
.” 
” 

. 
. 

LI
 

. 
_.

.,_
. I 



DEPARTMENT OF HEA&TH. ANDHD-MAN SERYIC~ES ,. .a,_. .I_" _ j. ,. 

Food and Drug Administration 

21 CFR Parts ll.l.and 1‘12. 

[Docket No.. 96N-0$171 

RIN OYlO-AB88 
1 ‘ 

Current Good Manufacturing Practice in Manufacturing, Packing, or 

Holding Dietary Ingredients and Dietary Supplements 

AGENCY t Fo,od" and Drug Administration, HHS. _ __ _. ., *_ _‘ 

ACTION: Proposed rule. 

SUMMARY: The Food and Drug Administration (FDA) is proposing ./" ",_ 

current good manufacturing practice (CGMP) regulations for' 

dietary ingredients and dietary supplements. The proposed rule 

would establi,sh the minimum CGMPs necessaryto e,nsure that, if ,, .,. ,.,.iL Li,li? "C&e&&r *~a~,.*~,* ( wti‘ w;ist"",.# ,i .\l*%.;fri'-, :,i A,"< LI.>*<,;L. 

YOU engage in activities .,rela.ted ,to,.~~,~~~~~~~~~~&ng, packaging, or 

holding dietary ingredients or dietary supplements, you do so in 

a manner that will not adulterate and misbrand such dietary " -a hw ~.P- . " A , , I(,., ,~I -4 ,x7, ,.a r&$~~ >,:*', .>.,,,',V.~{ i+: ,p**;,:,;~~, -73. ‘ ,,,x,<w.,; %- ::*r ,._ 

ingredients or dietary supplements. The provisions would require 

manufacturers to evaluat-e,, the id-en,tity, purity, quality, 

strength, and composition of their dietary ingredients and 

dietary supplements. The proposed rule is "one of many actions 

related to dietary supplements that we (FDA) are taking to 

promote and protect the public health. 

DATES: Submit writt,en.or electronic comments by [insert date PO i .__ 1,1" /. d,",.,%,_U., *,. ‘,f _.,, ‘ ,. a,. i". .*"_*Jr ""P,lXa .,,> "* ,,1 

davs after date of nub.li,qation in the FEDERAI'REGISTER] .' !&bmit I_ -, (j/B I -, -,'l)"*(- -,,, "&a., 1 / _- I ,i-. I ,," ,.,, 0 j , ~ : 

written or electronic co~~nts,op,,th~,-collection of inf0rmatio.n _,. q.1 ., rlr->‘,h I / 4 _' ;i :; 0 _, ,A:..* L_ ..e--*,~.,, ii"--"; ,*; _ ,., 

cf97107 



.,, . 

2 

by [insert date"30_days a,fter date, of publication in the'F$DERAL ,. " !"‘ . . . . . I 

REGISTER]. 

ADDRESSES: Submit written comments to the Dockets Management 

Branch (HFA-3051, Food and Drug Administration, 5630 Fishers 

Lane, rm. 1061, Rockville, MD 20852. submit electronic comments 

to http://www.fda.gov/dockets/ecomments. 

Submit written comments on the information collection to the 

Office of Information and'#egulatory~Affairs,“Office of ' 

Management and Budget COMB), New Executive Office Bldg., 725 17th 

St. NW., L-m. 10235, Washington, DC 20503, Attn: Stuart Shapiro, 

Desk Officer for FDA. 

FOR FURTHER INFORMATION CPNTACT: , 

Karen Strauss, 

Center for Food Safety and Applied Nutrition' (HFS-821$," 

Food and Drug Administration, 

5100 Paint Branch Pkwy., 

College Park, MD 20740, 

301-436-2371. 
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* 

(Proposed § 111.12) , 

3. ~What Superv‘isor Requirements Apply?, 

(Proposed § 111.13) 

C. Physical Plant (Proposed %bpart C> 4 
1. What S,anit.aVt$on, Requirements +pPlY to Your Physical .Y ' ,)" ,~ ,',,.I : ,, 

Plant? (Proposed § 111.15) ,i- ' I'- )' . .- /n .A* ,;,. .: 
2. What Design and CqnStruc~i~~~~~~~:e~uirements *APPlY to r ‘ ., >._.“_. 2 ,,_ _” .” _ .,i’“., ,^1 I 

your Physical P&ant,? (Proposed § 111.20) ‘ ,,I -.a% ..* *I ,"*,, .i ___ _ , 1 /r --._ 1 *. /, ‘_ _.- ~( _ 
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E. Production and Process Control,s. (Pioposed SpbPart E) .: I 



5 

3. What Requirements -Apply to Components, Dietary 
I, '. , 

Ingredients, Dietary Supplements, Packaging, and r /. , ‘ 

(Proposed § 111.40) ' Labels.Yw Rec$&vGk ,,_,_ x _. x. j _" ,_ , ,- 
. . .;: )<i 

4. What Requirements Apply to Est,ab,lishing a Madter 

* Manufa,cturin,g Record? '(Proposed § 111.45) 
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I. Background-. 

