, Section 402(a)];

+  Stop the sale 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 Act, Section 402(f)];

« Stop any company making a claim that a product cures or treats a disease [see FDC
Act, Section 201(g)];

« Stop a new dietary ingredient from being marketed if FDA does not receive enough
safety data in advance (see FDC Act, Section 413);

» Require dietary supplements to meet strict manufacturing requirements (Good
Manufacturing Practices), including potency, cleanliness and stability {see FDC Act,
Section 402(g)].

FTC has the power to:
« Enforce laws outlawing “unfair or deceptive 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};

2 Federal Trade Commission, Bureau of Consumer Protection: Dietary Supplements: An Advertising Guide for
Industry. 1998.
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» An unfair trade practice is one that: causes or is likely to cause substanual injury
1o consumers: is not reasonably avoidable by consumers themselves: and not
outweighed by countervailing benefits to consumers or competition (see FTC's
Deception Policy Statement and Advertising Substantiation Policy Statement):

« Challenge and stop advertising that is not adequately substantiated (see FTC’s
Deception Policy Statement and Advertising Substantiation Policy Statement):

« Investigate complaints or questionable trade practices:
= FTC can investigate either informally or formally, where it has strong compulsory

investigative authority, including the power to require a respondent 1o produce
documents, give testimony, or answer written questions [see FTC Act. Sections
6(a and b) and 9];

s 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 [FTC 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 illness 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 helpful for all stakeholders to understand the current relationship between FDA
and FTC. S

Good Manufacturing Practices

1. Introduction

Dietary supplements are considered foods and are subject to requirements of “Current
Good Manufactiring 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 and processing ot
foods.

DSHEA authorizes FDA to establish GMP regulations governing the preparation.
packing. and holding of dietary supplements under conditions that ensure their safety.
DSHEA amended the FDC Act with section 402(g) (21 U.S.C. 342(g). which provides.
in part, that: The Secretary may by regulation prescribe good manufacturing pracuces for
dietary supplements. Such regulations shall be modeled after current good manufacturing
practice regulations for food and may not impose standards for which there is no current
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 deciared 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 February
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
ANPR, the agency said it would establish dietary supplement GMPs if. after public
comment, it determined that GMPs for conventional foods are not adequate to cover
dietary supplements as well.

The industry submission was patterned after the food GMP regulation contained in part
110, but also contained.requirements beyond those in part 110. When dietary supplement
constituents are prepared for incorporation in liquid, tablet, capsule, or bulk powder form,
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-
recommended 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 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 which CHPA believes should be considered as FDA
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 place the publication of proposed GMPs as a top priority in
1999 and in developing the dietary supplement GMPs, consider the additional specific
comments developed by CHPA (appended).

C. Adverse Experience Reporting
1. Overview

By way of background, the vast majority of dietary supplements have a very wide margin
of safety. Garlic, ginseng, ginger, St. John’s wort, 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 low compared to drugs, thereby suggesting fewer resource needs in this
regard for CFSAN than, for example, CDER.

In addition, FDA has at least three systems 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 Pharmacopeia, 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 current 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 addition, we are aware of certain concerns expressed about CFSAN’s handling of
AERs on, for example, ephedra, and this issue was the subject of the May 27™ hearing of
the House Committee on Government Reform. We take a direct interest in ensuring that,
in the future, the right infrastructure and policies are in place at CFSAN to enable it to

handle efficiently, expeditiously, and fairly any and all AERs on dietary snﬁpiéments.
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 AERSs 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
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supplements. and we have recommended that the House Commitiee consider a specific
inquiry to FDA. asking for a detailed allocation plan for any resources needed to adopt

our recommendations.

First, as part of Dr. Jane Henney''s initial directives as FDA Comm1ssxoner FDA studied
drug approvals pre and post PDUFA, issuing a report in May entitled “Managing the
Risks from Medical Product Use: Creating a Risk Management Framework.” Focusing
on medical products, the report calls for adoption of a systems approach to FDA'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 can be uniformly applied, and information 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. Without rigorous, critical evaluation of how AER data are collected,
analyzed and reported, it is literally impossible to determine their significance.

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

s 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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« 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
reports for expeditious follow-up:

» CFSAN needs a policy and procedures for timely sharing of serious AERSs with
affected companies and timely follow-up in order to help facilitate adequate follow 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 AERs.

« 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.

» A re-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 foods, 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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which should not be considered as overlapping but rather as properly co-existent.

Importantly. because the two major confounding issues in FDA's structure/function proposal
related to the overly broad re-definition of disease, which as proposed inappropriately excludes
claims for dietary supplements, and the intricate inter-relationship berween health
promotion/maintenance and disease prevention, FDA should: (a.) amend its proposed definition
of disease (see below); and (b.) address implied claims 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 drawn clearly by focusing on the truthfulness
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 FDA? 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 structure/function 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 function as 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 thereof) of the body that is manifested by a charactesistic set
of one or more signs or symptoms i i T
measuzements that are characteristic of a disease but not of natural states
or processes.” (Emphasis and strikeout show CHPA’s recommended
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 Made for Dietary Supplements Concemning 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. CHPA’s proposed
definition) as follows: A natural state or process is a life change or physiologic
manifestation expected in the normal 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(a)(6).

d. In the event that FDA does not agree with CHPA's proposed amendments to the
FDA'’s proposed redefinition of disease, then. for the purposes of
structure/function claims under DSHEA, FDA should amend the definition of
“disease” found in NLEA regulations, by deleting the phrase “or health related
condition,” as follows: “a disease ox-heakh-related-condition means damage 1o an
organ, part, or structure, or system of the body such that it does not function
properly . .. or a state of health leading to such dysfunctioning . . . . except that
disease resulting from essential nutritional deficiencies (e.g.. scurvy. pellegra) are
not included in this definition.”

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

3. CHPA supports a regulatory 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-part
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,” “cure,” “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,” “maintain,” “support,” “regulate,” and “promote” -- or
other words of this nature or other grammatical forms of these verbs -- may be
used in a structure/function claim to distinguish the claim from 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



Documents Management Branch
June 8. 1999
Page 13

DSHEA-required disclaimer.

4. CHPA recommends that FDA extend the compliance date of the new regulation to 6
months after 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 product
for the first time after publication of the final rule. Further. NDMA recommends that
there be no distinction between small and large companies in the compliance date for
products currently 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 tumn allows a focus
on the intended use of the product. Further, as in the case of structure/function 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 Shalala, 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 inherently misleading. Rather. the
Court conceded that the four health claims in question could be potentially 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 useful 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 promotion/maintenance and disease prevention (i.e.. a drug claim). The DSHEA
disclaimer for structure/function claims clarifies any implication that the product affects a
specific disease (i.e., “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.”). ' ' R

D. FTC’s Guidance to the Dietary Supplement Industry

CHPA members have found the FTC Guidance to industry on dietary supplements to be a
helpful expression of case examples of FTC's interpretation of its statutory mandate to
ensure that advertising of dietary supplements is truthful and not misleading. We suggest
that FDA may wish to model a guidance on structure/function 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 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 and creates a three-part standard per CHPA’s comments
to FDA, omits the confusing and ambiguous proposed criteria, and relies on the DSHEA
disclaimer to addimplied disease claims. :

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

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 may be 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 staffed and funded to meet its statutory 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 this 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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category, since NDAC members were not experts in this area. We understand that CFSAN uses
this type of model for deliberations on microbial limits on foods. Indeed. the Foods Advisory
Committee uses special working groups to address such issues as GMPs and AERs related 10
dietary supplements. Thus, the operational mechanism appears to be working given the nature
and extent of the agenda for dietary supplements at this ume.

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

CFSAN’s development of an overall strategy for dietary supplements should be undertaken as a
3-t0-5-year plan, 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 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 impiement
CHPA’s recommendations for CFSAN management of AERs reportedly associated with dietary
supplements. CHPA made this request because of the lack of specificity in FDA's budget for the
$2.5 million requested by CFSAN for post-marketing surveillance 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 Nutritionals and other
components of CFSAN 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 stratelgnic plan, which is an outcome of this current set of stakeholder meetings
on June 8" 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 structure/function 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 future 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 develop an overall strategy on dietary
supplements and offers these comments as a means to help that activity. Further. CHPA
supports the stakeholder process whereby CFSAN is developing its strategic plan.

/

Rcszjctﬁﬂly submitted Pv:

R. William Soller, Ph.D.
Senior Vice President and
Director of Science & Technology

Attachment: CHPA Proposed Dietary Supplements GMPs and Comparison with Food GMPs
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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 GMPs for dietary supplement products.

The first column consists of the Current Good Manufacturing
Practice in Manufacturing, Packing, or Holding Human Food, 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 strikeouts 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 Healthcare Products Association
Proposed Dietary Supplement GMPs
and Comparison With Food GMPs

Current Food GMPs

Proposed Dietary Supplement GMPs, including CHPA
Comments*

§ 110.3 Definitions.

The definitions and interpretations of terms in section 201 of the Federal
Food. Drug. and Cosmetic Acl (the act) are applicable to such terms
when used n this part. The foliowing definitions shall also apply:

Definitions

The definitions and interpretations of terms in section 201 ¢f the
Federal Fooo. Drug. and Cosmetic Act (the act! are appucabie tc suc”™
terms when used in this part. The foliowing agefinitions shal  aiso app:s

(a) Acid foods or acidified foods means foods that have an equnhbnum ’
pH of 4.6 or below.

(b) Adeguate means that which 1s needed to accomplish the intendcd
purpose in keaping with good public heaith practice.

(a) "Adequate” means that which 1s needed to accomplish the ntengec
purpose in keeping with good public health practice

(¢) Batter means a semifluid substance, usually composed of flour and
other ingredients, into which principal components of food are dipped or
with which they are coated, or which may be used directly to form bakery
foods.

(b) “"Batch or Lot"” means a specific quantity of a fimshed product or
other material that is intended to have uniform character ana qualty.
within specified limits. and is produced according to a single
manutacturing order during the same cycle of manufacture

(d) Blanching, except for tree nuts and peanuts, means a prepackaging
heat treatment of foodstuffs for a sufficient time and at a sufficient
temperature to partially or compietely inactivate the naturally occurring
enzymes and to effect other physical or biochemical changes in the
food.

“) I""m"’ EI l.ausla P spackagmgllﬁlava: AN

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

(2) the concentration of a dietary ingredient (e.g., weight or other ut
of use/weight or volume), or the potency or activity of one or more

dietary ingredients, as indicated by appropriate procedures.

(e) Critical control point means a point in a food process where there is a
high probability that improper control may cause, aflow, or contribute to
a hazard or to filth in the final food or decomposition of the final food.

(e) “*Dietary ingredient" means an ingredient intended for use or usec
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 1o supplement the diet by
increasing the total dietary intake, or

(6) a concentrate, metabolite, constituent, extract, or combination
any of the foregoing ingredients.

{f) " Dietary product” means either a dietary ingrediant or dietary
supplement as defined in this Part.

(9) “'Dietary suppiement” means dietary supplement as defined in
section 201(f) of the act. .

(f) Food means food as defined 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 ordinarily occurs during the normal course of
operations. "Food-contact surfaces” includes utensils and food-contact
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surfaces of equipmen: -

(M) in-process material” means any matena! fabricatec
biended. ground. extracted. sfteg. stenlized aernvec by che™:a
reaction or processed ih any other way that s proaucec tor anc use:
in. the preparation of a dietary product

compoLtzel

(h) Lot means the food produced dunng a perod of tme indicated by a
specific code.

(i) “"Lot" means “"batch” as defined in this par

() Lot number' means any distinctive combination of ietters  numpers
or symbols, or any combination of them from which the ‘compiete histon
of the manufacture, processing. packing. holding. ang distnbution of a
batch or lot of 2 finished dietary ingredient, daetlry supplemem or other
material can be determined.

(k) "Manufacture” or “"manufactuning” inciudes all operations
associated with the production of dietary products. incluaing packaging
and labeling operations, testing, and quality contro! of a dietary
ingredient or dietary suppiement.

(i) Microorganisms means yeasts, molds, bacteria, and viruses and
includes, but is not fimited to, species having public health significance.
The term “"undesirable microorganisms” includes those microorganisms
that are of public health significance, that subject food to decomposition,
that indicate that food is contaminated with filth, or that otherwise may
cause food to be adulterated within the meaning of the act. Occasionally
in these regulations, FDA used the adjective “"microbial” instead of using
an adjectival phrase containing the word microorganism.

() “"Microorganisms” means yeasts, molds, bactena, and viruses and
includes, but is not limited to, spacies having public heaith significance
The term ““undesirable microorganisms” includes those microorganism
that are of public health significance. that subject food to
decomposition, that indicate that a dietary ingredient or dietary
supplement is contaminated with filth, or that otherwise may cause a
dietary product to be adulterated within the meanmg of the act.
Occasionally in these regulations, the adjective ‘‘microbial” is used
instead of using an adjectival phrase containing the word
microorganism.

(i) Pest refers to any objectionable animais or insects including, but not
fimited to, birds, rodents, flies. and larvae.

(m) “Pest" refers to any objectionable ammals or insects including. b
not fimited to. bird. rodents. flies. and larvae.

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

(n) 'Plant” means the building or facility or parts thereof, used for or
connection with the manufacturing, packaging, labeling, or holding ot
dietary product.

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

(o) “'Quality control operation” means a planned and systematic
procedure for taking all actions necessary to prevent a dietary produ:
from being adulterated within the meaning of the act.

(p) 'Quality contro! unit” means any person of organizational eieme:
designated by the firm to be responsible for the duties relating to qu:
control Gperations.

(q) “'Raw material" means any mgred»ent mtended for use in the
manufacture of a dietary ingredeent or dnetary suppbment including
those uut may not appear in such ﬂm '

{r) "Representable sample" means a sample that col Jsts ofa num
of units that are drawn based on rational criteria, such as_random
sampling, and is intended to assure that the sample accurstely port
the miateri bemg sampled.

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

(s) “Rewom" means c-hu unadulterated materia that has been
removed from processmq for reasons other than insanitary conditior
matenal that has been successtully réconditioned by reprocessing s
that is suitable for use in the manufacture of a dietary product.

(n) Safe-moisture level is a ievel of moisture low enough to prevent the
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
(a,). An a, will be considered safe for a food it adequate data are
available that demonstrate that the food at or below the given a, will not
support the growth of undesirable microorganisms.
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l (0; Sanitize means 1o adequately treat fooo-contact surfaces Oy a
process that 1s effective in destroying vegetative cells of microorganisms
of public health significance, and in substantially reducing numbers of
other undesirable microorganisms, but without adversely affecting the
product or its safety for the consumer

(t: "Sanitize” means 10 acequately treat eguipmen: IItlagners o
utensis by a process that is effecuve in gestroying vegetatve ce s o°
mucroorgamsms of public heatth significance. ang i~ substantian
regucing numbers of other undesirable microorganisms put wihcy:
adversely affecting the proguct or ts safety for the consumer

(p) Shall is used to state mandatory requvrements

(u) "Shall” I1s used to state mandatory requirermnents

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

{v) "Should” is used to state recommended or agvisory procegures ¢’
identify recommended equipment

(r) Water activity (a,,) 1s a measure of the fre¢ moisture in & food and is
the quotient of the water vapor pressure of the substance divided by the
vapor pressure of pure water at the same temperature.

{w) "Water anwny (ay)" I1s 2 measure of the free moisture in a dietary
ingredient or dietary suppiement and i1s the quotient of the water vapor
pressure of the substance divided by the vapor pressure of pure water
at the same temperature. S

§ 110.10 Personnel.
The plant management shall take all reasonable measures and
precautions to ensure the following:

(a) Disease control. Any person who, by medica! examination or
supervisory observation, is shown to have, or appears to have, an
illness, open lesion, including boils, sores, or infected wounds, or any
other abnormal source of microbial contamination by which there is a
reasonable possibility of food, food-contact surfaces, or food-packaging
materiais becoming contaminated, shall be excluded from any
operations which may be sxpected to result in such contamination until
the condition is corrected. Personnel shall be instructed to report such
health conditions to their supervisors.

