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dietary ingredients. Likewise, further study is needed for some
dietary ingredients kefore dissolurion, disintegration,
bicavailability, expiratrion dating, or other quality standard
requirements can be proposed.
3. How Can FDA Help Industry Achieve Compliance With CGMPs?

During small business outreach public meerings and in
comments to the ANPRM, members of the dietary supplement industry
rold u§ that they would like our help in determining how to
implement CGMP regulations for dietary ingredienrs and
supplements. We have heard that issuing guidance documents and
educarion and training would be helpful. We invite commenr on
the use of guidance documents, education, training, or other
approaches and potential sources of education and training that
you believe would assist industry efforts to implement the
proposed CGMP regulations, if finalized as proposed.

F. ; i ] I o gt

This propossd rule is intended to ensure rhat manufacturing
practices will not result in an adulterated dietary supplement
and that supplements are properly labeled. This proposed rule,
if finalized as proposed, will give consumexrs grearer confidence
thar the dietary supplements they choose £o use will have the

identity, strength, purity, quality, or composition c¢laimed on

the label. I;\Ser‘{‘ E 20

We propose requirements for: (1) Personnel, (2) the

physical plant envircnment, (2) equipment and urensils, (3)
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A manufacturer of a dietary ingredient or a dietary supplement
cannot make claims that state or imply that the dietary
ingredient or dietary supplement is safe and/or effective simply
because 1t has been manufactured in compliance with current good
manufacturing practice (CGMP) requirements. However, we believe
that a voluntary labeling statement about the fact that a dietary
ingredient or dietary supplement has been made in compliance with
CGMP requirements might be made lawfully under the act, provided
that such a statement is made in an appropriate context and with
adequate disclaimers so that consumers fully understand it and
are not misled by it. The proposed rule governing CGMP
requirements for dietary supplements address manufacturing
controls to ensure that dietary ingredients and dietary
supplements are produced in a manner that will not adulterate or
misbrand such products. Compliance with any final rule, based on
the proposal, will not ensure that the dietary ingredient or
dietary supplement itself is safe or effective. Thus, the agency
believes that an unqualified statement saying simply "produced in
compliance with dietary supplement current good manufacturing
practice requirements,” without more, could well suggest that a
product may be safe and effective or somehow superior to other
dietary ingredient and dietary supplement products that are
subject to the same CGMP requirements. Such a statement would
likely be considered misleading by FDA under sections 403(a) (1)
and 201 (n) of the act. We believe however, that it might be
possible to cure an ungualified statement by including language
clarifying to consumers that all dietary ingredients and dietary
supplements must be manufactured in compliance with CGMP
reguirements and that such compliance does not mean that the
dietary ingredient or dietary supplement is safe or effective.

As usual, the manufacturer would be responsible for ensuring that
any such voluntary labeling statements on its dietary ingredient
and dietary supplement products are truthful and not misleading.
The agency would review the lawfulness of such statements under
sections 403(a) (1) and 201(n) of the act.
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Proposed “records and recordkeeping” requirements would tell

you how long you must keep certain records to show how you
complied with rhe CGM?2 requirements. We would require that you
keep written records for 3 years beyond the date of manufacture
of the last batch of dietary ingredients or dierary supplements
associated with those records and have all required records, or
copies of such records, readily available during the retention
period for aurhorized inspection and copying by FDA when

requested.

,'4

We seek comment on whether certain additional provisions
should be included as requirements in a final rule. For example,
we invire comment on whether a final rule should include a
recquirement for certain personnel records; for written procedures
in a number of areas; for equipment verification; for additional
resting of incoming ingredients; and for expiration dating and

Y.
should include specific requirements for the use of animal-

Thsert WAL
related testing-% also seek comment on whether this rule

derived dietary ingredients, and requirements for persons who
handle raw agricultural commediries. Specific reguests for
comment of this type are contained below in relevant sections of
this preamble.
II. General Issues
A. Legal Auchority
We are proposing these regulations undey sections 201, 393,

409, 701(a), 704, and 801 of the act (21 U.$.C. 321, 903, 348,

v’
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CGMP records document the manufacturer’s operation
throughout time and are essential to an enforceable
regulation. Because FDA does not observe the
manufacturer’s operation fulltime, records can ensure that
the FDA has the information needed to identify
noncompliance and to bring a non-compliant manufacturer
into compliance. Records can show that appropriate
monitoring, is performed, pinpoint with confidence when a
deviation began and ended, and prove that required quality
control measures and practices were performed as often as
necessary to ensure control. Review of manufacturing
records with sufficient frequency can ensure that any
problems are uncovered promptly and can facilitate prompt
modification, have an impact on the production of
subsequent batches of the product, and prevent introduction
of potentially hazardous dietary supplements into the
market place. Review of consumer complaint records can
facilitate the identification of trends in reports of
illness or injury, identify related batch records to
identify previously undetected manufacturing deviation, and
have an impact on the prompt recall of any potentially
hazardous dietary supplement.
We seek comment on whether the proposed recordkeeping
requirements are not necessary to prevent adulteration; to
ensure the identity, purity, guality, strength, and
composition of the dietary ingredient or dietary
supplement; to an enforceable regulation; and for the other
reasons cited. If comments assert that recordkeeping
provisions are not necessary, comments should include an
explanation of why recordkeeping requirements are not
necessary including how, in the absence of the
requirements, one can prevent adulteration, ensure the
identity, purity, quality, strength, and composition of the
dietary ingredient or dietary supplement, ensure an
enforceable regulation, and the other reasons cited. If
comments agree that the recordkeeping requirements are
necessary for reasons other than those we have provided,
the comments should so state and provide an explanation.

I

Although records are not required in 21 CFR Part 110, CGMPs
in manufacturing, packing, or holding human food, records
are required in the other commodity-driven food CGMPs

ﬁ@A¥ (i.e., 21 CFR Part*Lg%i Processing and bottling of bottled
1 CFr

{ drinking water; 2 120, Hazard Analysis and Critical
Control Point (HAACP) Procedures for the Safe and Sanitary



Processing and Importing of Juice; 21 CFR Part 123, Fish
and fishery products; 21 CFR Part 106 Infant formula

guality control procedures; and 21 CFR Part 113, Thermally

processed low-acid foods packaged in hermetically sealed
containers). Further, records are included in the CGMPs
submitted to FDA by industry, the National Nutritional
Foods Association Standards, the NSF International draft
standards (Ref. 83), and the USP draft Manufacturing
Practices for Dietary Supplements.
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Written procedures are included in the dietary supplement CGMP
outline submitted to FDA by industry, National Nutritional Foods
Association standards, the NSF International draft standards, and
the USP draft Manufacturing Practices. 1In order to limit the
burden to manufacturers, FDA is not proposing to reguire written
procedures. However, FDA is proposing that manufacturers maintain
appropriate records to ensure the identity, purity, quality,
strengthﬂand composition of a given product and records that are
necessary for efficient enforcement and to permit trace back.
Although we have not proposed requirements for written procedures
as did these other groups, we seek comment on whether such
practices should be included in a final rule. Later in this
document, we reguest comments on specific written procedures and
describe FDA’s current thinking concerning what could be included
in such a written procedure.