Personne!
The plant management shall take all reasonable measures and
precautions to assure the following:

(a) Disease control. Any person who, by med:cal examination or
supervisory observation, is shown to have, or appears to have. an
iliness, open lesion, including boils, sores. or infected wounds. ot any
other abnormal source of microbiat contamination by which there 1s a
reasonable possibility of an in-process or finished dietary product
becoming adulterated, or processing equipment. utensils or packaging
materials becoming contaminated, shall be excluded from any
operations which may be expected to result in such adulteration or
contamination until the condition is corrected. Pérsonne! shall be
instructed to report such heafth conditions to their supervisors.

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

(b) Cleantiness. All persons working in direct contact with raw materiak:
in-process or finished dietary products, processing equipment, utensils
or packaging matenals shall conform to hygienic practices while on du!
to the extent necessary to protect against adulteration or contaminatio!
of such materials. The methods for maintaining cleanliness inciude, bu
are not limited to:

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

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

(2) Maintaining adequate personal cleanliness.

(2) Maintaining adequate personal cleanliness.

(3) Washing hands thoroughly (and sanitizing if necessary to protect
against contamination with undesirable microorganisms) in an adegquate
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.

(3) Washing hands thoroughly (and sanitizing if necessary to protet
against contarnination with undesirable microorganisms) in an adequ:
hand-washing facility before starting work, after each absehce from t+
work station, and at any other time when the hands may have becom:
soiled or oontammatad

(4) Remaoving all unsecured jewsiry and other objects that might fall into
food, equipment, or containers, and removing hand jewelry that cannot
be adeguately sanitized during periods in which food is manipulated by
hand. if such hand jewelry cannot be removed, it may be coversd by
material which can be maintainad in an intact, clean, and sanitary
condition and which effectively protects against the contamination by
these objects of the food, food-contact surfaces, or food-packaging
materials.

{4) Removing ali ynsecured jewelry and other objects that might fall &
raw materials, in-process or finished dietary product, equipment, or
containers, and removing hand jeweiry that cannot be adequately
sanitized during periods in which in-process or finished product is
manipuiated by hand. if such hand jewelry cannot bs removed, it ma
be covered by material which can be maintained in an intact, clean,
sanitary condition and which effectively protects against the adulterat
of dietary products or contamination of processing equipment, utens:
of packaging materiais.

(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.

(5) Maintaining gioves, if they are used in-process or finished prod
handling, 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 effective manner, hair nets,
headbands, caps. beard covers, or other effective hair restraints.

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

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

(7) Storing clothing or other persona! belongings in areas other tr
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| wnere f00G 1S 8XpOSed OF where equoment or utensus are washec

whnere IN-process or hnisnec prooull 1S 8xcoses I-wne's
eguipment or utensiis are washeg

CTllfss T

{8) Confining the following 1o areas other than where food may be
exposed or where equipment or utensils are washed: eating food.
chewing gum, drinking beverages, or using tabacco.

(8) Confining the following to areas other than where :n-proless -
finished product may be stored or exposea. or where process:ng
equipment or utensils are washed: eating food. chewing gum grnw~:
beverages. & using tobacco_or using drugs (Rx or OTC: o ctne” ceta-,
supplement products ‘

(9) Taking any other necessary precautions to protect against
contamination of food, food-contact surfaces, or food-packaging
materials with microorganisms or foreign substancas including, but not
limitad to, perspiration, hair, cosmetics, tobacco. chemxcals and
medicines applied to the skin.

(9) Taking any other necessary precautions to protect agains:
adulteration of raw matenais. in-process or finisnea proguct. ot
contamination of processing equipment. ytensils or packaging materiais
with micro-organisms or foreign substances inciuding. but not limitec tc
perspiration, hair. cosmetics. tobacco. chemicals ang meaicines
applied to the skin.

(c) Education and training. Personnel responsible for identifying
sanitation failures or food contamination shouid have a background of
education or experience, or a combination thereof, to provide a leve! of
competency necessary for production of clean and safe food. Food
handiers and supervisors shouid receive appropriate training in proper
food handling techniques and food-protection principles and should be
informed of the danger of poor personat hygiene ang insanitary
practices.

{c) Education and traiming. Each person engaged in the manutacire ¢
a dietary product shoulg have the proper education. training. ang
experience (or any combination thereof) needed to perform the
assigned functions. Training should be in the particular operation(s) tha:
the employee performs as they relate to the employee’s functions
Employees should also receive training refating to GMPs and santtary

health procedures. Appropriate documentation of training shall be
retained by the manufacturer

(d) Supervision, Responsibility for assuring compliance by all personnel
with all requirements of this part shail be clearly assigned to competent
supervisory personnet.

(d) Supervision. Respons:bflrty for assunng compliance by ali personne
with all requirements of this part shall be clearly assigned to qualified
personnel with prop#r education, training and experence (of any
combination thereof).

§ 110.19 Exciusions.

(a) The following operations are not subject to this part. Establishments
engaged solely in the harvesting, storage, or distribution of one or more
“raw agricultural commodities,” as defined in section 201(r) of the act,
which are ordinarily cleaned, prepared, treated, or otherwise processed
before being marketed to the consuming public.

(b) FDA, however, will issue special regulations ff it is necessary to cover
these excluded operatuons

Exclusions

The following operations are not subject to this part: Establishments
engaged solely in the harvesting. storage, or distribution of one or mor
““raw agnicuitural commodities.” as defined in section 201(r) of the act.
which are ordinarily cleaned, prepared. treated, or otherwise processe
before being marketed to the consuming public.

Subpart B Bulldmgs and Facllities

§ 110.20 Plant and grounds.

(a) Grounds. The grounds about a food piant under the control of the
operator shall be kept in a condition that will protect against the
contamination of food. The methods for adequate maintenance of
grounds lnclude but are not limited to:

Plant and Grounds

(a) Grounds. The grounds about a dietary product manufactunng
olant under the contro! of the operator shall be kept in a condition tha
will protect against the adulteration of dietary products. The methods
adequate maintenance of grounds include, but are not limited to:

(1) Properly stonng equipment, removmg litter and waste, and cutting
weeds or grass within the immediate vicinity of the piant buildings or
structures that may constitute an attractant, breeding place, or
harborage for pests

(1) Properly storing equipment. removing litter and waste, and
cutting weeds or grass within the immediate vicinity of the plant
buildings or structures that may constitute an attractant, breeding pla

(2) Mamtammg roads, yards and parkmy lots $0 that they do not
constitute a source of contamination in aress where food is sxposed.

or harborage for pests.

(2) Maintaining roads, yards, and parking lots so t;lltb they do not
wnmute » source of ldukemoon in areas where product is ®xposec

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

(3) Adequatﬂy drammg araas that may contribute to product
adulteration by seepage, fool-bome filth, or providing a breeding plac
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 areas
where food is exposed.

If the plant grounds are bordered by grounds not under the operator's
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 fiith
that may be a source of food contamination.

(4) Operatmg systems for waste treatment and dnsponl inan
adequate mannar so that they do not constitute a source of adulterst
in areas where product is exposed. If the piant grounds are bordered
grounds not under the operator's control and not maintained in the
manner described in paragraph (a)(1) through (3) of this section, car
shall be exercised in the plant by inspection, extermination, or other
means to exclude pests, dirt, and filth that may be a source of produ
adulteration.

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

(b) Plant construction and design. Plant buildings and _structures shs
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sullaDie (M siz&. CONSIruction ang gesign (0 facilitate manienance anc
sanitary operations for fooa-manufacturing purposes Tne ptant ang
facitities shall

De suttabie In size, conslructior ana pesig™ i a3 132

cleaning and sanitary operatons for gielan [roSust TETeta T Tl
purposes and to prevent Mixups petween different raw matena:s a~c
progucts The plant and facilties shall

(1) Provige sufficient space for such placement of equipment and
storage of matenals as 1S necessary for the maintenance of sanitary
operations and the production of safe food.

(1) Provide sufficient space for such placement of equiomen: 372
storage of matenais as 1s necessary for the prevention of mixubs
maintenance of santtary operations and the proguction of safe dea™
products.

(2) Permit the taking of proper precautions 10 reduce the potentia! for
contamination of food. food-contact surfaces, or food-packaging
materiais with microorganisms, chemicals. fith, or other extraneous
material. The potentiat for contamination may be reduced by adequate
food 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.

(2) Permit the taking of pfoper précautlons to reguce the potential for

mixups or adulteration of in-process or finished dretary proauct. of

contamination of processing equipment. utensiis Of packaging materiais
with microorganisms, chemicals. fith or other extraneous material The
potential for mixups and product adulteration may be recuced by
adequate product safety controls and operating practices of effective
design, including the separation of operations in which contamination 1s
likely to occur, by one of more of the following means. Location. time.
partition, air fiow, enciosed systems. or other effective means

(3) Permit the taking of proper precautions to protect food in outdoor
bulk fermentation vessels by any effective means, including:

(i) Using protective coverings.

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

(iii) Checking on a regular pasis for pests and pest infestation.

(iv) Skimming the fermentation vessels, as necessary.

(3) Permit the taking of proper precautions to protect dietary
ingredients or dietary supplements in outdoor bulk fermentation vessels
by any effective means, including’ (i) Using protective covenngs

(i) Controlling areas over and around the vessels to eiminate
harborages 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 may
be adequately cleaned and kept clean and kept in good repair; that drip
or condensate from fixtures, ducts and pipes does not contaminate food,
food-contact surfaces, or food-packaging materials: and that aisles or
working spaces are provided between equipment and wails 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 clothing or personal contact.

(4) Be constructed in such a manner that fioors. walls. and ceilings
may be adequately cleaned and kept clean and kept in good repair; tha
drip or condensate from fixtures, ducts and pipes does not aduiterate
raw materials, in-process or finished dietary products, of contaminate
product containers. utensils of packaging matenals and that aisies of
working spaces are provided between equipment and walls and are
adequately unobstructed and of adequate width to permit employees tc
perform their duties and to protect against adulterating in-process or
finished product, or contarminating processing equipment with clothing
or personal contact.

(5) Provide adequate fighting 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 ytensils are cleaned. and
provide safety-type light bulbs, fixtures, skylights, or other glass
suspended over exposed food in any step of preparation or otherwise
protect against food contamination in case of glass breakage.

(5) Provide adequate lighting in hand-washing areas, dressing and
locker rooms, and toilet rooms and in all areas where product is
examined, processed. or stored and where equipment or utensils are
cleaned: and provide safety-type light bulbs. fixtures, sky-lights, or oth:
glass suspended over exposed product it any step of preparation or
otherwise protect against product adulteration 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-blowing equipment in a manner that minimizes the potential for
contaminating food, food-packaging materials, and food-contact
surfaces.

(6) Provide adequate ventilation or control equipment to maintain
adequate control over microorganisms, dust, humidity, and
temperature, when appropriate, for the manufacture of dietary product
to Minimize odors and vapors (including steam and noxious fumes) in
areas where they may adulterate diatary products. and locate and
operate fans and other air-blowing equipment in a manner that
minimizes the potential for adulterating raw materials, in- process or
finished dietary products, or contaminating processing equipment,

utensils or packaging material.

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

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

§ 110.35 Sanitary operations.

(a) General maintenance. Buildings, fixtures, and other physical facilities
of the pilant shall be maintained in a sanitary condition and shall be kept
in repair sufficient to prevent food from becoming adulterated within the

meaning of the act.

Sanitation of Builldings and Facilities

(a) General maintenance. Buildings, fixtures, and other physical
facilities of the ptant shall be maintained in a sanitary condition and
shall be kept in repair sufficient to prevent raw materials, in- process
finished dietary products from becoming adulterated within the mear.
of the act.

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

(b) Cleaning and sanitizing materials.
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materials -

(1) Cleaning compounds and saniizing agents used in cleaning and
sanitizing procedures shall be free from ungesirable microorganisms and
shall be safe and adequate under the conditions of use. Complance
with this requirement may be verified by any effective means inciuding
purchase of these substances under a supplier's guarantee or
certification. or examination of these substances for contamination. Only
the foliowing toxic materials may be used of stored in a plant where food
is processed or exposed:

(i) Those required to maintain ciean and sanitary conditions:

(i) Those necessary for use in laboratory testing procedures:

(iii) Those necessary for plant and equipment maintenance and
operation; and

(iv) Those necessary for use in the piant's operations.

[RD)] Cleamng compounas and santzimng agents usea in Slean:ing ato

and shall be safe and agequate under the conditions of use
fol L ATEEET VRS SR e S T B T e ey LT e
P CLTRTT ST WS R TR TP SOV F-UEES-F P T T oo S LA
Seatamuaauen. Only tne foliowing toxiC materals may De useg o7 sto'e
in a plant where product 1s processed st exposed

(i) Those required to mamntain ciean and sanitary conomions.

(ii) Those necessary for use in laboratory testing procegures

(iii) Those necessary for plant ang equipment mainienance anc
operation: and

(iv) Those necessary for use in the plant's operations

{2) Toxic cleaning compounds. sanitizing agents. and pesticide
chemicais shall be identified. heid, and stored in a manner that protects
against contammation of food. food-contact surfaces, or food-packaging
materials. All relevant regulations promulgated by other Federal, State,
and local government agencies for the application, use, or holding of
these products should be followed.

(2) Toxic cleaning compounds. sanitizing agents. and pesticioe
chemicals shall be identified. used. held. and stored in a3 manner that
protects against adulteration of raw matenais. in-process or finished
product, or contamination of processing equipment or packaging
materials. All relevant reguiations promuilgated by other Feaeral State
and local govemment agencies for the application, use or holding of
these products should be followed. Rodenticides. insecticiges. and
tungicides should be registered and used in accordance with the
Federa! Insecticide, Fungicide, and Rodenticide Act.

(c) Pest control. No pests shall be allowed in any area of a food plant.
Guard or guide dogs may be aliowed in some areas of a plant if the
presence of the dogs s unlikely to result in contamination of food,
food-contact surfaces, or food-packaging materiais. Effective measures
shall be taken to exciude pests from the processing areas and to protect
against the contamination of food on the premises by pests. The use of
insecticides or rodenticides is permitted only under precautions and
restrictions that will protect against the contamination of food,
food-contact surfaces. and food-packaging materials.

(c) Pest control. No pests shall be aliowed in any area of a dietary
product manutacturing piant. Effective measures shall be taken to
exclude pests from the processing areas and to protect against the
adulteration of product on the premises by pests. The use of )
insecticides or rodenticides is permitted only under precautions and
restrictions that will protect against the aduiteration of raw materials,
in-process or finished product, or contamination of processing
equipment, utensils or packaging matenals.

§ 110.37 Sanitary facilitiss and controls.
Each plant shall be eguipped with adequate sanitary facilities and
accomimodations including, but not iimited to:

(38) Water supply. The water supply shall be sufficient for the operations
intended and shall be derived from an adequate source. Any water that
contacts food or food-contact surfaces shall be safe and of adequate
sanitary quality. Running water at a suitable temperature, and under
pressure as needed, shall be provided in all areas where required for the
processing of food, for the cleaning of equipment, utensils, and
food-packaging materiais, or for empioyee sanitary facilities.

(d) Water supply. Potable water, 3s a minimum quality standard, at ¢
suitable temperature, and under pressure as needed, shall be provir
in 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 ¢
finished dietary products. utensiis or processing equipment shall me¢
the standards prescribed in the Environmental Protection Agency's
Primary Drinking Water Regulations (40 CFR part 141).

{b) Plumbing. Piumbing shall be of adequate size and design and

(e) Plumbing. Plumbing shall be of adequate size and design and
adequately instalied and maintained to:

adequately instalied and maintained to:

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

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

(2) Properly convey sewage and liquid disposable waste from the piant.

(2$ Properly convey sewage and liquid disposable waste from the
plant. :

(3) Avoid constituting a source of contamination to food, water supplies,
equipment, or utensils or creating an unsanitary condition.

(3) Avoid constituting a source of adulteration to product, or
contamination of water supplies, processing equipment, or utensils
creating an unsanitary condition.

(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.

(4) Provide adequate floor drainage or other appropriate means
water removal in all areas where floors are subject to fiooding- type
cleaning or where normal operations reiease or discharge water o
other liquid waste on the floor.

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

(5) Provide that there is not backflow from, or crossconnection
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pIpINg Systems that g1scNarge waste water or sewage and piping
systems that carry water for fooo or fooa manutactunng

petweer. pIDING systems tnat aiscnarge wasle wate-
piping systems that carry water usec tor the mamra...'e < C e.3".
progucts.

{c) Sewage disposal. Sewage disposal shail be made into an acequate
sewerage system or disposed of through other adequate means.

() Sewage disposal. Sewage disposal shatl be mage into ar azez.as
sewerage system or disposed of through other adequate means

(d) Toilet tacitittes. Each plant shall provide its employees wnh adequate.

readily accessibie toilet facilites. Compliance with this requirement may
be accomphished by:

(g) Toilet facilties. Each piant shall provide ts employees wi
adequate. readily accessibie toile! facilies. Compliance witr this
requirement may be accomplished by

(1) Maintaining the facilities in 8 sanitary condition.

{1) Maintaiming the facilities 1n a santary condition

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

(3) Providing seif-closing doors.

(2) Keeping the facilities in good repair at all imes

(3) Providing seff-closing doors

{4) Providing doors that do not open into areas where food is exposed to
airbome contamination, except where afternate means have been taken
to protect against such contamination (such as double doors or positive

air-flow systems).

(4) Providing doors that do not open into areéas where dietary proguc
is exposed to airbome contamination, excépt where alternate means
have been taken to protect against such contamination (such as coubl
doors or positive air-flow systems).

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

(h) Hand-washing facilities. Hand-washing facilities shail be acequate
and convenient and be furmished with running water at a suitable
temperature. Comphiance with this requirement may be accomplished
by providing:

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

(1) Hand-washing and. where appropriate, hand-sanitizing faciites
each jocation in the plant where good sanitary practices require
employees to wash and/or sanitize their hands.

(2) Effective hand-cleaning and sanitizing preparations.

{2) Effective hand-cleaning and sanitizing preparations.

(3) Sanitary towe! service or suitable drying devices.

(3) Air driers, sanitary towel service or suitable drying devices.

(4) Devices or fixtures, such as water control vaives, so designed and

constructed to protect against recontamination of clean, sanitized hands.

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

(5) Readily understandable signs directing employees handiing
unprotected food, unprotected food-packaging materials, of food-contact
surfaces 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 may be
posted in the processing room(s) and in all other areas where
employees may handle such food, materials, or sutfaces.

(5) Readily understandable signs directing empioyees handiing
unprotected product, packaging maternials, utensils or processing
equipment to wash and, where appropriate, sanitize their hands bef:
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 handle such products matenals utensjls or equipr

(6) Refuse receptacles that are constructed and maintained in a mannet
that protects against contamination of food.

(6) Refuse neceptacles that are constructed and maintained in a
manner that protects agmnst aduneratvon of dietary products.

(f) Rubbish and offal disposal. Rubbish and any offat shall be so
conveyed, stored, and disposed of as to minimize the developmant of
odor, minimize the potential for the waste bacoming an aftractant and
harborage or breeding place for pests, and protact against
contamination of food, food-contact surfaces, water supplies, and
ground surfaces.

(i) Rubbish dnsposal Rubbush sha" be so ccnveyud etored and
disposed of as to minimize the development of odor, minimize the

| potential for the waste becoming an atiractant and harborage or

breeding place for pests, and protect against adulteration of raw
materials, in-process or finished dietary products, or contamination
ulenmls procassing equipment water supphos and ground surfac

(j) Supervision. Overall unttahon of the plum shaﬂ be under the
supervision of one of more individusls qualified by education,
experience and training (or any cémbination thareof) assigned
responsibility for assuring that sanitation procedures are sccomplic

Subpart C_Equipment
§ 110.40 Equipment and utensils.

Equipment and Utensils
(a) Design and construction.

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

(1) All plant equipment and utensils shall be $o designed and of
material and workmanship as to be adequately cieanable, and she
properiy maintained.
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The gesign. construction. ang use of equipment ana utensits shal.
preciuge the adulteration of food with iubnicants. fuel. metal fragments.
contaminated water. or any other contaminants

(2) Tne cesign CONSruclion ang use ¢! ecuc™enl a~2 Je"s s s7¢&
preclude the aduiteration of raw matenals. packagmns malena.s
n-process matenais or finished product with lubnzants fue mea
fragments. contaminated water. of any other contaminants

All equipment should be so instalied and mantained as to faciltate the
cleaning of the equipment and of all adjacent spaces. Food-contact
surfaces shall be corrosion-resistant when n contact with food. They
shall be made of nontoxic materials and designed to withstand the
environment of their intended use and the action of food, and, if
applicable, cleaning compounds and sanitizing agents. Food-contact
surfaces shall be maintained to protect fond from being contaminated by
any source, including unlawful indirect food additives.

{3) All equipment shouid be so instalied ang mantaiheo as 1o
facilitate the cleaning of the equipment and of ail agjacent spaces
Processing equipment and utensils shall be corrosion-resista™t wne~ -
contact with raw matenais. in-process or firisheo gietary proguc: They
shall be made of nontoxic matenals and designed to withstang the
environment of therr intended use and the action of dietary progucts
and, if applicable, cleaning compounds and sanitizing agents
Processing equipment and utensiis shall be maintaineg to protect
dietary products from being adulterated by any source

{b) Seams on food-contact surfaces shall be smoothly bonded or
maintained $o as to minimize accumulation of food particies, dirt, and
organic matter and thus minimize the opportunity for growth of
microorganisms.

(4) Seams on utensils and processing equipment shatl be sMoothiy
bonded or maintained so as to Minimize accumuiation of product  ain
and organic matter and thus mimimize the opportunity for growtn of
microorganisms.

(c) Equipment that is in the manufacturing or food-handiing area and
that does not come into contact with food shall be 30 constructed that it
can be kept in a clean condition.

(5) Equipment that is used in the manufactunng or product hangling
area and that does not come into contact with a dietary product shall be
$0 constructed that it can be kept in a clean condition.

(d) Holding, conveying, and manufacturing systems, including
gravimetric, pnsumatic, closed, and automated systems, shall be of
design and construction that enables them to be maintained in an
appropriate sanitary condition. .

(6) Holding, conveying. and manyfacturing systems, including
gravimetric, pnsumatic, closed, and automnated systems, shall be of a
design and construction that enables them to be maintained tn an
appropriate ciean condition.

(e) Each freazer and cold storage compartment used to store and hold
food capable of supporting growth of microorganisms shall be fitted with
an indicating thermoreter, temperature-measuring device, or
temperature-recording device so instalied as to show the temperature
accurately within the compartment. and should be fitted with an
automnatic control for reguiating temperature or with an automatic alarm
system to indicate a significant tempetature change in 8 manual
operation.

(7) Each freezer and cold storage compartment used to store and
hold a dietary product capable of supporting growth of microorganisms
shall be fitted with an indicating thermometer, temperature-measuning
device, or iémperature-recording device §0 instalied as to show the
temperature accurately within the compartment. and should be fitted
with an automatic control for regulating temperature or with an
automatic alarm system to indicate a significant temperature change it
a manual operation.

{0 instruments and controls used for measuring, regulating, or recording
temperatures, pH. acidity, water activity, or other conditions that contro!
or prevent the growth of undesirable microorganisms in food shall be
accurate and adequately maintained, and adequate in number for their
designated uses.

(8) Instruments and controls used in the manufacture, processing,
packing or holding dietary products, including instruments and contro!
used for measuring, regulating, or recording temperatures, pH, acidity
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
used to clean food-contact surfaces or equipment shall be treated in
such a way that food is not contaminated with untawful indirect food
additives. '

(9) Compressed air or other gases mechanically introduced into a
dietary product or used to clean equipment or utensils shail be treate
in such a way that dietary ingredients or dnetary supplements are not
adulterated.

§ 110.35 Sanitary operations

(b) Sanitation of equipment and utensils.

. .Cleaning and sanitizing of utensils and equipment shall be conducted
in a manner that protects against contamination of food, food-contact
surfaces, or food-packaging materials.

(1) Cleaning and sanitizing of utensils and equipment shail be
eondu‘ned in'a manner that protects against adutteration of raw

utenstls or packagmg ma!ena!s

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

(2) AII utenisils and processing equipment shall be cleaned as
frequently as necessary to protect against product adulteration.

(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 surfaces are wet-cleaned, they shall, when necessary, be
sanitized and thoroughly dried before subsequent use.

{3) Utensils and processing equipment used for manufacturing or
holding of dry dietary products shall be in a dry, sanitary condition :
time of use. When the surfaces are wet-cleaned, they shall, when
necessary, be sanitized and thoroughly dried before subsequent u:

Page 8 of 17



Current Food GMPs

Proposed Dietary Supplement GMPs. including CHPA
Comments™

{2/ in wet processing. when cleaning 15 necessary to protect agamnst the
introduction of microorgamisms into food. all fooa-contact surfaces snatl
be cieaned and sanitized before use and after any interruption aunng
which the food-contact surfaces may have become contaminated
Where equipment and utensiis are used in a continuous proguction
operation. the utensils and food-contact surfaces of the equipment shalt
pe cieaned and sanitized as necessary.

41 In wel orocessmg when cneanmg 1S necessan (o ooliel Eior-Nak-a
tne INrpguction of microorganisms N0 a gietan £7Il.cl
and processing equipment shall be Cieaneg ang saniizec as
appropriate before use and after any interruption gunng whizs the
utensils Or processing equipment may have become contaminate:
Where equipment and utensils are used in a continuous produsor

operation or in back-to-back operations Invoiving different batches o
the same products. the utensils and product-contact surfaces of the
equipment shail be cieaned and samtizea as appropriate

8 .87s =

{3) Non-food-contact surfaces of equipment used in the operation of
food piants should be cleaned as freguently as necessary to protect
against contamination of food.

(5) Nonproduct-contact surfaces of equipment should be cleanec as
frequently as necessary to protect against product adufteration

{4) Single-service articies (such as utensils intended for one-time use,
paper cups, and paper towels) should be stored in appropriate
containers and shall be handled, dispensed, used. and disposed of in a
manner that protects against contdrnination of food or food-contact
surfaces.

(6) Single-service articles (Such as utensis intendea for one- time
use. paper cups. and paper towels) should be stored in appropriate
containers and shall be handied. dispensed. used. and disposea of in a
manner that protects against adulteration of detary progucts. and
contamination of utensils and processing equipment.

(5) Sanitizing agents shall be adequate and safe under conditions of
use. Any facility, procedure, or machine is acceptable for cleaning and
sanitizing equipment and utensiis if it is established that the facility,
procedure, or machine will routinely render equipment and utensils clean
and provide adequate cieaning and sanitizing treatment.

(7) Sanitizing agents shall be adequate and safe unaer conditions of
use. Any facility, procedure, or machine is acceptabie for ciearing and
sanitizing equipment and utensils if it is establhished that the facility,
procedure, or machine will routinely render equipment and utensils
clean and provide adequate cleaning and santizing treatment.

(e) Storage and handling of cleaned portable equipment and utensils.
Cleaned and sanitized portable equipmant with food-contact surfaces
and utensils should be stored in a iocation and manner that protects
food-contact surfaces from contamination.

(8) Cleaned and sanitized portable equipment with product- contact
surfaces and utensiis should be stored in a lpcation and manner that
protects product-contact surfaces from contamination.

§ 110.80 (b) Manufacturing operations.

{1) Equipment and utensils and finished food containers shall be
maintained in an acceptable condition through appropnriate cleaning and
sanitizing, as necessary. Insofar as necessary, equipment shaif be taken
apart for thorough cieaning.

(9) Equipment and utensils and finished product containers shall be
maintained in an acceptable condition thmdgh appropriate cleaning ar
sanitizing, as necessary. Insofar as necessary, equipmant shall be
taken apan for thorough cleaning.

(10) Written procedures shall be established and followed for
cleaning and maintaining equipment and utensils used in the
manufacture of dietary products.

(11) A written record of major equipment cleaning and use shall be
maintained in-ingdinicdual- 8quipmentoge-that-showthe-dale—produst-a
lotaumber-otaach-batch-prosessed. The persons performing the
cleaning shall record inthe<ag that the work was performed. Batsies-

(7) Equipment, containers, and utensils used to convey, hoid, or store
raw materials, work-in-process, rework, or food shall be constructed,
handled, and maintained during manufacturing or storage in a manner
that protects against contamination.

(12) Equipment, containers, and utensils used to convey, hold, or
store raw materials, in-process material, rework, or finished product
shall be constructed, handled, and maintained during manufacturing
storage in a manner tha! protgcts lgamst eontammmon

§ 110.80 Processes and controls.

. . Appropriate quality control operations shall be employed to ensure
that food is suitable for human consumption and that food-packaging
materials are safe and suitable.

Quality Commi and Leboratory Opirltkml

Apptoprialé quality control operations shall bs employed to assur
that dietary products conform to appropriate standards of purity, qua
and composition, and that packaging materiak afe safe and suitable
their intended purposs.

(a) Quality control unit. ‘
(1) There shall be a quality control unit that has the responsibility
authority to:

(i) Approve or reject all procedures, specifications, controls, tests
and examinations, or deviations from them, that impact the purity,
quality and composition of a dietary ingredient or dietary supplemer

(i) Approve or reject all raw materials, packaging matenais labe!
and finished dietary products, including products manufactured.

Page 9 of 17



Current Food GMPs

Proposed Dietary Supplement GMPs. including CHPA
Comments™

processes. packec. Of Nelo unoer CoNrast Dy ancing” &8™Ia~. oasss
on agequate getermination of conformance 10 estad sne:
specifications: and

(i} Assure that compieted production recorgds are reviewec as
appropnate. Quaity control shail be responsible for evaluation ¢ ercrs
committed in the manufacture of a product and shall have the fina
authority to determuine if the error may be cotrected in such manner tha:
the product can be approved for distnbution or must be aestrovec Suc-
evaluations and their resolution must be documented ang maintainec
with and/or cross referenced in the batch productign record

(2) Adequate laboratory facilities shou!d be availlable as neeged. 0
the quality control unit.

(3) The responsibilities and procedures apphcable to the quality
control unit shall be established in writing and followed

(b) Laboratory records. Laboratory records shall be maintained and
shall include complete data derived from all specified tests

(c) Expiration dating.

(1) Wheneves a shelf life or an expiration date for a dietary ingrecient
or dietary supplement,_whichever is appropriate. Seais-aa—axpuation
date-suchdate shall be supponed by data and rationaie to reasonably
assure that the product meets established specifications at the
axpization specified date. Testing or inspection of the product shall be
appropriate to the particuisr dietary ingredient or dietary suppiement
product.

(2) Appropriate accelerated stability studies or data from similar
product formulations may be used for an initial determination of sheff
life. Product shelf life shall be confirmed and may be extended on the
basis of real time studies on product stored under labeled storage
conditions.

Production and Process Controls
(a) Master production and control records.

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

(2) Master production and control records shall include, as
appropriate.

(i) A complete list of raw materials used in the manufacture of a
dietary product, dasignated by names br codes sufficiently specific tc
indicate any special quality characteristic(s).

(i) An accurate statement of the weight or measure of each raw
material used in the manufacture of a distiry product. Each batch sh
be formulated with the intent to provsde n less than 100 pereent of
each claimed dietary ingredient.

(i) For dietary supplements, the name and weight or measure of
e#Ch distary ingredient per unit or portion or per unit of weight or
measure of the supplement.

(iv) A statemant concerning any calculated excess of dneury
ingredient contained in a mmu mshed gr_g_duct intende
for consumptlion by a consumer.

“T(v) A statement of the total weight of 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 oth:
packaging materials, including positive identification of all finished
product packaging labeling used.
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(vin) Manufactufing ang controt INSHTuLonNs DS Z™eT 1T ass.'e 1~ 2
the qietary product nas the punty COMpOsSo™ 37C Tua' i, * 8
represented to possess

(b) Batch production angd contro} recorgs

(1) individua! batch produchion and control records shall be prepare:
and followed for each batch of dietary product produced anc sha!:
inciude compiete information relating to the proguction ana control of
each batch.

{2) These records shall be an accurate reproguction of the
appropnate master production ang conirol record and shall include
documentation that aach significant step in the manufacture.
processing, packing, or holding of the batch was accomplished.
including:

(i) Dates:

(ii) Identity of individual major equipment and lines used.