LY
N
&
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associations. The majority of comments responded hoth to the
nine guestions we asked in the ANPRM and on certain provisions in
the industry ourline. We also address the comments on the nine
questions in secrion II.B of this documenr. We discuss
gignificanr commznts abkout certain provisions in the industry
outline in ocur discussion of related proposed requirementcs.

Included with its comments to the ANPRM, the United Startes
Pharmacopeia (USP) submitted a copy of its general chaprer,
*Manufacturing Pra;tlces for Nutritional Supplements,” {(Ref. 2)
and in March/April 2002, USP proposed revisions ro this genexal
chaprer ro introduce provigions pertaining ro botanical
preparations (Ref. 82). In February 2000, we received a copy of
the National Nutritional Foods Association’s (NNFA) “NNFA Good
Manufacturing Practice in Manufacruring, Packing, or Holding
Dierary Supplements” (Ref. 3}). We found that the industry
outlines published in the ANPRM, the USP manufacturing practices,
and the NNFA srandards were useful in developing this proposed
rule. We includad certain provisions found in these ourlines in
this CGMP proposad rule. These three outlines indicare that
dietary ingredient and dierary supplement manufacturers already
recognize that there are basic, common steps needed to
manufacture a d{etaryaiﬁﬁgagient or dietary supplement that is

Tne
nor adulteratedtgkfjr example, these practices include

requiremencs fox:
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although, as established in the regulatory impact analysis, a

large percentage of manufacturers do not follow a good
manufacturing model.
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The CGMP requlation, if finalized, would, along with ouy other
dietary ingredient and dierary supplement initiatives, contribute

further to the protection of public health.

b. In addirtion to V/
the public health benefics for consumers, CGMP regulations for
dietary ingredients and dietary supplements will benefit
consumers in othsr ways. Consumers should nor have ro wonder
whether the dietary supplements they buy are adulterated or
whether they contain the correct dietary ingredients or contain
the dietary ingredients in the amount stared on the product’s
label. Consumers who purchase a product that does not contain
the amount or strength listed on the label experience an economic
loss because rhey are paying for somerhing that they did not
receive. CGMPs would require manufacrurers ro establish and meer
specificarions for ideatity, purity, guality, strength and
composition of dietary supplements to help ensure that consumers
buy dietary supplements that are not adulrerated, contain the
dierary ingredients declared on the product’s label, and contain
the amount or strength listed on the label. Therefore, CGMPs

would benefit copnsumers.

GMP regulacions for dierary supplements might so benefitc

we cannot be v//

incidence of the benefits.

some establishme” in the industry, alt
cercain about ths magnitude or

Manufacturers may no

ways have sufficis rivate incentives

o adopt manufacturing practices, but when they
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mi increase their efficiency over time, By conrrolling their

manufaccuy pracrices, dietary ingredient and

»
supplement manufac acturing errors, the v//
number of consumer complaing d product rerurns due to quality,

the number of reject

atches, equipm downtime, and increase

manufacturers wonld have to meet ths~same CGMP requirements, so

ain an e€eonomic advantage by using b///

substandard manufacturin

no manufaccurer woul

ackaging, or holding standards or by
not observing any 4 manufactyuring, packaging, or holding

practices. H

ag uniform standar might increase general

consumer demand for these products due increased consumer

confjdence in their quality, although we ca be cerxtain this
1l happen.
2. How Will CGMP Regulations Take Into Account Technical
Feasibiliry?

In developing this proposed rule, we were careful not to
propose regquirements that are nor technically feasible to meet.
In some areas where there has been scientific study but where the

science is atill evelving, the proposal recognizes the evolving

scate of the science, but would give you maximum flexibility in
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supplements that may aot be marketed or sold in the United States
and rthat are exported under section 801(e) of the act,

In addition to having the authority under the act to require
recordkeeping, we alse have authority to require access to the
records. Because the practices set forth in rhe proposed CGMP
rule are necessary té providing consumers with dietary
supplements that are not adulterated, access to records that
demonstrate thar firms follow CGMPs is essential to confirming
systematic compliance wirh CGMPs. We also have the authority to
copy the records when necessary. We may consider it necessary to
copy records when, for example, ocur investigator may need
assistance in reviewing a certain record from relevant experts in
headquarrers. If we were unable to copy the records, we would
have to rely solz2ly on our inspector’s notes and reports when
drawing conclusions. A failure to have a required record would
mean that a food is adulcerated under section 402(g) of the act.

Recordkeeping will not only help the agency to determine
whether dietary ingredients or dietary supplements were
manufactured, packaged, and held consistent with CGMP
reqularions, but also will provide a public health benefit to

consumers nutac . When manufacrturers keep records,

for example, of lot or batch numbers, cthe records facilitare a

manufacturer’'s recall of suspect products in case a recall

becomes necessary. This bkenefits consumers
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: s because the manufacrurer can recall its products V/,

that may be adul:erated or misbranded more quickly.
B. Issues From The ANPEM

As stated previously, in addition to inviting comment on the
industry-drafred CGMP outline, we asked nine questions in the
ANPRM on CGMP issues for dietary supplements that the industry
ourline did not address. In this section, we summarize each
question and the prinsipal commencs we received, and we respond
te the comments. We address other significanr comments about the
ANPRM, other thaa the nine questions we asked, elsewhere in this
document.

The nine guastions in the ANPRM, comments, and our responses
are as follows: deced C'dw. 7 levels /

Question 1. 1Is there a need to develop specificrgbAL's) for

dievary ingrediencs?

The ANPRM stated that the use of a botanical in a dietary
supplement may result in & much greater exposure to the botanical
ingredient for consumers because the dietary supplement will be
consumed in grearer amounts than if the ingredient was in a food
as a spice or flavoring agent.