(ii) Specific identification, including iot number. of each raw mater
of in-process material used:

(iv) Weight or measure of each raw matenal used in the course of
processing;

(v) Quality control results;

(vi) Inspection of the packaging and labeling area:

(vii) A statement of the actual yield at the conclusion of manufact:
and a statement of the percentage of theoretical yield. as appropnate
possible:

(viii) Label control records, including specimens, copies, or recor
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, standard:
test procedures. or other laboratory control mechanisms shall be
recorded and justified.

§ 110.80 (a) Raw materiais and other ingredients.

(c) Handling and storage of raw materials, in-process materiais and
rework

(1) Raw materiais and other ingredients shall be inspected and

segregated or otherwise handled as necessary 10 ascertain that they are

clean and suitabie for processing intc food and 'shall be stored under
conditions that will protect against contamination and minimize
deterioration.

.. Containers and camiers of raw materials should be inspected on
receipt 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.

(1) Raw materials, in-process matenals and rework shall be
inspected and segregated or otherwise handied as necessary to
ascertain that they are clean and suitable for processing into dietar
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 ar
that their condition has not contributed to the adulteration or
deterioration of the contents.

Liquid or dry raw materials and other ingredients received and s
in bulk form shall be held in a manner that protects against
contamination.

Raw materials shall be washed or cieaned as necessary to remove soil

or other contamination. Water used for washing, rinsing, or conveying
food shali be safe and of adequate sanitary quality. Water may be

reused for washing, rinsing, or conveying food if it does not increase the

leve! of contamination of the food.

(2) Raw agricultural materials that contain soil or other contami
shal be washed or cleaned as necessary. Water used for washing
rinsing, or conveying raw agriculural materiais shall be safe and ¢
adequate sanitary quality. Notwithstanding the genaral requiremer
potable water, water may be reused for washing, rinsing, or conve
raw agricultural materials, if it does not increase the leve! of
contamination of the such matenals

(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 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.

(3) Raw matenals 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 refative hu
and in such a manner as to prevent a dietary ingredient or dietary
supplement from becoming adulterated within the meaning of the
Materia! scheduled for rework shall be identified as such.

(6) Frozen raw materials and other ingredients shall be kept frozen. if

(4) Frozen raw materials and other ingredients shatl be kept frc
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thawing Is required prior to use. 1t snall e aone in @ manner that
prevents the raw materiais and other ingredients from becoming
adufterated within the meaning of the act.

thawing IS required PO 10 USe. il shall be gone \In & manne’ &
prevents the raw matenais anc other ingreotents frorr peco™ing
adulterated within the meaning of the act

(5) Written procedures shall be established ano foliowec gescrit:ng
the receipt. identification. examination. handling. sampiing testing arc
approval or rejection of raw materials.

. (6) Each lot of raw matenal shall be identifiea with @ disunctive ot
number and shall be appropnately controlied according to is status
{e.g.. quarantined. approved, rejected).

(4) Raw materiais, other ingredients, and rework susceptible to
contamination with pests, undesirable MICODRIANISMS, OF EXIrANsous
material shall comply with applicable Food snd Drug Administration
regulations, guideiines, 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 verified
by any effective means, including purchasing the materials under a
supplier's guarantee or cartification, 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 of other diseass in
humans, or they shall be pasteurized or otherwise treated during
manufacturing operations so that they no longer contain leveis that
would cause the product to be adulterated within the meaning of the act.

Compliance with this

requiremant may be verified by any effective

means, including purchasing raw materials and other ingredients under
a supplier's guarantee or certification.

(7) Raw material samples shall be examined and tested as follows

(i) Each lot of raw material, in-process material. and rework thatis
liable to adulteration with filth, insect infestation, or other visually
evident extraneous material shall be examined against established
specifications for such adulteration, and shall comply with any
applicable Food and Drug Administration reguiations and guidelines ir
lieu of such examination by the manufacturer, a guarantee or
certification of examination may be accepted from the suppher ofa
component provided that the manufacturer establishes the rehiability of
the supplier's sxamination.

(ii) Each lot of a raw material that is liable to microbiological
contamination that is objectionable in view of its intended use shall be
subjected to microbiological tests before use. Raw matenals shall eith
not contain levels of microorganisms that may produce food poisonng
or other disease in humans, of they shall be otherwise treated dunng
manufacturing operations so that they no longet contain levels that
would cause the product to be adulterated within the meaning of the
act. In lieu of such testing by the manutacturer, a guarantee or
certification of analysis may be accepted from the supplier ofa
component provided that the manufactiirér establishes the reliability ¢
the supplier's analyses. ’

{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 leveis for
poisonous of 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 of certification, or may be

verified by analyzing
other natural toxins.

these materials and ingredients for aflatoxins and

(iii) Raw materials and other ingredients susceptible to adulteratio
with aflatoxin or other natural toxins shall comply with current Food a
Drug Administration regulations, guidelines, and action ievels for
poisonous or deleterious substances pefore these matenals or
ingredients are incorporated into a finished dietary ingredient or dieta
supplement. Compliance with this requirement may be accomplishec
analyzing these materials and ingredients for afiatoxins and other
natural toxins or, in fieu of such testing by the manutacturer, a
guarantee or centification of analysis may be accepted from the supg
of a component provided that the manufacturer establishes the
refiability of the suppliers analyses. )

(iv) Each lot of raw material shall undergo at least one testby the
manufacturer to verify its identity. Such tesis rdy include any
appropriate test with-sulficieat-specificity to determine identity, inclus
chemical and laboratory tests, gross ofganoleptic analysis, microsce
identification, or analysis of const uent Wiarkers.

(v) Each lot of raw material shall be tested for conformity with alt

other established specifications. In lieu 0 such testing by the

manufacturer, & Quarantee of cartification of snilysis may be acces

from the supptier of a component provida | that the manutacturer
establishes the reliability of the supplier's analyses.

(8) Approved raw materiais shall be rotated 80 that the oidest
approved stock is used firsl, Deviation from this requirement is
permitted if such deviation is temporary and appropriate.

(9) Raw materials subject o degradation shall be retested or
reaxamined and approved of rejected by the quality control unit aft
specified time in storage or after exposure to air, heat, or other
conditions that are likely to adversely affect the purity, quality, or
composition of the raw material.

{10) Rejected raw materials, shall be identified and controlied u
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system that prevents their use In manufaciuring o process =2
operations for which they are unsuitable

§ 110.80(b) Manufacturing operations.

(d) Manufactunng operations.

(1) Al operations in the recewving. inspecting. transporting
segregating, prepanng. manufactunng. packaging. and stonng o oieian
products shall be conducted in accordance with adequate sanitatior
pnnciples. '

{2) All reasonabie precautions shall be taken to assure that
production procedures do not contribute aguteration from any source
Chemicai, microbial, or extranecus-matenal testing procedutes shall be
used where necassary to identify sanitation failures or possibie product
adufteration.

{3) All product that has become contaminated to the extent that it s
adufterated within the meaning of the act shall be rejected. orif
pemissible. treated or processed to elimindte the contamination

(2) All food manufacturing, including packaging and storage, shall be
conducted under such conditions 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, 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 delays, temperature fluctuations, and
other factors do not contribute to the decomposition or contamination of
food.

(4) All product manufactunng, including packaging and storage. shall
be conducted under such conditions andg controls as are necessary to
minimize the potential for the growth of microorgamsms. or for the
adulteration of raw materials, in-process materiais and finished product

(3) Food that can support the rapid growth of undesirable
microorganisms, particularly those of public heakth significance, shall be
heid 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 below as
appropriate for the particular food invoived.

(i) Maintaining frozen foods in a frozen state.

(iii) Maintaining hot foods at 140 °F (60 °C) or abdve.

(iv) Heat treating acid or acidified foods to destroy mesophilic
microorganisms when those foods are to be held in hermetically sealed
containers at ambient temperatures.

(4) Measures such as sterilizing, irradiating, pasteurizing, freezing,
refrigerating, controlling pH or controlling a,, that are taken to destroy or
prevent the growth of undesirabie microorganisms, particularly those of
public health significance, shall be adequate under the conditions of
manufacture, handiing, and distribution to prevent food from being
adulterated within the meaning of the act.

(5) Measures such as sterilizing, irradiating, pasteurizing, freezing,
refrigerating, controlling pH or controliing water activity (a,) that are
taken to destroy or prevent the growth of undesirable microorganism:
particularly those of public health significance, shall be adequate unc
the conditions of manufacture, handling, and distribution to prevent
distary products from being adulterated within the meaning of the ac

(5) Work-in-process shall be handled in a manner that protacts against
contamination.

(6) Work-in-process shail be handled in 2 manner thst protects
against adulteration.

(6) Effective 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 shail not be
handled simultaneously in a receiving, loading, or shipping area if that
handling couid result in contaminated food. Food transported by
conveyor shall be protected against contamination as necessary.

(7) Effective measures shall be taken to protect finished dietary
ingredients and dietary supplements from adulteration by raw mater
in-process materials or refuse. When raw materials, in- process
materials or refuse are unprotected, they shall not be handled
simultaneously in a receiving, loading, or shipping area if that handii
couid result in adulterated dietary products. Dietary ingredients and
dietary suppiements transported by conveyor shall be protected ag:
adulteration as necassary.

{8) All raw material containers, compounding and storage contair
processing lines and major equipment used during the production o
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batcn snall be propeny aentifien at ail times tc ng.ca‘e the - Iohlenis
ang when necessary. the phase of processing ¢ tre pats-

(8) Effective measures shall be taken to protect against the inciusion of
meta) of other extraneous matenial in food. Compliance with this
requirement may be accomplished by using sieves, traps. magnets,
electronic metal detectors. or other suitable effective means.

{9) Effective measures shall be taken as necessary to protect agas:
the inclusion of metal or other extraneous matenal in proouct
Compliance with this requirement may be accomphshed by using
sieves, traps, magnets. electronic metal detectors. or other suitaoie
effective means. -

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

{10) Dietary products. raw matenals. and in-process matenals tna
are rejected or aculterated within the meaning of the act shail be
identified, stored and disposed of in a manner that protects against the
aduiteration of other products.

(11) Written procedures shall be established and followed that
describe appropriate tests, and/or examinations to be conducted that
may be necessary to assure the purity, composition, and quality of the
finished product.

(9) . . . If the adulterated food is capabie of being reconditioned, it shall
be raconditioned using a method that has been proven to be effective or
it shall be reexamined and found not to ba adulterated within the
meaning of the act before being incorporated into other food.

(12) Written procedures shail be estabiished and followed prescribing
the method for reprocessing batches or operationai start-up matenais
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.

(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 requireent may be accomplished by providing adequate physical
protection of food from contaminants that may drip, drain, or be drawn
into the food. Protection may be provided by adequate cleaning and
sanitizing of all food-contact surfaces, and by using time and
temperature controls at and betwean each manufacturing step.

(13) Mechanical manufacturing steps such @8 cutting, sorting.
inspecting, shredding, drying, gninding, blending, and sifting shall be
performed so as to protect dietary ingredients and dietary suppiements
against adulteration. Compliance with this requirement may be
accomplished by providing adequaté physical protection of dietary
products from contact with adulterants. Protection may be provided by
adequate cleaning and sanitizing of all processing eguipment betweer:
each manufacturing step, as necessary.

{11) Heat blanching, when required in the preparation of food, shouid 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 blanchers should 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 safs and of adequate sanitary quality.

(12) Batters, breading, sauces, gravies, dressings, and other similar
preparations shall be treated or maintained in such a manner that they
are protected against contamination. Compliance with this requirement
may be accomplished by any effective means, including one or more of
the following:

(i) Using ingredients free of contamination.

(i) Employing adequate heat processes where applicable.

(iii) Using adequate time and temperature controls.

(v) Providing adequate physica! protaction of components from
contaminants that may drip, drain, or be drawn into them.

(v) Cooling to an adequate temperature during manufacturing.

(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 controi 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 a,, of food.

(ii) Controliing the soluble solids-water ratio in finished food.

(iii} Pratecting 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

(15) Intermiediate or dehydrated dietary products that rely on the
control of water activity (a,) for preventing the growth of undesirable
microorganisms shall be processed to and maintained st s safe
moisture fevel. Compliance with this requirement may be accomplis
by any effective means, including employment of one or more of the
following practices:

(i) Monitoring the water activity (a,) of the material.

(ii) Controliing 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 (a,) o'
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an unsafe evel hd

proguct goes not increase to an unsafe ieve:

{(15) Food such as. but not limited to. acid and acidified food, that relies
principaily on the control of pH for preventing the growth of undesirable
microorganisms shall be moniored and maintained at a pHof 4.6 or
below. Compliance with this requirement may be accomplished by any
effective means, including employment of one or more of the following
practices:

{i) Monitoring the pH of raw materials, food in process. and finished
food.

{ii) Controling the amount of acid or acidified food added to iow-acid
food.

(16) Dietary ingredients and dietary supplements that refy principa:n
on the control of pH for preventing the growth of undesirable
microorganisms shall be monitored and maintained at an appropnate
pH. Compliance with this requirement may be accomplished by any
effective mean
praclices:

iy Monior ¢ ,
LG " Lacs L iod

(16) When ice is used in contact with food, it shall be made from water

that is safe and of adequate sanitary quality, and shall be used only if it
has been manufactured in accortdance with current good manufacturing
practice as outlined in this part.

(17) When ice is used in contact with dietary products. it shall be
made from potabie water, and shall be used only if it has been
manufactured in accordance with current good manufactunng prachce
as outlined in 21 CFR part 110.

{(17) Food-manufacturing areas and equipment used for manufacturing
human food should not be used to manufacture nonhuman food-grade
animal feed or inedible products, uniess there is no reasonable
possibility for the contamination of the human food.

(e) Packaging and {abeiing operations.

(13) Filling, assembling, packaging, and other operations shali be
performed in such a way that the food is protected against
contamination. Compliance with this requirement may be sccomplished
by any effective means, including:

(i) Use of a quality control operation in which the critical controif points
are 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 are safe and suitable, as defined in § 130.3(d) of this chapter.
{iv) Providing physical protection from contamination, particutarly
airborne contamination.

(v) Using sanitary handiing procedures.

(1) Filling, assembling, packaging, and other operations shall be
parformed in such a way that dietary products are protected against
adutterstion. Compliance with this requiremant may be accomplished b
any effective means, including:

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

(iiy Using materials for product containers and packaging materiais
that are safe and suitabie.

(iii) Providing physical protection from adutteration, particularly
airbome contamination.

(iv) Using sanitary handiing procedures.

(2) Written procadures shall be established and followed describing
sufficient detail the control procedures employed for the receipt,
storage, handiing, sampling, examination, and/or {esting that may be
necessary to assure the identity of iabeling and the appropriate identit
cleaniiness and quality characteristics of packaging materials for diet:
products.

{3) For dietary supplements, labels and other labaling materiais for
each different product type, strength, or quantity of contents shall be
stored separately with suitable identification.

(4) Obsolete labels, labeling, and other packaging materials for
diettry products shall be destroyed.

(s)mmoadummub.mmm | followed 1o assure
that correct labels, ubeung.andptmmhbm issued and
used for dietary products.

(6) Distary ingradient and dietary mpphmm paekagu shall be
identified with a lot nuriiber that permits detannmtion of the history ¢
the manufacture and control of the batch.

(7) Packaged and labeled dietary supplements shali be examined
provide assurance that containers and packages in the lot have the
comrect label and lot number. Products not meeting specifications sh
be rejected by the quality contro! unit.

§ 110.93 Warehousing and distribution

Warshousing, Distribution and Post-Distribution Procedures
(a) Storage and distribution.
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Storage and transportation of fiished food shalt be under conditions
that will protect food aganst physical, chemical, and microbial
contamination as well as against detenoration of the food and the
container.

(1) Storage and transportation of finishea proguc! s"a pe J~oe-
condrions that will protect product against physica: chemica anz
microbial adulteration as well as against detenoration of the proouc: a~z
the container

(2) Adequate distribution records shall will be maintained anc
retained by the manyfacturer at ieast 1 year beyond expected proguat s
shelf life or expiration date. whereby an effective product recall can pe
achieved shouid one become necessary

(b) Reserve sampies. An appropnately entified reserve sampie thatis
representative of each batch of a dietary product should be retained and
stored under conditions consistent with the product (abeling until at least
1 year after tha product's shelf life or expiration date.oii-ns-axpiaton

manuiactuse. The reserve sample should be stored in the same
immadiate container-closure system in which the finished product is
marketed or in one that provides similar protection. The reserve sampie
shall consist of at ieast twice the quantity necessary to perform ali the
required tests.

(c) Records retention.

(1) Any {aboratory, production, control or distribution record
specifically associated with a batch of product shall be retained for at
isast 1 year after the product's shelf life or expiration date-si-the-batch.

" icationdateisi 75 , ? | 3

m” 7.

{2) Raw material records shall be maintained for at least 1 year after
the product’s shelf life or expiration date of the iast batch of product
incorporating the raw materiah-orifnooxpiration-date-issdentiiedon
the-product-foratleast-dyears-alterthedate-olmanutaciuce-oithe-

Gnished-produst.

{d) Complaint files.

(1) Written procedures describing the handling of all written and oral
complaints regarding a dietary product shall be established and
followed. Such procedures shall include provisions for review by the
quality control unit of any complaint involving the possible failure of a
product to meet any of its specifications and, for such products, a
determmahon as to the need for an mvesttgahon

(2) A written rocord of each complaint shall be maintained, until at
least 1 year after the expiration date of the product, or 1 year after the
date that the complaint was received, whnchever is longer.

(3) The written record shall include, whero known: The name and
description of the product, lot number, name of complainant, nature of
complamt and mpiy to oomplainant if lny

(A)Whmanmvuﬁunﬁonbeondumd thowrmnncom shali
mdudetheﬁndingsoﬂhemv»tiglﬁonandbmm taken.

(o) Reiumod produas Retumod dicwy produds shall be identifiet
a8 such and held. if the conditions under which returned dietary
products have been held, stored, or shfppod before or during their
retum, or:fmeeondu_nofthe Y-

s a result of storage or shippi ; doubt on tho purity, eomposit
or quality of the product, the retumed product shall be destroyed unie
examination, testing, or other invastigations prove the product meets
appropriate standards of purity, composition, and quality. A product n
be reprocessed provided the subsequent product meets appropriate
specifications. Records pertaining to retumed products that are
subsequently reprocessed and/or redistributed shall be maintained a
shall inciude the name and description of the product, fot number,
reason for the retum, quantity returned, date of disposition, and ultim
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aisposttion of the retumeg proouc:

(f) Product salvaging. Dretary products that have peen subjectec tc
improper storage conditions inciuding extremes n temperature

humidity smoke, fumes, pressure. age. or radiation due to natural
disasters, fires. accidents. or equipment failures shall not be saivagec
and retumed to the marketplace. Whenever there 1$ a question whethe*
products have been subjected to such conditions. salvaging operations '
may be conducted only if there is: (1) Evidence from laboratory tests |
that the products meet ail applicabie standards of purty. quahty. ang
composition; and (2) evidence from inspection of the premises that the
products and their associated packaging were not subjected to improper !
storage conditions as » result of the disaster or accident. Records
including name, lot number, and disposition shall be maintained for . ,'
products subject to this section.

Subpart G_Defect Action Levels
§ 110.410 Natural or unavoidabie defacts in food for human use
that present no health hazard.

(g) Defect action levels.

(a) Some foods, even whan produced under current good manufacturing
practice, contain natural or unavoidable defects that at low levels are not
hazardous to health. The Food and Drug Administration establishes
maximum levels for these defects in foods produced under current good
manufacturing practice and uses these laveis in deciding whether to
recommend regulatory action.

(1) Some dietary ingredients and dietary supplements, even when
produced under current good manufacturing practice, contain natural or
unavoidable defects that at iow ievels are not hazardous to heaith. The
Food and Drug Administration establishes maximum levels for these
defects in dietary products produced under current good manufactunng
practice and uses these levels in deciding whether to recommend
regulatory action.

(b) Defect action levels are established for foods whenever it is
necessary and feasibie to do so. These levels are subject to change
upon the development of new technology or the availability of new
information.

(2) Defect action ievels are established for dietary products wheneve:
it is necessary and feasibie to do s0. These levels gre subject to change
upon the development of new technology or the availability of new
information.

(¢) Compliance with defect action leveis does not excuse violation of the
requirement in section 402(a)(4) of the act that food not be prepared,
packed, or held under unsanitary conditions or the requirements in this
part that food manufacturers, distributors, and holders shall observe
current good manufacturing practice. Evidence indicating that such a
violation exists causas the food to be adufterated within the meaning of
the act, even though the amounts of natural or unavoidable defects are
lower than the currently established defect action levels. The
manufacturer, distributor, and holder of food shall at all times utilize
quality control operations that reduce natural or unavoidable defects to
the lowest leve! currently feasible.

(3) Compliance with defect action levels does not excuse violation of
the requirement in section 402(a)(4) of the act that dietary products not
be prepared, packed, or held under unsanitary conditions or the
requirements in this part that dietary product manufacturers,
distributors, and holders shall observe current good manufacturing
practice. Evidence indicating that such a violation exists causes a
dietary product to be adulierated within the meaning of the act, even
though the amounts of natural or unavoidable defects are lower than
the currently established defect action leveis. The manufacturer,
distributor, and holider of a dietary product shall at all times utitize
quality control operations that reduce natural or unavoidable defects to
the iowest level currently fewble

(d) The mixing of a food containing defects above the cument defect
action ievel with another lot of food is not permitted and renders the final
food adulterated within the meaning of the act, regardiess of the defect
leve! of the final food.

(£) The mixmg ofa d:enry mgreduent or dietary supplement
containing defects above the current defect action level with another k
of dietary ingredient or dietary supplement is not peimitted and render
the final product adulterated within the meaning ¢ of the act, regardiess -
the defect level of the final product :

(e) A compilation of the current dafect action levels for natural or
unavoidable defects in food for human use that presant no health hazasrd
may be obtained upon request from the Center for Food Safety and
Applied Nutrition (HFS-565), Food and Drug Administration, 200 C St
SW., Washington, DC 20204.

(S)Awnﬂluon ofthe wmm«mmmu natura or
unavoidable defects in dietary produicts that présient o health hazard
may be obtained upon request from the Industry Programs Branch
(HFF-328), Center for Food Safety and Applied Nutrition, Food and
Dmg Admimsmtion 200 cSstsw, Washlngton. DC 20204.

* Recommended changes to the proposal published by FDA 2/6/97 are noted as folio

WB/b 4/15/99 ascmpvoLi wep

Additions are marked by underlir
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§110.3 Deﬂnitlons

The definitions and interpretations of terms in section 201 of the Federal
Food, Drug, and Cosmetic Act (the act) are applicable to such terms
when used in this part. The following definitions shall also apply:

Definltions

The definitions and interpretations of terms in section 201 of the
Federal Food, Drug, and Cosmetic Act (the act) are applicable to such
terms when used in this part. The following definitions shall also apply:

(a) Acid foods or acidified foods means foods that have an equvl'brium
pH of 4.6 or below

(b) Adequate means that whlch is needed to accomphsh the Intended
purpose in keeping with good public health practice.

(a) “Adequate" means that which is needed to accomplish the intended
purpose in keeping with good public heaith practice.

(c) Batter means a semifluid substance, usually composed of flour and
other ingredients, into which principal components of food are dipped or

foods.

with which they are coated, or which may be used directly to form bakery . ...

(b) “"Batch or Lot" means a specific quantity of a finished product or

other material that is intended to have uniform character and quality,
within specified limits, and is produced according to a single
manufacturing order during the same cycie of manufacture.

(d) Blanching, except for tree nuts and peanuts, means a prepackaging
heat treatment of foodstuffs for a sufficient 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.

etebuinact ; " " .

{(d) " Composition" means, as appropriate: (1) the identity of a
dietary ingredient or dietary supplement, and

(2) the concentration of a dietary ingredient (e.g., weight or other unit
of use/weight or volume), or the potency or activity of one or more

dietary ingredients, as indicated by appropriate procedures.

(e) Critical control point means a point in a food process where there is a
high probability that improper control may cause, allow, or contribute to
a hazard or to filth in the final food or decomposition of the final food.

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

(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 diet by
increasing the total dietary intake, or

(6) a concentrate, metabolite, constituent, extract, or combination of
any of the foregoing ingredients.

- Dletary product’ means either a dletary Ingredlent or dtetary
supplement as defined in this Part.

() " Dietary supplement” means dietary supplement as defined in
section 201(ff) of the act.

e

(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 normal course of
operations. "Food-contact surfaces” includes utensils and food-contact
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surfaces of equipment. -

(h) “In-process material' means any material fabricated, compounded,
blended, ground, extracted, sifted, sterilized, derived by chemical
reaction or procassed in any other way that is produced for, and used
in, the preparatlon ofa dletary product

{h) Lot means the food produced during a period of time indicated by a
specific code.

(i) “"Lot" means batch" as deﬁned in thls part

(i) Lot number” means any distinctive combination of letters, numbers,
or symbols, or any combination of them from which the complete history
of the manufacture, processing, packing, holding, and distribution of a
batch or lot of a finished diefary ingredient, dietary supplement or other
material can be determmed

(k)® Manufacture" or manufactunng mcludes all operations
associated with the production of dietary products, including packaging
and labeling operations, testing, and quality control of a dietary :
mgred»ent or dietary supplement

(i) Microorganisms means yeasts, molds, bacteria, and viruses and
includes, but is not limited to, species having public health significance.
The term “"undesirable microorganisms" includes those microorganisms
that are of public health significance, that subject food to decomposition,
that indicate that food is contaminated with filth, or that otherwise may
cause food to be adulterated within the meaning of the act. Occaslonally
in these regulations, FDA used the adjective ““microbial” instead of using
an adjectival phrase containing the word microorganism.

() “"Microorganisms" means yeasts molds, bactena and viruses and
includes, but is not limited to, species having public health significance.
The term “"undesirable microorganisms” includes those microorganisms
that are of public health significance, that subject food to
decomposition, that indicate that a dietary ingredient or dietary
supplement is contaminated with filth, or that otherwise may cause a
dietary product to be adulterated within the meaning of the act.
Occasionally in these regulations, the adjective “"microbial" is used
instead of using an adjectival phrase containing the word
microorganism.

() Pest refers to any objectionable animals or insects including, but not
limited to, birds, rodents, fiies, and larvae.

(m) “Pest” refers to any objectionable animals or insects including, but
not limited to, bird, rodents, fiies, 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.

{n) " Plant” means the building or facility or parts thereof, used for or in
connection with the manufacturing, packaging, labeling, or holding of a
dietary product.

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

{0) " Quality control operation” means a planned and systematic
procedure for taking all actions necessary to prevent a dietary product
from being adulterated within the meaning of the act.

(p) " Quality control unit" means any person or organizational element
designated by the firm to be responsible for the duties relating to quality
control operaﬂons

(qQ) "Raw material” means any ingredient intended for use in the
manufacture of a dietary ingredient or dietary supplement, including
those that may not appear in such ﬂnished product

n’ Representable sample" means a sample that consnsts of a number
of units that are drawn based on rationa! criteria, such as random
sampling, and is intended to assure that the sample accurately portrays
the matenal belng sampled

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

(s) "Rework” means slean, unadulterated material that has been
removed from processing for reasons other than insanitary conditions or
material that has been successfully reconditioned by reprocessing and
that that is suitable for use in the manufacture of a dietary product.

(n) Safe-moisture level is a level of moisture low enough to prevent the
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
(a,). An a, will be considered safe for a food if adequate data are
available that demonstrate that the food at or below the given a,, will not
support the growth of undesirable microorganisms.
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(o) Sanitize means to adequately treat food-contact surfaces by a
process that is effective in destroying vegetative cells of microorganisins
of public health significance, and in substantially reducing numbers of
other undesirable microorganisms, but without adversely affecting the
product or its safety for the consumer.

(t) "Sanitize” means to adequately treat equipment, containers, or
utensils by a process that is effective in destroying vegetative cells of
microorganisms of public health significance, and in substantially
reducing numbers of other undesirable microorganisms, but without
adversely aﬁecting the product orits safety for the consumer.

(p) Shall is used to state mandatory requirements.

(u) “"Shall" is used to state mandatory requlrements

(q) Should is used to state recommended or advisory procedures or
identify recommended equupment

(v) " Should" is used to state recommended or advisory procedures or
rdentnfy recommended equupment

(r) Water actrvrty (a,,) is a measure of the free moisture In a food’ and is
the quotient of the water vapor pressure of the substance divided by the
vapor pressure of pure water at the same temperature.

(w) " Water actlvrty (aw)“ is a measure of the free moisture in a dietary
ingredient or dietary supplement and is the quotient of the water vapor
pressure of the substance divided by the vapor pressure of pure water
at the same temperature.

§ 110.10 Personnel.
The plant management shall take all reasonable measures and
precautions to ensure the following:

(a) Disease control. Any person who, by medical examination or
supervisory observation, is shown to have, or appears to have, an
iliness, open lesion, including boils, sores, or infected wounds, or any
other abnormal source of microbial contamination by which there is a
reasonable possibility of food, food-contact surfaces, or food-packaging
materials becoming contaminated, shall be excluded from any
operations which may be expected to result in such contamination until
the condition is corracted. Personnel shall be instructed to report such
health conditions to their supervisors.

Personnel
The plant management shali take all reasonable measures and
precautions to assure the following:

(a) Disease control. Any person who, by medical examination or
supervisory observation, is shown to have, or appears to have, an
illness, open lesion, 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 aduiterated, or processing equipment, utensils or packaging
materials becoming contaminated, shall be excluded from any
operations which may be expected to result in such adulteration or
contamination until the condition is corrected. Personnel shall be
instructed to report such health conditions to their supervisors.

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

(b) Cleanliness. All persons workmg in direct contact with raw materials,
in-process or finished dietary products, processing equipment, utensils
or packaging materials shall 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 suitable to the operation in a manner that
protects against the contamination of food, food-contact surfaces, or
food-packaging materials.

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

(2) Maintaining adequate personal cleanliness.

(2) Mamtalnmg adequate personal cleanllness

(3) Washing hands thoroughly (and sanitizing if necessary to protect
against contamination with undesirable microorganisms) 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

(3) Washing hands thoroughly (and sanitizing if necessary to protect
against contamination with undesirable microorganisms) 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 contammated

(4) Removing all unsecured jewelry and other objects that might fall into
food, equipment, or containers, and removing hand jewelry that cannot
be adequately sanitized during periods in which food is manipulated by
hand. if such hand jeweiry cannot be removed, it may be covered by
material which can be maintained in an intact, clean, and sanitary
condition and which effectively protects against the contamination by
these objects of the food, food-contact surfaces, or food-packaging
materials.

4) Removing all unsecured jewelry and aother objects that might fall into
raw materials, in-procaess or finished dietary product, equipment, or
containers, and removing hand jeweiry that cannot be adequately
sanitized during periods in which in-process or finished product is
manipulated by hand. If such hand jewelry cannot be removed, it may
be covered by material which can be maintained in an intact, clean, and
sanitary condition and which effectively protects against the adulteration
of dietary products or contamination of procassing equipment, utensils
or packaging matenals

(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.

(5) Maintaining gloves, if they are used in-process or finished product
handling, in an intact, clean, and sanitary condition. The gloves should
be of a material that adequately protects the product from
contamination.

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

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

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

(7) Storing clothing or other personal 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 may be
exposed or where equipment or utensils are washed: eating food,
chewing gum, drinking beverages, or using tobacco.

(8) Confining the following to areas other than where in-process or
finished product may be stored or exposed, or where processing
equipment or utensils are washed: eating food, chewing gum, drinking
beverages, & using tobacco, or using drugs (Rx or OTC) ot other dietary
supplement products

(9) Taking any other necessary precautions to protect against
contamination of food, food-contact surfaces, or food-packaging
materials with microorganisms or foreign substances including, but not
limited to, perspiration, hair, cosmetics, tobacco, chemicals, and
medicines applied to the skin.