Several comments stated that establishing DALs for dietary
ingredients that are different than DALs for food is not
necesséry. The comments disagreed with our statement that
dietary ingrediears in dietary supplements and conventional foods

are consumed in different quantities. For example, the comments
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have used the terms “component, dietary ingredient, or dietary
supplement” instsad of food, and we have added several examples
of contact surfazes. The proposed defination would include the
inside of containers.

Proposed § 111.3 defines ™“ingredient” as “any substance that
18 used in the manufacture of a dierary ingredient or a dietary
supplement that is intended to be present in the finished dietary
ingredient or dierary supplement." The proposed definition would
explain that an ingredient “includes, bur is not necessarily
limired to, a dietary ingredient as described in section 201(ff)
of rthe acr.” Thus, under proposed § 1ll.3, an “ingredient” may
be a substance that is presenrt in the finished dietary ingredient
or dietary supplement that 18 intended ro have some activity
{such as a vitamin, m.neral, or amino acid}, bur could also be a
substance that 1% not inrended ro have any activity (such as the
gelatin used to make the capsule holding the dietary
ingredients). This proposed definicion and the proposed
definition for “component® in proposed § 111.3 differ in thac
“component” includes the various mater:ials used to manufacture a
dietary supplement that may not appear in the final product.ﬂi;\sef'_f~

Proposed § 111.3 defines “in-process materzal” as “any id 5ZSR-
material thar is fabricatred, compounded, blended, ground,
extracred, sifted, sterilized, derived by chemical reaction, or
pyoceassed in any orher way for use in the manufacture of a

distary ingredient or dietary supplement.” In-process material
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Because an ingredient is defined as a substance that is intended to be
present in the finished dietary ingredient or dietary supplement and a
component is defined as a substance that may or may not be included in
the finished dietary ingredient or dietary supplement, all ingredients
are components but not all components are ingredients.
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requests comments on whether all contact surfaces should be
subject to proposed § 111.3 “sanitize.”

Proposed § 111.3 defines “theoretical yield” as “the
quantity thar would be produced at any appropriate step of
manufacrure or packaging of a particular dietary ingredient or
dierary supplemeant, based upon the quantity of components or
packaging to be uased, in the absence of any loss or error in
actual production.” We would complementr rhis definition by
defining *“actual yield” in proposed § 111.3 as *the quantity that
is acrually produced at any appropriate step of manufacture ox
packaging of a particular dietary ingredient or dierary
supplement.” Comparing theoretical yields ro actual yields may
help identify deviations or problems in the manufacturing or
packaging process. To illustrate this point, you should
understand rhar the theoretical yield is the guantiry or amount
that you expecr to see at a particular step, while the actrual
vield is the guantity or amount that you actually obtain at a
part;cui;f step. f}nn& p- 1O
uﬂuﬁw’?%posed’% 111.3 defines “you” as “a person who b//
manufactures, packages, or holds dietary ingredients or dierary
supplements.” “You” is the recommended *plain language” term
designed to make regulations easier rto understand. In this
praopesed rule, "you" refers to any person, within the meaning of
section 201 (e) of the act, who engages in any activity covered by

this preposed rule. You should note thar "you" includes, but is
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not limited to, the owner of the manufacturing firm as well as
supervisors responsible for ensuring that these CGMPs ére
followed. In other words, “"you” canh be the person who ownsg the
dierary ingredient or dietary supplement company as well as
persons who work for the company .

Proposed § 111.3 defines “water activirty” as “a measure of
gﬁe free moisture in a component, dietary ingredient, or dietary
supplement and is the guorient of the water vapor pressure of the
substance divided by the vapor pressure of pure watey at the same
temperature.” The proposed definition i3 consistent with the
definicion ar § 110.3(r) and 21 CFR 113.5(w) and 114.5(h). Water
activity can play an important role in promoting microbial
growth, and that, in turn, can play a part in the contamination
of your components, dietary ingredients, and dietary supplements.

Proposed § 111.3 defines “we” as meaning the U.S. Food and
Drug Administyation.

4. Do Other Statutory Provisions and Regulations Apply?
(Proposed § 111.5)

Proposed § 111.5 would require that you comply with the
regulations in proposed part 111, and with other applicable
statutory provisions, and regularions under the acrt, related to
manufacruring, packaging, or holding dierary ingredients or
dietary supplements. Other staturory provisions or regulations
that may apply to the manufacture, packaging, or holding of

dievary ingredienrs or dietary supplements include, but are nor

/0

/
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regulated products manufactured using bovine-derived materials at
foreign sites or by foreign manufacturers. To assure the safety
and suitability for human use of animal-derived bioclogics, our
Center for Biologics Evaluation and Research (CBER) has developed
guidances for industry that describe steps that manufacturers
should take. For example, CBER guidances have recommendations
that address viral safety, infections, disease risks, and BSE-
risk reduction of biologic products that are animal-derived {see
63 FR 51074, September 24, 1998, and 63 FR 50244, September 21,
1998) (Refs. 51 and 52). Because we believe that the use of an
animal-derived material, substance, or tissue in a dietary

Ay Ve
supplementf?a sefi many of the same serious public health and
safety issues as animal-derived materials, substances, or
tissues, in a biologic, we are considering whether the procedures
that CBER recommends for a product with animal-derived materials,
substances, or tissues would be appropriate for dietary
ingredients and dietary supplements that contain animal-derived
materials, substances, or tissues. We, therefore, invite comment
on whether there should be specific CGMP requirements for the use
of animal-derived materials, substances, or tissues in dietary
ingredients and dietary supplements. We invite comment on these
issues and specifically on whether there is a scientific basis
for FDA to treat animal-derived dietary ingredients in a manner
that is different from, or that would offer less protection than,

what is recommended for animal-derived biologics when the same
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. TM\L he g o
public health and safety ri k%\ present. We also invite
comment on our legal authority with respect to these issues.

5. Exclusions (Proposed § 111.6}

Proposed § 111.6 would state that these CGMP regulations do
not apply tc a person engaged solely in activities related to the
harvesting, storage, or distribution of raw agricultural
commodities that will be incorporated into a dietary ingredient
or dietary supplement by other persons. This proposed exclusion
is similar to the exclusion in § 110.19 for raw agricultural
commodities. Accordingly, persons who engage in such activities
related to raw agricultural commodities (which are defined in
section 201 (r) of the act), although not subject to these
proposed CGMP regulations under section 402(g) of the act, would
continue to be subject to other adulteration provisions in
section 402 of the act.