(9) Taking any other necessary precautlons to protect against
adulteration of raw materials, in-process or finished product, or
contamination of processing equipment, utensils or packaging ‘materials
with micro-organisms or foreign substances including, but not limited to,
perspiration, hair, cosmetics, tobacco, chemicals, and medicines
applied to the skm } L

(c) Education and training. Personne! responsible for identifying
sanitation failures or food contamination should have a background of
education or experience, or a combination thereof, to provide a level of
competency necessary for production of clean and safe food. Food
handlers and supervisors should receive appropriate training in proper
food handling techniques and food-protection principles and should be
informed of the danger of poor personal hygiene and insanitary
practices.

(c) Education and traimng Each person engaged in the manufacture of
a dietary product should have the proper education, training, and
experience (or any combination thereof) needed to perform the
assigned functions. Training should be in the particular operation(s) that
the employee performs as they relate to the employee's functions.
F@ployees should also receive training relatlng to GMPs and sanitary

retamed by the manufacturer

(d) Supervision. Responsibility for assuring compliance by all personnel
with all requirements of this part shall be clearly assigned to competent
supervisory personnel.

(d) Supervision. Responsibility for assuring compliance by all personne!
with all requirements of this part shall be clearly assigned to qualified
personnel with proper education, training and experience (or any
combination thereof).

§ 110.19 Exclusions.

(a) The following operations are not subject to this part: Establishments
engaged solely in the harvesting, storage, or distribution of one or more
“‘raw agricultural commodities," as defined in section 201(r) of the act,
which are ordinarily cleaned, prepared, treated, or otherwise processed
before being marketed to the consuming public.

(b) FDA, however, will issue special regulations if it is necessary to cover
these exciuded operations.

Exclusions

The following operations are not subject to this part; Establishments
engaged solely in the harvesting, storage, or distribution of one or more
“raw agricultural commodities,” as defined in section 201(r) of the act,
which are ordinarily cleaned, prepared, treated, ot 6therwise processed
before being marketed to the consuming public.

Subpart B_Buildings and Faciiities

§ 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
contamination of food. The methods for adequate maintenance of
grounds include, but are not limited to:

Plant and Grounds

(a) Grounds. The grounds about a dietary product manufacturing
plant under the control of the operator shall be kept in a condition that
will protect against the adulteration of dietary products. The methods for
adequate maintenance of grounds include, but are not limited to:

(1) Properly storing equipment, removing litter 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.

(1) Properly storing equipment, removing litter 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, and parking lots so that they do not
constitute a source of contamination in areas where food is exposed.

(2) Maintaining roads, yards, and parking lofs 's0 that tﬁey do not
constitute a source of adulteration in areas where product is exposed.

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

(3) Adequately draining areas that may contribute to product
adulteration by seepage, foot-borne filth, or providing a breeding 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 areas
where food is exposed.

If the plant grounds are bordered by grounds not under the operator's
control and not maintained in the manner described in paragraph (a) (1)
through (3) of this section, care shall be exercised in the piant by
inspection, extermination, or other means to exclude pests, dirt, and filth
that may be a source of food contamination.

(4) Operating systems for waste treatment and disposal in an
adequate manner so that they do not constitute a source of adulteration
in areas where product is exposed. If the plant grounds are bordered by
grounds not under the operator's 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 filth that may be a source of product
adulteration.

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

(b) Plant construction and design. Plant buildings and structures shall
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suitable in size, construction, and design to facilitate maintenance and
sanitary operations for food-manufacturing purposes. The plant and
facilities shall:

be suitable in size, construction. and design to facilitate maintenance,
cleaning and sanitary operations for dietary product manufacturing
purposes and to prevent mixups between different raw materials and
products. The plant and facilities shail:

(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.

(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 produchon of safe dietary
products. - .

(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
material. The potential for contamination may be reduced by adequate
food 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.

(2) Permit the taking of proper precautiohs to reduoe the potential for
mixups or adulteration of in-process or finished dietary product, or
contamination of processing equipment, utensils or packaging 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 effechve means.

(3) Permit the taking of proper precautions to protect food in outdoor
bulk fermentation vessels by any effective means, including:

(i) Using protective coverings.

(i) Controlling areas over and around the vessels to eliminate
harborages for pests.

(iiiy Checking on a regular basis for pests and pest infestation.

(iv) Skimming the fermentation vessels, as necessary.

(3) Permit the taking of proper precautions to protect dletary
ingredients or dietary supplements in outdoor bulk fermentation vessels
by any effective means, including: (i) Using protective coverings.

(i) Controlling areas over and around the vessels to eliminate
harborages 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 may
be adequately cleaned and kept clean and kept in good repair; that drip
or condensate from fixtures, ducts and pipes does not contaminate food,
food-contact surfaces, or food-packaging materials; and that aisles or
working 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 clothing or personal contact.

{(4) Be constructed in such a manner that floors, walls, and ceilings
may be adequately cleaned and kept clean and kept in good repair; that
drip or condensate from fixtures, ducts and pipes does not adulterate
raw materials, in-process or finished dietary products, or contaminate
product containers, utensils or packaging materials; and that aisles or
working 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 adulterating in-process or
finished product, or contaminating processing equipment with clothing
or personal 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 bulbs, fixtures, skylights, or other glass
suspended over exposed food in any step of preparation or otherwise
protect against food contamination in case of glass breakage.

(5) Provide adequate fighting in hand-washing areas, dressing and
locker rooms, and toilet rooms and in all areas where product is
examined, processed, or stored and where equipment or utensils are
cleaned; and provide safety-type light bulbs, fixtures, sky-lights, or other
glass suspended over exposed product in any step of preparation or
otherwise protect against product adulteration 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-blowing equipment in a manner that minimizes the potential for
contaminating food, food-packaging materials, and food-contact
surfaces.

(6) Provide adequate ventilation or control equipment to maintain
adequate control over microorganisms, dust, humidity, and
temperature, when appropriate, for the manufacture of dietary products;
to minimize odors and vapors (including steam and noxious fumes) in
areas where they may adulterate dietary products; and locate and
operate fans and other air-blowing equipment in a manner that
minimizes the potential for adulterating raw materials, in- process or
finished dietary products, or contaminating processing equipment,
utensils or packaging materials.

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

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

§ 110.35 Sanitary operations.

(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 sufficient to prevent food from becoming adulterated within the

meaning of the act.

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 sufficient to prevent raw materials, in- process or
finished dietary products from becoming adulterated within the meaning
of the act.

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

(b) Cleaning and sanitizing materials.
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materials. . -

(1) Cleaning compounds and sanitizing agents used in cleaning and
sanitizing procedures shall be free from undesirable microorganisms and
shall be safe and adequate under the conditions of use. Compliance
with this requirement may be verified by any effective means including
purchase of these substances under a supplier's guarantee or
certification, or examination of these substances for contamination. Only
the following toxic materials may be used or stored in a plant where food
is processed or exposed:

(i) Those required to maintain clean and sanitary conditions;

(i) Those necessary for use in laboratory testing procedures;

(i) Those necessary for plant and equipment maintenance and
operation; and

(iv) Those necessary for use in the plant's operations.

(1) Cleaning compounds and sanitizing agents used in cleaning and
sanitizing procedures shall be free from undesirable microorganisms
and shall be safe and adequate under the conditions of use.

Cormpliance-with-this-requirement-may-be-verified-by-aay-effactive

contamination, Only the following toxic materials may be used or stored
in a plant where product is processed or exposed:

(i) Those required to maintain clean and sanitary conditions:

(ii) Those necessary for use in laboratory testing procedures;

(iii) Those necessary for plant and equipment maintenance and
operation; and

(av) Those necessary for use |n the plant‘s operatlons

(2) Toxic cleaning compounds, sanitizing agents, and pesticide
chemicals shall be identified, held, and stored in a manner that protects
against contamination of food, food-contact surfaces, or food-packaging
materials. All relevant regulations promulgated by other Federal, State,
and local government agencles for the application, use, or holding of
these products should be followed.

(2) Toxic cleaning compounds, sanitizing agents, and pesttc:de
chemicals shall be identified, used, held, and stored in a manner that
protects against adulteration of raw materials, in-process or finished
product, or contamination of processing equipment or packaging
materials. All relevant regulations promulgated by other Federal, State,
and local government agencies for the application, use or holding of
these products should be followed. Rodenticides, insacticides, and
fungicides should be registered and used in accordance with the
Federal Insectvcnde Funglcnde and Rodent:cude Act

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

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

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

(a) Water supply. The water supply shall be sufficient for the operations
intended and shall be derived from an adequate source. Any water that
contacts food or food-contact surfaces shall be safe and of adequate
sanitary quality. Running water at a suitable temparature, and under
pressure as needed, shall be provided in all areas where required for the
processing of food, for the cleaning of equipment, utensils, and
food-packaging materials, or for employee sanitary facilities.

(d) Water supply. Potable water, as a minimum quality standard, at a
suitable temperature, and under pressure as needed, shall be provided
in all areas where required for the processing of dietary products, for the
cleaning of processing equipment, utensils, and packaging materials, or
for employee sanitary facilities. Any water that contacts in-process or
finished dietary products, utensils or processing equipment shall meet
the standards prescribed in the Environmental Protection Agency's
Primary Drinking Water Regulations (40 CFR part 141).

(b) Plumbing. Plumbing shall be of adequate size and design and
adequately installed and maintained to:

(e) Plumbmg Plumbing shall be of adequate size and design and
adequately mstalled and maintamed to

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

m Carry sufﬁcient quantmes of water fo required locatlons
throughout the plant

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

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

(3) Avoid constituting a source of contamination to food, water supplies,
equipment, or utensils or creating an unsanitary condition.

(3) Avoid constituting a source of adulteration to product, or
contamination of water supplies, processing equipment, or utensils or
creating an unsanitary condition.

(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.

(4) Provide adequate floor drainage or other appropriate means of
water removal 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,

(5) Provide that there is not backflow from, or crossconnection

Page 6 of 17




Current Food GMPs

Proposed Dietary Supplement GMPs, Including CHPA
Comments*

piping systems that discharge waste water or sewage and piping
systems that carry water for food or food manufacturing.

between, piping systems that discharge waste water or sewage and
piping systems that carry water used for the manufacture of dietary
products.

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

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

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

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

(1) Maintaining the facilities in a sanitary condition.

(1) Maintaining the facilities in a sanitary condition.

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

2) Keéping the fagi_litiesﬁirr! g99d repair at all times.

(3) Providing self-closing doors.

(3) Providing self-closing doors.

(4) Providing doors that do not open into areas where food is exposed to
airborne contamination, except where altemate means have been taken
to protect against such contamination (such as double doors or positive

air-flow systems).

(4) Providing doors 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
doors or positive air-flow systems).

(e) Hand-washing facilities. 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:

(h) Hand-washing facilities. 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 facilities at
each location in the plant where good sanitary practices require
employees to wash and/or sanitize their hands.

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

(2) Effective hand-cleaning and sanitizing preparations.

(2) Effective hand-cleaning and sanitizing preparations.

(3) Sanitary towel service or suitable drying devices.

(3) Air driers, sanitary towel service or suitable drying devices.

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

(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 directing employees handling
unprotected food, unprotected food-packaging materials, of food-contact
surfaces 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 sighs may be
posted in the processing room(s) and in all other areas where
employees may handle such food, materials, or surfaces.

(5) Readily understandable signs directing employees handling
unprotected product, packaging materials, utensils 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 may be
posted in the processing room(s) and in all other areas where
employees may handle such products, materials, utensils or equipment.

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

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

(f) Rubbish and offal disposal. Rubbish and any offal shall be so
conveyed, stored, and disposed of as to minimize the development of
odor, minimize the potential for the waste becoming an attractant and
harborage or breeding place for pests, and protect against
contamination of food, food-contact surfaces, water supplies, and
ground surfaces.

(i) Rubbish disposal. Rubbish shall be so conveyed, sfored, and
disposed of as to minimize the developmerit of odor, minimize the
potential for the waste becoming an aftractant and harborage or
breeding place for pests, and protect against adulteration of raw
materials, in-process or finished dietary products, or contamination of
utensils, processing equipment, water supplies, and ground surfaces.

(j) Supervision. Overall sanitation of the plant shall be under the
supervision of one or more individuals qualified by education,
experience and training (or any combination thergof) assigned
responsibility for assuring that sanitation procedures are accomplished.

Subpart C_Equipment
§ 110.40 Equipment and utensils.

Equipment and Utensils
(a) Design and construction.

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

(1) 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.
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The design, construction, and use of eduipment and utensils shall
preclude the adulteration of food with lubricants, fuel, metal fragments,
contaminated water, or any other contaminants.

{2) The design, construction and use of equipment and utensils shall
preclude the adulteration of raw materials, packaging materials,
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
cleaning of the equipment and of all adjacent spaces. Food-contact
surfaces shall be corrosion-resistant when in contact with food. They
shall be made of nontoxic materials and designed to withstand the
environment of their intended use and the action of food, and, if
applicable, cleaning compotnds and sanitizing agents. Food-contact
surfaces shall be maintained to protect food from being contaminated by
any source, including uniawful indirect food additives.

{3) All equipment should be so installed and maintained as to
facilitate the cleaning of the equipment and of all adjacent spaces.
Processing equipment and utensifs shall be corrosion-resistant when in
contact with raw materials, in-process or finished dietary product. They
shall be made of nontoxic materials and designed to withstand the
environment of their intended use and the action of dietary products,
and, if applicable, cleaning compounds and sanftizing agents.
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
maintained so as to minimize accumulation of food particles, dirt, and
organic matter and thus minimize the opportunity for growth of
microorganisms.

(4) Seams on utensils and processing equipment shall be smoothly
bonded or maintained so as to minimize accumulation of product, dirt,
and organic matter and thus minimize the opportunity for growth of
microorganisms.

(c) Equipment that is in the manufacturing or food-handling area and
that does not come into contact with food shall be so constructed that it
can be kept in a clean condition.

(5) Equipment that is used in the manufacturing or product handling
area and that does not come into contact with a dietary product shall be
so constructed that it can be kept in a clean condition.

(d) Holding, conveying, and manufacturing systems, including
gravimetric, pneumatic, closed, and automated systems, shall be of a
" design and construction that enabies them to be maintained in an
appropriate sanitary condition.

(6) Holding, conveying, and manufacturing systems, including
gravimetric, pneumatic, closed, and automated systems, shall be of a
design and construction that enables them to be maintained in an
appropriate clean condition.

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

(7) Each freezer and cold storage compartment used to store and
hold a dietary product capable of supporting growth of microorganisms
shall be fitted with an indicating thermometer, temperature-measuring
device, or temperature-recording device ¢ installed as to show the
temperature accurately within the compartment, and should be fitted
with an automatic control for regulating temperature or with an
automatic alarm system to indicate a significant temperature change in
a manual operation.

(f) Instruments and controls used for measuring, regulating, or recording
temperatures, pH, acidity, water activity, or other conditions that control
or prevent the growth of undesirable microorganisms in food shall be
accurate and adequately maintained, and adequate in number for their
designated uses.

(8) Instruments and controls used in the manufacture, processing,
packing or holding dietary products, including instruments and controls
used for measuring, regulating, or recording temperatures, pH, acidity,
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.

(g9) Compressed air or other gases mechanically introduced into food or
used to clean food-contact surfaces or equipment shall be treated in
such a way that food is not contaminated with unlawful indirect food
additives.

(9) Compressed air or other gases mechanically introduced into a
dietary product or used to clean equipment or utensils shall be treated
in such a way that dietary ingredients or dietary supplements are not
adulterated.

§ 110.35 Sanitary operations

(b) Sanitation of equipment and utensils.

.. .Cleaning and sanitizing of utensils and equipment shall be conducted
in a manner that protects against contamination of food, food-contact
surfaces, or food-packaging materials.

(1) Cleaning and sanitizing of utensils and equipment shall be
conducted in a manner that protects against adulteration of raw
materials, in-process or finished dietary product, processing equipment,
utensils or packaging materials.

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

(2) Al utensils and processing equipment shall be cleaned as
frequently as necessary to protect against product adulteration.

(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 surfaces are wet-cleaned, they shall, when necessary, be
sanitized and thoroughly dried before subsequent use.

(3) Utensils and processing equipment used for manufacturing or
holding of dry dietary products shall be in a dry, sanitary condition at the
time of use. When the surfaces are wet-cleaned, they shall, when
necessary, be sanitized and thoroughly dried before subsequent use
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(2) In wet processing, when cleaning is-necessary to protect against the
introduction of microorganisms into food, all food-contact surfaces shall
be cleaned and sanitized before use and after any interruption during
which the food-contact surfaces may have become contaminated.
Where equipment and utensils are used in a continuous production
operation, the utensils and food-contact surfaces of the equipment shalii
be cleaned and sanitized as necessary.

(4) In wet processing, when cleaning is necessary to protect against
the introduction of microorganisms into a dietary product, all utensils
and processing equipment shall be cleaned and sanitized as
appropriate before use and after any interruption during which the
utensils or processing equipment may have become contaminated.
Where equipment and utensils are used in a continuous production
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
food plants should be cleaned as frequently as necessary to protect
against contamination of food.

(5) Nonproduct-contact surfaces of equipment should be cleaned as
frequently as necessary to protect against product adulteration.

(4) Single-service articles (such as utensils intended for one-time use,
paper cups, and paper towels) should be stored in appropriate
containers and shall be handled, dispensed, used, and disposed of in a
manner that protects against contamination of food or food-contact
surfaces.

(6) Single-service articles (such as utensils intended for one- time
use, paper cups, and paper towels) should be stored in appropriate
containers and shall be handled, dispensed, used, and disposed of in a
manner that protects against adulteration of dietary products, and
contamination of utensils and processing equipment.

(5) Sanitizing agents shall be adequate and safe under conditions of
use. Any facility, procedure, or machine is acceptable for cleaning and
sanitizing equipment and utensils if it is established that the facility,
procedure, or machine will routinely render equipment and utensils clean
and provide adequate cleaning and sanitizing treatment.

(7) Sanitizing agents shall be adequate and safe under conditions of
use. Any facility, procedure, or machine is acceptable for cleaning and
sanitizing equipment and utensils if it is established that the facility,
procedure, or machine will routinely render equipment and utensils
clean and provide adequate cleaning and sanitizing treatment.

(e) Storage and handling of cleaned portable aquipment and utensils.
Cleaned and sanitized portable equipment with food-contact surfaces
and utensils should be stored in a location and manner that protects
food-contact surfaces from contamination.

(8) Cleaned and sanitized portable equipment with product- contact
surfaces and utensils should be stored in a location and manner that
protects product-contact surfaces from contamination.

§ 110.80 ({b) Manufacturing operations.

(1) Equipment and utensils and finished food containers shall be
maintained in an acceptable condition through appropriate cleaning and
sanitizing, as necessary. Insofar as necessary, equipment shall be taken
apart for thorough cleaning.

(9) Equipment and utensils and finished product containers shall be
maintained in an acceptable condition through appropriate cleaning and
sanitizing, as necessary. Insofar as necessary, equipment shall be
taken apart for thorough cleaning.

(10) Written procedures shall be established and followed for
cleaning and maintaining equipment and utensils used in the
manufacture of dietary products.

(11) A written record of major eqmpment cleamng and use shaH be
maintained in-indi q PO R

bt-numbet-of-each—batch-pmcecud The persons perfon'mng the
cleaning shall record in-theleg that the work was performed. Entrias-in
the-log-should-be-in-chronological-ordar.

(7) Equipment, containers, and utensils used to convey, hold, or store
raw materials, work-in-process, rework, or food shall be constructed,
handled, and maintained during manufacturing or storage in a manner
that protects agains{ contamination. '

(12) Equipment, containers, and utensils used to convay, hold, or
store raw materials, in-process material, rework, or finished product
shall be constructed, handled, and maintained during manufacturing or

storage in a manner that protects against’ contar'rﬂnat)on

§ 110.80 Processes and controls.

. . Appropriate quality control oparations shall be employed to ensure
that food is suitable for human consumption and that food-packaging
materials are safe and suitable.

Quality Control and Laboratory Operations

Appropriate quality control operations shall be employed to assure
that dietary products conform to appropriate standards of purity, quality
and composition, and that packaging materials are safe and suitable for
their intended purpose.

(a) Quality control unit.
(1) There shall be a quality control unit that has' the responsibility and
authority to:

(i) Approve or reject all procedures, specifications, controls, tests
and examinations, or deviations from them, that impact the purity,
quality and composition of a dietary ingredient or dietary supplement;

(i) Approve or reject all raw materials, packaging materials labeling,
and finished dietary products, including products manufactured.
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processed, packed, or held under contract by another company, based
on adequate determination of conformance to established
specifications; and

(iiiy Assure that completed production records are reviewed as
appropriate. Quality control shall be responsible for evaiuation 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 and/or cross referenced in the batch production record.

(2) Adequate laboratory facilities should be available, as needed, to
the quality contro! unit.

(3) The responsibilities and procedures applicable to the quality
control unit shall be estabhshed in writing and followed.

{b) Laboratory reoords Laboratory records shall be maintained and
shall include complete data derived from all specified tests.

(c) Expiration dating.

(1) Whenever a shelf life or an expiration date for a dietary ingredient
or dietary supplement, whichever is appropriate, beams-an—expiration
date.-such-date shall be supported by data and rationale to reasonably
assure that the product meets established specifications at the
expiration specified date. Testing or inspection of the product shall be
appropriate to the particular dietary ingredient or dietary supplement
product.

(2) Appropriate accelerated stability studies or data from similar
product formulations may be used for an initia! determination of shelf
life. Product shelf life shall be confirmed and may be extended on the
basis of real time studies on product stored under labeled storage
conditions.

Production and Process Controls
(a) Master production and control records.

(1) To assure uniformity from batch to batch, a master production and
control record shall be prepared for the manufacture of each dietary
ingredient and dietary supplement, and shall be reviewed and approved
by the 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
dietary product, designated by names or codes sufficiently specific to
indicate any special quality characteristic(s).

(il) An atcurate statement of the weight or measure of each raw
material used in the manufacture of a dietary product. Each batch shall
be formulated with the intent to provide not less than 100 percent of
each claimed dietary ingredient.

(iii) For dietary supplements, the name and weight or measure of
each dietary ingredient per unit or portion or per unit of weight or
measure of the supplement.

(w) A statement conceming any calculated excess of dietary
for consumption by a consumer.

VA 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 all finished
product packaging labeling used.
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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) Individua! 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 contro! of
each batch.

(2) These records shall be an accurate reproduction of the
appropriate master production and control record and shall include
documentation that each significant step in the manufacture,
procassing, packing, or holding of the batch was accomplished,
including:

(i) Dates;

(ii) Identity of individual major equipment and lines used.

(iii) Specific identification, including lot number, of each raw material
or in-process material used,

(iv) Weight or measure of each raw material used in the course of
processing;

(v) Quality control results;

(vi) Inspection of the packaging and labeling area;

(vii) A statement of the actual yield at the conclusion of manufacture
and a statement of the percentage of theoretical yield, as appropriate or
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.

§ 110.80 (a) Raw materials and other ingredients.

(c) Handling and storage of raw materials, in-process materials and
rework

(1) Raw materials and other ingredients shall be inspected and
segregated or otherwise handled as necessary to ascertain that they are
clean and suitable for processing into food and shall be stored under
conditions that will protect against contamination and minimize
deterioration.

... Containers and carriers of raw materials should be inspected on
receipt to énsure 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,

(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 aduiteration or
deterioration of the contents.

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 cleaned as necessary to remove soil
or other contamination. Water used for washing, rinsing, or conveying
food shall be safe and of adequate sanitary quality. Water may be
reused for washing, rinsing, or conveying food if it does not increase the
level of contamination of the food.

(2) Raw agricultural materials that contaln soil or other contaminants
shall be washed or cleaned as necessary. Water used for washing,
rinsing, or conveying raw agricultural materials shall be safe and of
adequate sanitary 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 leve! of
contamination of the such materials.

(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.

(3) Raw materials, in-process materials, and rework shall be held in
bulk, or in containers designed and constructed 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 dietary ingredient or dietary
supplement 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

(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.

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) Wiritten 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 according to its status
(e.g., quarantined, approved, rejectgd). )

(4) Raw materials, other ingredients, 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 verified
by any effective means, including purchasing the materiais under a
supplier's 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 otherwise 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 effective
means, including purchasing raw materials and other ingredients under
a supplier's guarantee or certification.

(7) Raw material samples shall be examined and tested as foliows:

(i) Each lot of raw material, in-process material, and rework that is
liable to adulteration with filth, insect infestation, or other visually
evident extraneous material shall be examined against 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 manufacturer, a guarantee or
certification of examination may be accepted from the supplier of a
component provided that the manufacturer establishes the reliability of
the supplier's examination.

(ii) Each lot of a raw material that is liable to microbiological
contamination that is objectionable 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 produce food poisoning
or other disease in humans, or they shall be otherwise 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. In lieu of such testing by the manufacturer, a guarantee or
certification of analysis may be accepted from the supplier of a
component provided that the manufacturer establishes the reliability of
the supplier's analyses.

(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
verified by analyzing these materials and ingredients for aflatoxins and
other natural toxins.

(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 dietary
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 may be accepted from the supplier
of a component provided that the manufacturer establishes the
reliability of the supplier's analyses.

(iv) Each lot of raw material shall undergo at least one test by the
manufacturer to verify its identity. Such tests may include any
appropriate test with-sufficiant-spacificity to determine identity, including
chemical and laboratory tests, gross organoleptic_analysis, microscopic
identlfication, or analysis of constituent’ markers, ™

(v) Each lot of raw material shall be tested for conformity wsth all
other estabhshed specifications. In lieu of such testmg bythe
manufacturer, a guarantee or certification of analysis may be - accepted
from the supplier of a component provided that the manufacturer
establishes the refiability of the suppher's analysos ’

8) Approvad raw matenals shall be rotated so that tha oldest
approved stock is used first. Deviation from this requirement is
permitted if such deviation is temporary and appropnate

(9) Raw materials subject to degradation shall be retested or
reexamined and approved or rejected by the quality control unit after a
specified time in storage or after exposure to air, heat, or other
conditions that are likely to adversely affect the purity, quality, or
composition of the raw material.

(10) Rejected raw materials, shall be identified and controlled under a
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system that prevents their use in manufacturing or processing
operations for which they are unsuitable.

(d) Manufacturing operations.

§ 110.80(b) Manufacturing operations.

(1) All operations in the receiving, inspecting, transporting,
segregating, preparing, manufacturing, packaging, and storing of dietary
products shall be conducted in accordance with adequate sanitation
principles.

(2) All reasonable precautions shall be taken to assura that
production procedures do not contribute adulteration from any source.
Chemical, microbial, or extraneous-material testing procedures shall be
used where necessary to identify sanitation failures or possible product
aduiteration.

(3) All product that has become contaminated to the extent that it is
adulterated within the meaning of the act shall be rejected, or if
permissible, treated or processed to eliminate the contamination.

(2) All food manufacturing, including packaging and storage, shall be
conducted under such conditions 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, 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 delays, temperature fluctuations, and
other factors do not contribute to the decomposition or contamination of
food.

(4) All product manufacturing, including packaging and storage, shall
be conducted under such conditions and controls as are necessary to
minimize the potential for the growth of microorganisms, or for the
adultcration of raw materials, in-process materials and finished product.

(3) Food that can support the rapid growth of undesirable
microorganisms, particularly those of public health significance, shall 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 below as
appropriate for the particular food invoived.

(i) 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 mesophilic
microorganisms when those foods are to be held in hermetically sealed
containers at ambient temperatures.

(4) Measures such as sterilizing, irradiating, pasteurizing, freezing,
refrigerating, controlling pH or controlling a,, that are taken to destroy or
prevent the growth of undesirable microorganisms, particularly those of
public health significance, shall be adequate under the conditions of
manufacture, handling, and distribution to prevent food from being
adulterated within the meaning of the act.

{5) Measures such as sterilizing, irradiating, pasteurizing, freezing,
refrigerating, controlling pH or controlling water activity (a,,) that are
taken to destroy‘or prevent the growth of undesirable microorganisms,
particularly those of public health significance, shall be adequate under
the conditions of manufacture, handling, and distribution to prevent
dietary products from being adulterated within the meaning of the act.

(5) Work-in-process shall be handled in a manner that protects against
contamination,

(6) Work-in-process shall be handled in a manner that protects
against adulteration.

(6) Effective 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 simuitaneously in a receiving, loading, or shipping area if that
handling could result in contaminated food. Food transported by
conveyor shall be protected against contamination as necessary.

(7) Effective measures shall be taken to protect finished dietary
ingredients and dietary supplements from adulteration by raw materials,
in-process materials or refuse, When raw materials, in- process
materials or refuse are unprotected, they shall not be handled
simuitaneously in a receiving, loading, or shipping area if that handling
could result in aduiterated dietary products. Dietary ingredients and
dietary supplements transported by conveyor shall be protected against
adulteration as necessary.

(8) All raw material containers, compounding and storage containers,
processing fines and major equipment used during the production of a
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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.

(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, traps, magnets,
electronic metal detectors, or other suitable effective meaans.

(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.

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

(10) Dietary products, raw materials, and in-process materials that
are rejected or adulterated within the meaning of the act shall be
identified, stored and disposed of in a manner that protects against the
adutlteration of other products.

(11) Written procedures shall be established and followed that
describe appropriate tests, and/or examinations to be conducted that
may be necessary to assure the purity, composition, and quality of the
finished product.

(9) . . . if the adulterated food is capable of being reconditioned, it shall
be reconditioned using a method that has been proven to be effective or
it shall be reexamined and found not to be adulterated within the
meaning of the act before being incorporated into other food.

(12) Written procedures shall be established and followed prescribing
the method for reprocessing batches or operational start-up materials
that do not conform o finished goods standards or specifications.
Finished goods manufactured using such materials shall meet all
establlshed punty composrtlon and quallty standards.

(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
protection of food from contaminants that may drip, drain, or be drawn
into the food. Protection may be provided by adequate cleaning and
sanitizing of all food-contact surfaces, and by using time and
temperature controls at and between each manufacturlng step

| products from contact with adulterants. Protection may be provided by

(13) Mechanu:al manufactunng steps such as cutting, sortmg,
inspecting, shredding, drying, grinding, blending, and sifting shall be
performed s0 as to protect dietary ingredients and dietary supplements
against adulteration. Compliance with this requirement may be
accomplished by providing adequate physical protection of dietary

adequate cleaning and sanitizing of all processing equipment between
each manufacturing step, as necessary.

{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 blanchers should be
minimized by the use of adequate operating teriperatures and by
periodic cleaning. Where the blanched food is washed prior to filling,
water used shall be safe and of adequate samtary quality.

(12) Batters breading, sauces, gravies, dressmgs and other simrlar
preparations shall be treated or maintained in such a mannar that they
are protectdd against contamination. Compliance with this requirement
may be accomplished by any effective means, including one or more of
the following:

(i) Using ingredients free of contamination.

(iiy Employing adeguate heat processes where applicable.

(i) Using adequate time and temperature controls.

(iv) Providing adequate physical protection of components from
contaminants that may drip, drain, or be drawn into them.

(v) Coolingto an adequate temperature during manufacturing.

(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 a,, of food.

(i) Controlling the soluble solids-water ratio in finished food.

(i) 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

(15) Intermediate or dehydrated dietary products that rely on the
control of water actrvrty (aw) 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 water activity (a,) of the material.

(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 (a,) 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
principally on the control of pH for preventing the growth of undesirable
microorganisms shall be monitored and maintained at a pH of 4.6 or
below. Compliance with this requirement may be accomplished by any
effective means, including employment of one or more of the following
practices:

(i) Monitoring the pH of raw materials, food in process, and finished
food.

(i) Controlling the amount of acid or acidified food added to low-acid
food.

(16) Dietary ingredients and dietary supplements that rely principally
on the control of pH for preventing the growth of undesirable
microorganisms shaill be monitored and maintained at an appropriate
pH. Compliance with this requirement may be accomplished by any

effectcve means,mdudmg-ompbymommm-fdbwmg

(16) When ice is used in contact with food, it shall be made from water
that is safe and of adequate sanitary quality, and shall be used only if it
has been manufactured in accordance with current good manufacturing
practice as outlined in this part.

(17) When ice is used in contact with dietary products, it shall be
made from potable water, and shall be used only if it has been
manufactured in accordance with current good manufacturing practice
as outlined in 21 CFR part 110.