We recognize that including in the proposed rxrule persons who
engage in the activities related to the harvesting, storage, or
distribution of such commodities, as described previously, could
reduce the risk of microbial contamination in dietary ingredients
and dietary supplements. Nevertheless, the proposal does not
contain requirements for persons handling such commodities before
distribution to a dietary ingredient or dietary supplement
manufacturer because the scientific basis for reducing or
eliminating pathogens in various settings is evolving. We invite

comments on whether we should include provisions in the CGMP
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Each of these procedures is necessary because good personal
hygiene should help prevent contamination from microbial sources
(such as bacteria) as well as from nonmicrobial sources (such as
dirt and hair).

We seek comment on wherher we should require, in a final
rule, rhat you establish and folleow written procedures to ensure
that you comply with the requarements of that secrion. [ﬁz“”““"15ﬂ:"

Selieve that any such wrirten procedures should descrj 7 in
P

bent detail, the measures you take to en that no one is
a source o n and the measures you ‘//y

take to ensure M igites any material, including

surfaces used in the npaktPagrure, packaging, or helding of a CAQJQiii,

/ggﬁé;’a dietary
e

ﬂsr_-—-uwafkglaee.’ As stated previously, we invite comment on whether

such written procedures should be required in a fimal rule, and
whether there are other proceduvres, that we should include in a
final rule.A :Ey\s.p_ﬁ- _-#:_1_{_

A comment to the ANPRM stared that any requirements on
diseage control should be limited to manufacturing, processing,
and handling of raw agricultural material and are not appropriate
for manufacturing dietary supplements derived from chemicals.

The comment stated that chemical processes are carried our in
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If comments assert that written procedures are necessary,
comments should include an explanation of why the requirement is
necessary to prevent adulteration including how such a
requirement would ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
Conversely, 1f comments assert that written procedures are not
necessary, comments should include an explanation of why the
requirement 1s not necessary including how, in the absence of the
requirement, one can prevent adulteration and ensure the
identity, purity, quality, strength)and composition of the Dsds
dietary ingredient or dietary supplement. Further, we seek JE}
comment on whether any of the proposed reguirements in this
section are not necessary to prevent adulteration and to ensure
the identity, purity, quality, strength, and composition of the
dietary ingredient or dietary supplement. If comments assert
that certain provisions are not necessary, comments should
include an explanation of why the requirement is not necessary
including how, in the absence of the requirement, one can prevent
adulteration and ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
If comments agree that the proposed requirements are necessary
for reasons other than those we have provided, the comments
should so state and provide an explanation.
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procedures or activities, wWe are staring that compliance with rhe
regqulation requires that you adopt, at the minimum, the
procedures or activiries listed in the regulation. Therefore,
when we state “includes, but is not limited to,” we mean that the
list of procedurass or activities following the “includes”
statement is a list of reguirements.
2. Whar Persomnel Qualification Requirements Apply? {Propaosed
§ 113.12)

Proposed § 111.12 would establish basic qualificartion
requirements £or employees. Proposed § 111.12(a) (1) would
require that you have qualified employees to manufacture,
package, or hold dierary ingredients or dietary supplements. We
are not proposing a general standard for decermining how many
employees are necessary, burt there should be enough to
manufacture, package, or hold dietary ingredients or dietary
supplements consistent with these proposed CGMPs. A one-person
operation is net precluded provided that one person is sufficient
to achieve, maintcain, and document CGMPs. However, general
manufacturing pracrice suggests the need for a minimum of two
persons, the first ro perform the work and a second person to
check the work parformed to ensure that a manufacturing deviation
or an unanticipared occurrence is not overlooked.
Suchaauexs;ghcwmay—be"tnst—effeeﬁi#e~*ﬁ~p¥e¥eaeangmp¥eéue9~—Ty"—*-—‘*
rec 1Pated occurrence gy——-

Wéé_nnn_dnzcc:aéwaﬁd*rEviEwEd“bEtUYE“fﬁE"prU&u¢twdfstriburtuufta_h__k~h
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C. Phygigal Plant (Proposed Subpart C)

Proposed subpart C consists of provisions intended to help
prevent contaminatiocn from your physical planc. These provisions
are similar to tne food CGMP requiremenrs found in §§ 110.20,
110.35, and 110.37 which pertain to buildings and facilities.

We have not proposed reguiremwenrs similar to the food CGMP
requirements found in § 110.20(a) for keeping the grounds
bordering your physical plant in a condition thar protects
against contaminarion of components, dierary ingredients, or

. Tnsert ¥ 5% b///
dietary supplemem:s.n We invire comment on whether such .
requirements should be included in a final rule. Section
§ 110.20(a), dentifies several methods necessary for adequate
ground maintenance, such as:

. Properly storing eguipment, removing litter and waste,
and curtting weeds or grass within the immediate
vicinity of vyour physical plant $0 rhat it does not
artracr pests, harbor pests, or be used by pests for
breeding:;

. Maintaining roads, yards, and parking lots so that they
4o not consritute a source of contamination in areas
where food is exposed;

v Adeguately draining areas that may contribute to the
conraminarion to food by seepage, f£ilth, orher
extranecus waterials, or by provading a breeding place

for pesrs; and
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In order to limit the burden to manufacturers, FDA is not proposing
such reguirements. However,
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Another comment to the ANPRM suggested that paper towels
used in hand-wasaing facilities should be made from recycled
paper.

We take no position regarding the use of paper towels made
from recycled paper. The proposal neither requires nor prohibits
the use of paper towels made from recycled paper.

Proposed § 111.15(h) (4) would require that you provide
devices or fixtures that are constructed to prevent
recontamination of clean, sanitized hands. For example, if
sanitized hands are necegsary at a particular locarion, you might
insrall hand sanitiziag facilities that can be actrivated by foot
pedals or by metion so that your employees do not have to use
their hands--and, by doing so, risk contaminating their hands--to
turn on the hand sanitizing equipment.