(17) Food-manufacturing areas and equipment used for manufacturing
human food should not be used to manufacture nonhuman food-grade
anima! feed or inedible products, unless there is no reasonable
possibility for the contamination of the human food.

(13) Filling, assembling, packaging, and other operations shall be
performed in such a way that the food is protected against
contamination. Compliance with this requirement may be accomplished
by any effective means, including:

(i) Use of a quality control operation in which the critical control points
are identified and controfled during manufacturing.

(ii) Adequate cleaning and sanitizing of all food-contact surfaces and
food containers.

(i) Using materials for food containers and food- packaging materials
that are safe and suitable, as defined in § 130.3(d) of this chapter.

(iv) Providing physical protection from contamination, particularly
airborne contamination.

(v) Using sanitary handling procedures.

(e) Packaging and labeling operations.

(1) Filling, assembling, packaging, and other operations shall be
performed in such a way that dietary products are protected against
adulteration. Compliance with this requirement may be accomplished by
any effective means, including:

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

(i) Using materials for product containers and packaging materials
that are safe and suitable.

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

(iv) Using sanitary handling procedures.

(2) Written procedures shall be established and followed describing in
sufficient detail the control procedures employed for the receipt,
storage, handling, sampling, examination, and/or testing that may be
necessary to assure the identity of labeling and the appropriate identity,
cleanliness and quality characteristics of packaging materials for dietary
products.

(3) For dietary supplements, labels and other labeling materials for
each different product type, strength, or quantity of contents shall be
stored separately with suitable identification.

(4) Obsolete iabels, labeling, and other packaging materials for
dietary products shall be destroyed

(5) Written procedures shall be estabhshed and followed to assure
that correct labels, labeling, and packaging materials are issued and
used for dietary products.

(6) Dietary ingredient and dietary supplement packages shall be
identified with a lot number that permits determination of the history of
the manufacture and control of the batch.

(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.

§ 110.93 Warehousing and distribution

Warehousing, Distribution and Post-Distribution Procedures
(a) Storage and distribution.
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Storage and transportation of finished food shall be under conditions
that will protect food against physical, chemical, and microbial
contamination as well as against deterioration of the food and the
container.

(1) Storage and transportation of finished product shall be under
conditions that will protect product against physical, chemical, and
microbial adulteration as weil as against deterioration of the product and
the container.

(2) Adequate distribution records shall will be maintained and
retained by the manufacturer at least 1 year beyond expected product's
shelf life or expiration date, whereby an effective product recali can be
achieved should one become necessary.

(b) Reserve samples. An appropriately identified reserve sample thatis
representative of each batch of a dietary product should be retained and
stored under conditions consistent with the product labeling until at least
1 year aﬂer the product's shelf life or expiration date-os.if.ao-axpiration

manaufacture. The reserve sample should be stored in the same
immediate container-closure system in which the finished product is
marketed or in one that provides similar protection. The reserve sample
shall consist of at least twice the quantity necessary to perform ali the
required tests.

(c) Records retention.

(1) Any laboratory, production, control or distribution record
specifically associated with a batch of product shall be retained for at
least 1 year after the product's shelf life or expiration date-efthe-batch,

(2) Raw material records shall be maintained for at least 1 year after
the product's shelf life or expiration date of the last batch of product
incorporating the raw materiah-orif-ne-oxpiration-date-is-identified-on
the—product-foratieast lyears-afiecthedate.ofmanutactuse of the-

finiched-produst.

(d) Complaint files.

(1) Written procedures describing the handling of all written and oral
complaints regarding a dietary product shall be established and
followed. Such procedures shall include provisions for review by the
quality control unit of any complaint involving the possible failure of a
product to meet any of its specifications and, for such products, a
determination as to the need for an investigation,

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

(3) The written record shall include, where known: The name and
description of the product, lot number, name of complainant, nature of
complaint, and reply to complainant, if any.

(4) Where an investigation is conducted, the written record shall
include the fi ndmgs of the investlgation and followup action taken.

(e) Returned products. Returned dletary products shall be identified
as such and held. If the conditions under which returned dietary
products have been held, stored, or shipped before or during their
return, or if the condition of the product, its container, carton, or labeling
as a result of storage or shipping, casts doubt on the purity, composition
or quality of the product, the returned product shall be destroyed unless
examination, testing, or other investigations prove the product meets
appropriate standards of purity, composition, and quality. A product may
be reprocessed provided the subsequent product meets appropriate
specifications. Records pertaining to returned products that are
subsequently reprocessed and/or redistributed shall be maintained and
shall include the name and description of the product, lot number,
reason for the return, quantity returned, date of disposition, and ultimate
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disposition of the returned product.

(f) Product salvaging. Dietary products that have been subjected to
improper storage conditions including extremes in temperature,
humidity smoke, fumes, pressure, age, or radiation due to natural
disasters, fires, accidents, or equipment failures shall not be salvaged
and returned to the marketplace. Whenever there is a gquestion whether
products have been subjected to such conditions, salvaging operations
may be conducted only if there is: (1) Evidence from laboratory tests
that the products meet all applicable standards of purity, quality, and
composition; and (2) evidence from inspection of the premises that the
products and their associated packaging were not subjected to improper
storage conditions as a result of the disaster or accident. Records
including name, lot number, and disposition shall be maintained for
products subject to this section.

Subpart G_Defect Action Levels
§ 110.110 Natural or unavoidable defects in food for human use
that present no health hazard.

(g) Defect action levels.

(a) Some foods, even when produced under current good manufacturing
practice, contain natural or unavoidable defects that at low levels are not
hazardous to health. The Food and Drug Administration establishes
maximum levels for these defects in foods produced under current good
manufacturing practice and uses these levels in deciding whether to
recommend regulatory action.

(1) Some dietary ingredients and dietary supplements, even when
produced under current good manufacturing practice, contain natural or
unavoidable defects that at low levels are not hazardous to health. The
Food and Drug Administration establishes maximum levels for these
defects in dietary products produced under current good manufacturing
practice and uses these levels in deciding whether to recommend
regulatory action.

(b) Defact action levels are established for foods whenever it is
necessary and feasible to do so. These levels are subject to change
upon the development of new technology or the availability of new
information.

(2) Defect action levels are established for dietary products whenever
it is necessary and feasible to do so. These levels are subject to change
upon the development of new techriology or the availability of new
information.

(c) Compliance with defect action levels does not excuse violation of the
requirement in section 402(a)(4) of the act that food not be prepared,
packed, or held under unsanitary conditions or the requirements in this
part that food manufacturers, distributors, and holders shall observe
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 levels. The
manufacturer, distributor, and holder of food shall at all times utilize
quality control operations that reduce natural or unavoidable defects to
the lowest level currently feasible.

(3) Compliance with defect action levels does not excuse violation of
the requirement in section 402(a)(4) of the act that dietary products not
be prepared, packed, or held under unsanitary conditions or the
requirements in this part that dietary product manufacturers,
distributors, and holders shall observe current good manufacturing
practice. Evidence indicating that such a violation exists causes a
dietary product 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 levels. The manufacturer,
distributor, and hoider of a dietary product shall at all times utilize
quality control operations that reduce natural or unavoidable defects to
the lowest level currently feasible.

(d) The mixing of a food containing defects above the current defect
action level with another lot of food is not permitted and renders the final
food adulterated within the meaning of the act, regardless of the defect
level of the final food.

(4) The mixing of a dietary ingredient or dietary supplement
containing defects above the current defect action level with another lot
of dietary ingredient or dietary supplement is not pemmitted and renders
the final product adulterated within the meaning of the act, regardiess of
the defect leve! of the final product.

(e) A compilation of the current defect action levels for natural or
unavoidable defects in food for human use that present no health hazard
may be obtained upon request from the Center for Food Safety and
Applied Nutrition (HFS-565), Food and Drug Administration, 200 C St.
SW., Washington, DC 20204.

(5) A compilation of the current defect action levels for natural or
unavoidable defects in dietary products that présent no heatth hazard
may be obtained upon request from the Industry Programs Branch
(HFF-326), Center for Food Safety and Applied Nutrition, Food and
Drug Administration, 200 C St. SW., Washington, DC 20204.

* Recommended changes to the proposal published by FDA 2/6/97 are noted as follows:

WB/b 4/15/99 azempvoLiwep

Delations-are-marked-bystirikecuts,

Additions are marked by underlines.
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Executive Summary

CHPA recommends that CFSAN:

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 are a domain for dietary
supplement claims:

. “a disease is any adverse deviation from, or 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 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.”

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.

The statutorily required disclaimer is intended to explicitly and effectively
eliminate the potential for structure/function 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.

CHPA requests that the comment period be extended for 30 days after this open
meeting on structure/function claims.

The Consumer Healthcare Products Association (CHPA, formerly 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 and their affiliated services (e.g., raw material suppliers, research

testing companies, contract manufacturing companies, advertising agencies, etc.).



Detailed Oral Comments

Introduction

We have been asked to comment on common conditions associated with natural 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. I will therefore provide
CHPA'’s consolidated approach to all three issues.

Definition of Disease

First, the definition of disease under NLEA in 101.14(a)(6) is insufficient in its
particulars to ensure that the intent of Congress is met to permit structure/function claims
for dietary supplements intended to promote and maintain health and to beneficially
affect signs and symptoms associated with natural states.

21CFR 101.14(a)(6): “Damage2 to an organ, part, structure, or system of
the body such that it does not function properly (e.g., cardiovascular
disease), or a state of health leading to such dysfunctioning (e.g.,
hypertension); except that disease resulting from essential nutrient
deficiencies (e.g., scurvy, pellegra) are not included in this definition.”

“A state of health leading to such dysfunctioning” is overly broad and might include, for
example, a healthy state despite high fat intake or toxic exposure leading to damage of
the body. :

Second, FDA’s proposed definition of disease for structure/function claims for dietary
supplements is overly broad.

FDA'’s Proposed Definition: “Any deviation from, impairment of, or
interruption of the normal structure or function of any part, structure, or
system (or combination thereof) of the body that is manifested by a
characteristic set of one or more signs or symptoms, 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 FDA in the
preamble to the proposed rule. In the preamble to the proposed rule on structure/function label claims,
FDA states its rationale for proposing a definition of “disease,” as follows: “Diseases, by definition,
adversely affect some structure or function of the body, and it is possible to describe most products
intended to treat or prevent disease in terms of their effects on the structure or function of the body™ (63
Fed. Reg. 23624, 1998; emphasis added). i



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 “aging well” as a
disease state.

Therefore, CHPA recommends amending FDA’s proposed definition to more clearly
distinguish structure/function 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 dietary supplements are used. Specifically.
CHPA proposes the definition of disease for structure/function claims should be:

CHPA'’s Proposed Definition of Disease: “... a disease is any adverse

deviation from, or impairment of, or mterruptlon 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

MOHMWM that are not characteristic
of a disease natural state or process

(Note: underlined portions are additions and strikeouts are deletions from
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.”

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 promotion/maintenance is not undermined. The
concept of natural states/processes in the CHPA definition of disease is balanced by the
concept of “adverse” to create the appropriate basis for regulating structure/function
claims. Hence, under the CHPA-proposed definition, drug claims would address such
specific diseases as, by way of example:

. Heart disease
Diabetes
. Cancer
. Migraine headache
. Alzheimer’s disease
. Viral and bacterial diseases

Obesity



. Depression-

And. under the CHPA-proposed definition of disease. structure/function claims would
address such conditions as, by way of example:

. Conditions characteristic of the menstrual cycle
. Hair loss associated with aging )

. Stress, frustration

. Pregnancy

. Cholesterol management

. Premenstrual syndrome (PMS)*

» Menopause (e.g., hot flashes)

. Decreased sexual functioning with aging

. Weight management

. Benign prostatic hypertrophy

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/function
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 from normal.

First, natural states are not diseases. “Natural states or processes’:

» Have a characterized expression of events (e.g., menstrual period, menopause).

= Are often self-limiting, such as fatigue, sleeplessness, PMS 3, pregnancy, graying
hair, male pattern baldness, etc.

= Have consequences that are most often not harmful 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 harmful to the body.

s In general, are not normally associated with adverse consequences that are
potentially harmful, such as the toxemia of pregnancy, severe postpartum
depression.

« Can often be reversed by normal physiological/biological/biochemical functions
(e.g., weight control through exercise and dieting).

: 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 menstrual
cycle are normal, then so should be their effects, as experienced, to varying degrees, by at least an
estimated 75% of 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). )



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 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.”

Specifically, the phrase “any adverse deviation from, or impairment of, or interruption
of” would include such things as:

» Cancer, as an adverse deviation from normal structure and/or function;

« Hypothyroidism, as an interruption or impairment of normal function;

» Toxemia of pregnancy, as an impairment of the normal function of the body;

» Hypertension, generally 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
structure/function 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 management;
» PMS; ‘

» Menopause (e.g., hot flashes);

» Decreased sexual functioning with aging;
» Weight management; =

« Benign prostatic hypertrophy.
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- Implied Disease Claims

The line should be drawn based on the law.

» Under DSHEA claims may not be made about the use of a dietary 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 may describe the supplement's effects on “structure or
function” of the body or the “well-being™ achieved by consuming the dietary
ingredient.

» To use these claims, manufacturers must have substantiation that the statements
are truthful and not misieading and the product label must bear the statement. or
disclaimer: -

“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 definition of a disease amends FDA’s proposed definition by incorporating the
distinction between 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 fundamental regulatory standard against which structure/function claims for
dietary supplements would be judged in conjunction with the required disclaimer.

The statutorily required disclaimer is intended to explicitly and effectively eliminate the
potential for structure/function 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 irrelevant, since the statutorily required disclaimer is the self-correcting aspect of
DSHEA that avoids an implied disease claim 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 identify explicitly the following
elements in regulation for determining whether a reference to a sign and/or 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. The words “diagnose,” "prevent.” “wreat.” “cure,” “mitigate” (or other grammatical
forms of these verbs) should not be used in a statement of nutritional support (1.€.. a
structure/function claim), since statements permitted under 403(r)(6) of the Act "may
not claim to diagnose, mitigate, treat, cure, or prevent a specific disease or class of

diseases;”

2. The words “stimulate,” “maintain,” “support,” “regulate,” or “promote™ (or other
words of this nature or other grammatical forms of these verbs) may be used in a
structure/function claim to distinguish the claim from a specific disease claim:

3. Recognizability of endpoints as being related 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

A

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
structure/function claims remain open at least as long, and preferably for 30 days after

this meeting.

_HH.

WS/jq: DIETSUPPL/Claims/StructureFunction/Augd WritSum:8/3/99
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TRAINING AND COMMUNICATIONS

FORMAL MEETINGS BETWEEN CDER AND
CDER'S EXTERNAL CONSTITUENTS

CONTENTS

PURPOSE
BACKGROUND
REFERENCES
DEFINITIONS
POLICY
RESPONSIBILITIES
PROCEDURES
FORMAT
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's policies 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 CDER's external constituents outside FDA.

Originator: Director, Office of Training and Communications
03/07/96 Page 1
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REFERENCES

MaPP 4510.3 “Telecommunications”

DEFINITIONS

POLICY

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 inciuded 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.

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 identify 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
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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,
o 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:

L 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.

L reviewing their divisions' monthly reports and deciding whether further input from
the office director is needed to assure conformity with this policy.

The Director of the Office of Tréining and Communications and the Center Senior
Project Manager shall be responsible for:

® 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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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 Officer (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 all applicable Center personnel 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
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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 requestor 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, CDER's 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 additional 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 CDER's

Originator: Director, Office of Training and Communications

03/07/96
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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 draft 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
file.

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
notify 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:

Monthof __

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) v
Director, Office of Training and Communications
Center Senior Project Manager

Originator: Director, Office of Training and Communications
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Attachment B

Suggested Format for Meeting Agenda (if prepared by FDA)

Meeting Date: 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 Discussion Item

Summarize Agreed-upon Points/Unresolved issues
Discuss any necessary follow-up

Close meeting

Attachments/Handouts

Time Allocated

Originator: Director, Office of Training and Communications
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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:

Attachment C

Originator: Director, Office of Training and Communications
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3.
Unresolved issues or issues requiring further discussion:
1.

2.

Action Items:

Item Responsible person Due Date

Signature, minutes preparer:
Concurrence Chair (or designated signatory):

Attachment/Handouts
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