Proposed § 111.15(h) (5) would require that you have easily-
understood signs and to post them rhroughout your physical plant
to direct your employeegA. handle components, dietary
ingredients, dietary supplements; or contact surfaces to wash

and, where appropriate, sanitize their hands:

» Before they start work,

. Afrer each absence from their duty station, and

. When their hands may have become soiled or
conrtaminated,

Proposed § 111.15(h) (6) would require that you have rrash

bins that are constructed and maintained in a manner to protect
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rule, that you establish and follow written procedures for yhe

~ L
N, g

3 . . . . !
maibtenance, cleaning, and sanitation of your physical plapt thar

in sufficienrt detail, the maintenance, cleanifg, and

e it can help you maintain yo/f physical plant in

a clean and sanitary manner. Written procedures, when used,
A\
generally have infosﬂgtion regarding a sfhedule, methods, and
equipment to be used \\\control pests// We believe that, because
3
some insects can produce\geveral timgs during their liferime,

N
imporctant beca

-
o

adherence TO a written procggure/thar provides a schedule for
applying insecticides in a way{rhar will prevent any initial and

subsequent insect infestatign/wonld be effective in prevenring
/

infestation. Such adhere pé would Nikely be a more effective way
of controlling pests tvzn/attempting bo apply insecticides only
after you have nOtic~;f;nse¢:s in your pRysical plant. As
another example, );éten procedures for ciisning your physical

- ."‘ > v -
plant may specify 'the use of a parvicular cleztlng compound in a

/

specific scre)gch or concentration; if you do nq establish and

follow thes /wrltten procedures, you may use the w;o g cleaning
compound,.ﬁse a cleaning compound too strong and creqte odors
‘contaminare or affect your components, dietary

ingrgdients, or dierary supplements, or use a cleaning égmpo Q

———— e e o,

t T8 too weak and, therefore, ineffective. As stated V. o——r—
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thgr.dfgnﬁﬂnhmEgtyy we invite comment on whether written procedures for ‘///’
=

maintenance, cleaning, and sanitacicon should be required in a

— e bR LA Previously, we invite comment on whether
————

documentation at the time of performance of equipment, utensil,
and contacr surface maintenance, cleaning, and sanitation and

keeping such records should be required in a final rule.

produsing-the-batdh. This would give you a record that you would

be able to consult if any questions regarding maintenance,

cleaning, and sanitarion of equipment used in producing the batchb////
a.::':i.ma;/1 In'sgr‘{’ 'ﬁ-"@
2. What Design and Construction Requirements Apply to Your
Physical Plant? (Proposed § 111.20)

Proposed § 111.20 would describe the general requirements
for physical plaant construction and design that are necessary to
protect dietary ingredients and dietéry supplements from becoming
adulterated during manufacturing, packaging, and holding.

Preposed § 111.20(a) would require any physical plant you
use in the manufaccuring, packaging, or holding of dietary

ingredients or dierary supplements to be suitable in size,
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If comments assert that written procedures are necessary,
comments should include an explanation of why the requirement is
necessary to prevent adulteration including how such a
requirement would ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
Conversely, 1f comments assert that written procedures are not
necessary, comments should include an explanation of why the
requirement is not necessary including how, 1in the absence of the
requirement, one can prevent adulteration and ensure the
identity, purity, quality, strength, and composition of the ‘{}J
dietafy ingredient or dietary supplement. i

Page 153 Insert #6:

We seek comment on whether any of the proposed requirements in
this section are not necessary to prevent adulteration and to
ensure the identity, purity, guality, strength, and composition
of the dietary ingredient or dietary supplement. If comments
assert that certain provisions are not necessary, comments should
include an explanation of why the requirement is not necessary
including how, in the absence of the requirement, one can prevent
adulteration and ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
If comments agree that the proposed reguirements are necessary
for reasons other than those we have provided, the comments
should so state and provide an explanation.
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instrumentrs and controls, and whether there are other procedures, L//
that we should consider including in a final rule. 7] 1E£QF*' #77
PropTsEd i tii-28{ o)l wonld-—xeqiire-tierperson—who—performs—r——_

the instyrumenr or-sontyeil—atibrition Lo document; art—the—timeaf _“Lf”
performanee—rharhE 67 She perrormed rhe calibZaviom—Thers
propesal—veuld TequiTy Cthis documentation to Incime; but—not—pg

P— e
ns ot A =0
:EP Tns @ 1/},#*

The instrument or control calibrated;

. The date of calibration;

» ' The reference standard used including the cerrification
of accuracy of the known reference standard and a
history of recertificationvof accuracy. A
cervification of accuracy wsually accompanies a
arandard reference material and often is valid for a
specific period of time, bur the supplier of the
reference standard may recertify the srandard’'s
accuracy. The recertificacion typically involves
testing by the supplier to verify that the material
maintains accuracy as a testing reference. This
informarion alsoc may help you trace the source of a
problem, if one arises, in your dietary ingredients or
dietary supplements. For example, 1f consumers reporc
an adverse event with a batch of dierary supplements,
records containing a certificarion of accuracy of the

reference standards used and a history of their
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If comments assert that written procedures are necessary,
comments should include an explanation of why the requirement is
necessary to prevent adulteration including how such a
requirement would ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
Conversely, 1if comments assert that written procedures are not
necessary, comments should include an explanation of why the
requirement is not necessary including how, in the absence of the
requirement, one can prevent adulteration and ensure the
identity, purity, quality, strength and composition of the
dietary ingredient or dietary supplement. Further, we seek
comment on whether any of the proposed reguirements in this
section are not necessary to prevent adulteration and to ensure
the identity, purity, quality, strength, and composition of the
dietary ingredient or dietary supplement. If comments assert
that certain provisions are not necessary, comments should
include an explanation of why the requirement is not necessary
including how, in the absence of the requirement, one. can prevent
adulteration and ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
If comments agree that the proposed requirements are necessary
for reasons other than those we have provided, the comments
should so state and provide an explanation.
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Proposed §111.25(c) would require that you must establish a written
procedure for calibrating instruments and controls you use in
manufacturing or testing a component, dietary ingredient, or dietary
supplement and document that the written procedure was followed each
time a calibration was performed or that you must document, at the
time of performance, that the instrument and control calibration
established 1in accordance with this section was performed. The
proposed calibration requirement gives you discretion in deciding
whether to establish and fcllow a written calibration procedure. If
you establish a written procedure for calibrating instruments and
controls, you must document, at the time of calibration performance,
that the written procedure was performed. If vou do not establish a
written calibration procedure then you must document, at the time of
performance, that the calibration established accordance with this
section was performed. You must identify the following for
calibrating instruments and controls in any written procedure or at
the time of performance:
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surface in locations and in a manner that protect them from
contaminarion. This requirement is necessary TO ensure that your
portable equipment remains clean and sanitized until used;
othexwise, if the conract surfaces on the portable eqguipment or
urensils become contaminated, they could lead teo adulteration of
youy dierary ingredients or dietary supplements.

We invire commenc on whether we should require, in a final
rule, that you establish and follow a written procedure for
mainrenance, cleaning, and sanitizing. Further, we invite
comment on whether we should reguire that the person who performs
the maintenance, cleaning, and sanirizing described in this
sectaon document, at the time of performance that rhe

maintenance, cleaning, and sanitizing were performed.

pewcmmERee~—iEf—we-werE o require this in a f£irga r&EETHEBUtﬁ-~%b

conrain reenriTONANLS FOY BHOWING

[ ] ’w' :'.-__'-.-7’-_-" s =S ) e - o -, i
SaTtEIEEET ‘V
] w afal= 't‘: hod s g@d -
\ —
- t

M The initials-eox-<ns

maintenancey cxéa 1N
T : ‘
. The ln iyia Sl w rafie-—a o2
-

that ¢ interawes,"Tleaning, and sanitizin qf53r=_h‘15~
—u:"""gg:m i s ' g\

—?T:z“—\_/
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'E%GEE2§€§§§$I<;:DSE procedures may be helpful vo inform you that

equipment is being mainrained, cleaned, and sanirized regularly

and as frequently as is necessary based o 5 tual use as L//
opposed to the planned use, of the equxpment :
RA-NELd 0.0l eR i s DR RS e ST EHE L 1 F e e e t AL O
rare of" ian. using thar equipme ONET BT en ERCEEUE CIE 2
-‘q-""h..,‘

~ = - “‘-“‘h"‘ o A = " - " l r -
nYeg * - - LA wivle. .l - A - T W \/ -
compment on _whether writtizfg;gzgaﬁrasﬁﬁor maintenance, cleaningy ————
B eI pTSRt e n s TGO RS T XTEn ang | &Y

BSOS a-—t et B E LR #b= RE - DX QoS Faf—wWwerd - OWET S e gy e -

rd
‘"rnciaéadzgaﬁﬁ;é;aaL—aulaTmandﬂwhach&x_shexewa:a—gacc»dures. othesd
| TReR=EREe I i ' : A

As discussed later, proposed § 111.50(c) (4) would require
that you document, in the batch production record, the dare and
time of the maintenance, cleaning, and sanitizing of the
equipment and processing lines used to producing the batch.
Records that document the barch or lor number of each batch or
lor of dierary ingredients or dietary supplements processed using
a particular piece of eguipment or a particular utensil between

equipment startup and shutdown for mainrenance, cleaning, and
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If comments assert that written procedures are necessary,
comments should include an explanation of why the requirement is
necessary to prevent adulteration including how such a
requirement would ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
Conversely, 1f comments assert that written procedures are not
necessary, comments should include an explanation of why the
requirement 1s not necessary including how, in the absence of the
requirement, one can prevent adulteration and ensure the
identity, purity, guality, strength,and composition of the a%{{j
dietary ingredient or dietary supplément. {
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Observations, inspections, and checks of the equipment will help
you to determine if critical factors such as revolurions per
minjute, temperatures, pressures, process times, and automatic
documentation are being controlled by the system. Under proposed
§ 111.30(b), examples of conrtrols to ensure that the equipment
functions in accordance with its intended use include:

. Deteymining the extent and frequency of calibration,
inspecziong and checks to ensure proper performance;

. Derermining and using predetermined action plans when
an alarm sounds indicating an out-of-limits situation
or malfuncrion;

. Checking in-put and ocut-put on a sufficient basiz to
pravidz a high degree of assurance that input and
ouytpurt is accurate;

. Comparing manual calculations of dara with the
autamarted calculations on a sufficient basis to provide
a high degree of assurance that the automated
calculations are accurate; and

. Determining the adequacy of automated c¢leaning and
residue elimination.

We invire comment on whether we should require, in a final

rule, thar you establish and follow written proceduyres for the \///

calibration, inspection, and checking of automatic equipmenty&e———z—
e

Apppoprisse—way-., In addition, we invite comment on whether there
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are procedures, other than those mentioned, that we should

include in a final rule.é?jﬁsxu*} jich

For computerized equipment, you should note thar we already

-
-

have issued guidance documents thar may give you some helpful
informacion. The guidance documents are: “FDA Guide to
Inspectiong of Compurerized Systems in the Food Processing
Industry” (Ref. 39), and a “Guide to Inspections of Computerized
Systems in Drug Processing” (Ref. 62). Although we did not draft
these guidance documents for dierary ingredient and dietary
supplement firms, they still provide impertant advice on
establishing and using computerized systems in dierary supplement
manufacruring operations. Given rhe broad range in
scphisticarion, romplexity, and computerization in manufacturing
eguipment, we invite comments on whether we should regulate
computerized systems separately from other automatic equipment.
Although we are not proposing verification requirements in
this proposed rule., we are seeking comment on whether such
verification should be included in a final rule. Verification \V///
wculi&égsure that the processes using automatic, mechanical, and

electronic equipment consistently produce an outcome thart meets a

predetermined specification and any predetermined qualit g
. Waad be wnleed +1o . /”ﬂ

characteristics. Verification = 4t showk you \

whetlier your auromatic, mechanical, or electronic processes will

consistently operare as they should.
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If comments assert that written procedures are necessary,
comments should include an explanation of why the requirement is
necessary to prevent adulteration including how such a
requirement would ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
Conversely, if comments assert that written procedures are not
necessary, comments should include an explanation of why the
requirement is not necessary including how, in the absence of the
requirement, one can prevent adulteration and ensure the
identity, purity, guality, strength, and composition of the
dietary ingredient or dietary sppplément. Further, we seek
comment on whether any of the proposed reqguirements in this
section are not necessary to prevent adulteration and to ensure
the identity, purity, quality, strength, and composition of the
dietary ingredient or dietary supplement. If comments assert
that certain provisions are not necessary, comments should
include an explanation of why the requirement is not necessary
including how, in the absence of the requirement, one can prevent
adulteration and ensure the identity, purity, guality, strength,
and composition of the dietary ingredient or dietary supplement.
If comments agree that the proposed requirements are necessary
for reasons other than those we have provided, the comments
should so state and provide an explanation.
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We believe, in general, that scientific knowledge and

industry experience have defined rhe basic elements of a sound

+e
s

Qp verification syste includeﬂ:”;é;:)

Q"\ 5’7 = ri;!;e—fu;ningv;;é'tﬁ;r th:;:—a—ﬁacit;”éf the hardware

}\ 5<0€7 N matches its assigned funcniob' ﬁ\we&”gm’pre'w
;@“‘0’ (J{é‘& _ﬂ,«s%MMe device (RTDVFors
&}(Q / ‘Temperarure control,. isg rthe R¥P-capebleef—sensing oo

temperatures-threughout . the. pmcessingmcon&r-exl—-xaﬁgev}______,
has the RTD heen checked. for accuracy-in the-operasing—

o

temperature range(s), does the compurer -receive &€’ e M

-acturare signal from the RTD,” 4nd ddes the compuier <

el
...-—-—'-"""_'-—"&

So—

react o the RTD-signalts as—destgned’

/{;“\—v ,Z'éent: ifying and considering operarional limits in

: . . < R
establishing producrion procedures )__J\For"exampié:"_a?"—a

P
Jp—
e

T ——

P ™ S

preecwssT <
/,—5"* ,B@.temining whether the software matches the assigned

operarional funccion? Fer—erampie.,—if-sofowdtre g o

/_{—0 }/est:ing simulated producrion conditions including

- < .
“worst case” c:cndlr.:.ons) Egatpmeiit may function welle
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uwader-minimal production stress—hot F&lter under HQM
stresses—of equipment speed,. data input. overiod

frequent-or Continoous mHTEI-shift use, Unexpected o

sequences-or—order-of-evertsatid & Barsh envi Tonmentas

e .yePeaCing tests enough times to assure a reasonable
T . . _
T measure of consistent reproducible results, 4 T~ " "TTST T
—— — }}

genera:k—,—»at%e‘a’é‘t”ﬁﬁfé? -consesutive— suceessfultest ST
runs—-shoutd-vemade vo cover différenmyvperaving 7z

e N

comdivions. T

/__Z),,—~o /Eﬁmumentlng the verification prongDW
MMMM%WCSI and rest resulrs ————

that are specific and-meaningfult-tmrredarion e the oo

———

——attribagte-being-resred—For—example;, 1t & temperatuf:?
_sensor’s reliahility—ie—being-rested; ITwonldbe—— T

[

—nsufficiens-to--express—theregnltymerely—as "

“acegptable, ” without orher cualifying dara. such-as—<"
tompersturesTobyerved;durarion Ui the test T and—rhess =S -
{ ___Lemperature .range .rested —— Fhe—indtviduat-ts =TT
%\ responpsihle for conducting, rewviewing, pproval ©
the.serifi i idencifi ! S
~docunentasdeon: e

,(,_-—-—4 nitiating reverification when significant changes are
Pl

made to the system or when errxors are nored, Por—— ¢

J
example, reverificasiorn—is-needed mhsn—-a-maa-ox—-p-a—ece-nf-;:;——""" i

squipment ie-¥epiaced-and-wien softwarechanges—sueh~gs—p—"
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sime, remperature, sequence of rousineevents, ddara o———
edirs;- er -darta Wandting are wade T =T

ificartion el

ipment functions in accordance with its inrtended use as

described in proposed § 111.30(b). The controls esrablished
under propeged § 111.30(b) would routiﬁﬁ}y monicor certain

equipment opergtions. Egquipment ang-frocess verification is
primarily perforﬁéq\i%fore fir

confidence thar che fguipmént will consgistencly perform as it is

supposed to and tﬁgn’éign

errors are no . FDA believe

use vo support a high degree of

jcant changes ave made or when system

1t is important to verify that

equipment-performs as it should before first use and thereafrer

as needed. For example, when certain chalrges are made to the

gystem, verificacion is necessary for protecti
: greds: s _as 3 . -
& . Waﬁdw{"/ﬂ
’fﬂti;__.pxoeesﬂ. Although verification STEps 4 vary according to

the nature of the dierary supplement and the complexity of the

the integricy of

TIng

process, the basic elements of a verification system would be
generally E{'{']—lc?’:la Lo all dierary ingredients and dietary
@

y“ar¥ ben a,dgvt §0j7§y1 ]zsuun Would be A
sUpp ementﬁnfuﬁvzfizf e a foundacionl for building a comprehensive

approach to ensure that the equipment performs in a predetermined
ways Verirfivatton—is
iredludirg-But_nn
maaufac;uxing,pxoeeagv-+%a_eh&a—&ustaﬁEéT*rne_rErm**verééﬁcatton7§””"ﬂ
rpetudes—initialverificatton-and Teverificarion <3

bl—{“’ \/e.V‘tg“CCd'KW\ cowlal \W\POSQ QOH&‘IM QDS{S on
manu facturers, |

pr:
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Verifieasion-applies o all manuvfacturing—steps in.rhe-ersatiom oy
] E . 3 3 i Et"‘m . !'w-tjmllfﬁﬂ tas CIEE!fiIIQ, aj_"""

e gitk e measur -;'-ltg 7 W‘i" 3 BEry ot eudiﬂg I C@l!lpfég’s iIIQ 1 W
——packaging, and labeling. g —_

S

— T A B Ta e earier, ;g invite comment on whether automartic,
mechanical, and elecrronic¢ eguipment verificacion and
reverification elements that we have discussed should be done,
should ke included in the final rule as requirements, which would
include requiremsnts vo document the verification steps. -
Kddieiconally, we sesk oommspt--if-ether veification STEpE noT =l L//
dtsousEed heré 5aould be Included Bnd we Intend o considersuchys—"
~Somments—in-a—fisat-rwle ——Finally—given—the broad rangein o -—
aoph&a&iggzé@nvﬂaompiextty7"and~cemputertzatien~in~manufacrurrng“z
equépméﬁtv_gg invite comment on whether we should regulate Y

=

Tosert

computerized systems geparately from other automarnic equipmentvq *:159
E. EREroduction and Process Contyols (Proposed Subpart E)
Proposed suppart E contains producticon and process controls
to help ensure thart you have controls covering all wanufacruring,
packaging, label, and holding operations, and that those controls
will prevent adulteration of your dietary ingredient or dietary
supplement. We propose teo establish a framework in which
decisions abour producing a dierary ingredient or dietary
supplement are lefr to you, bur thart charges you with
incorperaring inte your production process, measures that are

designed to ensure that the dietary ingredient or dietary
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We seek comment on whether any of the proposed requirements in
this section are not necessary to prevent adulteration and to
ensure the identity, purity, gquality, strength, and composition
of the dietary ingredient or dietary supplement. If comments
assert that certain provisions are not necessary, comments should
include an explanation of why the requirement is not necessary
including how, in the absence of the requirement, one can prevent
adulteration and ensure the identity, purity, quality, strength,
and composition of the dietary ingredient or dietary supplement.
If comments agree that the proposed requirements are necessary
for reasons other than those we have provided, the comments
should sc state and provide an explanation.
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. Have your guality control unit approve any material
review and disposition decision.

You should review the public health significance of any
deviations from specifications or of any unexpected occurrences
re ensure that dietary ingredients and dierary supplements that
may have been affected adversely by a deviation do not encer the
marketplace. A material review and disposirion decision would
ensure that the disyuption of a manufacturer's business is
minimized when a deviation does occur. For example, if review of
a dierary supplement formulation does not conrain the required
identity, puriry, quality, strength, or composition, you can take
steps to dispose o0f the formulation before ir is packaged and
labeled. If the monitoring records are not reviewed, a dietary
supplement made with a deficient formularion may be placed on the - ?g¥3?
market, and a ¢estly and embarrass:ng recall may be necessary,ﬂﬂ#,#gkmﬂ ?$

Proposed § 111.35(i) ()() would require that rthis review be \,/
conducred by an individual from the qualiry control unit. This
is necessary to ensure thar the review is conducted by a person
who is qualified by training and experience to conducr such
reviews and who understands the production and inprocess control
system, understands the significance of a processing deviation,
and knows how to respond to a deviation. This will ensure that

the review that is conducted and the response to any deviartion is

appropriate. A Tnsert # 24
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Proposed § 111.35(j) would regquire the person who conducts

the material review and makes the disposition decision ro

document, at the time of performance, every marerial review and

disposition decision in proposed § 111.35(i). The documentation

must be included in tine barch production record. Proposed

§ 111.35(3) would require this documentation To:

o

Tdentify the specific deviation from the specification
or the unanticipared occurrence;

Describe your investigarion into the cause of the
deviarion from the specification or the unanticipated
occurrence;

Evaluate whether or not the deviation f£xrom the

specification or unanticipat occurrence has resulted
in or could lead to adulrerationiy For any deviation or
unanticipatred occurrence which résulted in or could
lead to adulreration of the component, dietary
ingredient, diervary supplement, packaging, or label,
the proposal would require thar vou reject the
comporent, dietary iagredient, dietary supplement,
packaging, or label, unless the guality control unit
derermines that inprocess adjustments are possible to
corvect the deviation or occurrence. You would be able
to reprocess a rejected component, dietary ingredient,
or dierary supplement if the guality control unic

approves such reprocessing. However, the proposal

“Rroposeed E111.35( J(4) uor & (egUE: !

T-883 P.28/31 F-448
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it between N L7 an pp a0



Jan=13-03 02:43pm From= T-883 P.29/31 F-448

%

221

srates thar you MuST ROTL Trepracess any component,

dietary ingredient or dietary supplement if it is

rejected because of contaminarion with microorganisms

or other coataminants, such as heavy merals. We

propose to prohibit reprocessing in such cases because

ir is unlikely that reprocessing will eliminate such

forms of contamination or will eliminate such

contamination wirhout adversely affecting the L///

component, dievary ingredienr, or dietaxry Supplemengij]
. Identify the action(s) taken ro correct and prevent a

recurrence of the deviarion or the unanticipated

OCCuUrrence; Qnd L////
. Discuss what you did with the component, dietary

ingredient, dietary supplemenn, packaging, or label.

For example, did you segregate the component? Did you

quarantine it until the quality control unirc decided

whether it should be returned to its supplier,

reprocessed, or desnroyad?//g;ﬁ”“frﬁw -
. Shotw-—t : e L

nateriat—disposicion-desiaton: (==

Proposed § 111.35(k) would require that you test or examine

components, dietary ingredients, and dierary supplements for
those types of contamination that may adulrerate or may lead to

adulteration.



Page 219, Insert # 24:
The reguirements of this section do not mean that the manufacturer
needs a large number of employees.
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shipment of red nerris¢s consisrs of raw cranberries, an
organclepric (visual vestr) may be sufficient (assuming thart you
recognize cranberries;. However, 1f your compenent 13 a chemical
substance, and ysu are trying to verify that a shipment of bulk
powder is that chemical substance, chemical analysis may be more
appropriate than an crganoleptic analysis.

Proposed § 111.3%5(m) would require that you must record the

resulrts of all testing and examinations performed in accordance

with this secti&gf} Your records must document whether the
tesring and examination demonstrates that specifications are met.

Proposed § 111.35(n) would require for any specification
thar 1is not met, that you must conduct a material review and
disposition decision under § 111.35(1) .

Proposed § 111.35(0) would require that you make and rerain
records, in accordance with proposed § 111.125%5, to ensure thac
you follow the requirements of this section. The proposal would

require these records to include, but would not lamit them ro:

» The specifications esrablished;

. The acctual results obrained during the monitoring
cperation;

. Any deviation from specifications and any unanticipated
occurrences;

. Any correcrtive actions taken;

. The disposicion decisions and followup; and

]

PR c«.k&“{‘ or emm:naﬂ;&ﬂ S Pergrwved on a{)t‘oa\wc:H'M k"d’d";
}’“4 must record “Fthe 8T cr  evanunalion Teguir n Yhe bakel

productan recovd i arcordasce with § L 50 )12).
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. The i1dentity of the individual gqualified by training
and experience who investigated any deviation from
specifications or unanticipated occurrence and the
identicy of the‘ind;v;dual from the quality control
unit wao reviewed rhe resulrs of that investigation,
These records wouald enable you to show, and for us to determine,
your compliance with proposed § 111.35. We generally determine
CGMP compliance oy ceaducting inspections, so records play an
imporrant role daring those inspections in determining CGMP
compliance.
2. What Requiremencs Apply to Quality Contrel? (Proposed
§ 111.37)

Proposed § 111.37(a) would require thar you use a quality
control unit to snsure that your manufacturing, packaging, label,
and holding operations in the production of dietary ingredients
and dietary supplements are performed in a manner that prevents
adulterarion and misbranding, including ensuring that dietary
ingrediencs and dietary supplements meet specifications for
idenriry, purity, quality, strength, and compositlon.;t1§i$r*— 4#%95;
manufacrturing pyoacess for an ingredient or a dierary supplement
can be a sophisticated process, and all organizational units rthat
are invelved in zritical formulation and manufac