._. 

, . 

, 

DSHEA (Public Law 103-417) was signed into law,on October . 

25, 1994. DSHEA, among other things, amended,the- Feder,a,l'Pood, ,,- /, 
Drug, and Cosmetic Act (the act) by adding section 402(g) (21 ^, I .,j j ,. , .; ,. ai,,, .i ,, :.I_., *< .,;,ri,,i, i ,(i <** ‘ ,._ ,I .I ,_ . ,_ .,I / _. ._ ,_ < .i 
u.s.c* 342(g)). Section 402(g)(2) of the act provides, in'part, 

? : ' , 
that the Secretary of Health and Human Servi-ce,s (the Se.crei$ry) *, .; . . ,_ ,. ;,~ : . 
may by regulation prescribe good m&nufa.cturing practices for :' “ )_ ./i 

dietary supplements. Such regulations. shall, b,e.modeled .af,&r 

CGMP regulations for food.-and.,.may not impose standards for:-w,h,ich, ".~. 

there is no current ,and generally available analytical ,_ 

: . 



methodology. No standard of CGMP may be imposed unless such 
-, . 

standard is,inclu,ded in a regulatibn issued after notice and ." . . .4.,, -.,1-- <F 

opportunity for comment in accordance with 5 @k chapter V'i ' . . _j - : 
Congress enacted DSHEA to ensure'consumers.' access.tosafe 

I 
dietary supplements. In the findings accompanying DSHEA, ' ., )_ 

Congress stated thatimproving the' health status of 01s. citizens 
. ,. I 

is a national priority and that the use of dietary supplements ." . 

may help prevent chronic diseases and, mainta.ingood health‘ (Ref. 

1) * If dietary supplements are adulterated because they contain , " .) .‘ 
contaminants (such as filth), _____, j because they-do not contain the . . ,,___ , 

j 
dietary ingredient they are represented to contain (for example, 

a product labeled as vitamin C that actu"ally contains niacin), or 

because the amount.of the dietary ingredient thought to-provide a 

health benefit (for example, folic acid to reduce the risk‘of 

neural tube defects or c,alcium i,n, an a.mount..to reduce, the risk of 

osteoporosis) is not actually present in the supplement, then the ". 'I '- 
consumer may suffer harm or may not obtain the purported health 

.>" ". _- i r_.. .,, . _i/.._ / k,.&. '". ._ __ '. . -2:. .‘ 
benefit from their consumption. C.GNP regulations for'dietary ,_ ‘, 

ingredients and dlieta>y supplement's will help'to'ensure~th%'E‘ the 
- : 

potential health benefits that Congress identified as the basis ,. .4-, ̂ _.i ,, ‘, i,‘,_, f1 .__ j. ,"~ ,. : ,_ "_, 
for DSHEA ar~e obtained a,nd that consumers receive,the:dietary a"' ..I 

ingredients that'are stat;led pn the product label. 

DSHEA directed the "President to ‘appoint a.Commission on 
.: 

Dietary Supplement Labels (the dommission)'to consider several 
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issues under DSHEA needing clarification. The Commission has to 

conduct a study on .' and provide recommendations. for, the 1 : 
regulation of label claims and statements for'dietary ._LI" _..__, .). 7 r _ '4.' 
supplements, including the'use of Iiiterature 'in, connection,with 

the sale of dietary suppleinents'an~ p"roceidure~'"~f;>r- theeva%at~on 
," /T 

of such claims. In making its recommendations, ‘the Commi.ssi& 

was to evaluate how best to provide trut~~ii~;'I^scient;ficai~j;' 

valid, and nonmisleading information to cbnsumers^ so that‘ such a* 

consumers could make informed and appropriate health care choices 
" ; .,"._ 

for themselves and their families. The Commis,sion's report (Ref. 

80) states that the Commission supports the efforts of industry 
i. and FDA to develop appropriate CGMPs for 'dietary supplements. 

Guidance on the type of information that a,.,responsible 1 
-. ., 

manufacturer should have to substantiate statements of ' 

nutritional support and safety is also included in the 

substantiation files should include assurance ,that CGMPs were 

followed in the manufacture of -the'"produI%." i_ 1.‘\^, .*_ 3, .~ (, /, ;. ,_‘i, .*. ,(". 1_1 (, : 

B. The Advance‘Notice of ‘Protiosed Rulemakinq 

On November 20,'-19%, -re'- presentatives of-‘the'dietary ' 

supplement industry submitted to FDA an outline for CGMP ' 
,^ regulations for dietary supplements and dietary supplement ,. . . . . 

ingredients. We evaluatea .the outiin&‘ an$' det,e+ingd ~‘that‘,ii.e -s " -.I" _ -“ 

provided a useful starting point for developing CGMP regulations. 



Nonetheless, we 'believed that the industry outline"did‘not".' . _ ,,‘. * I_(,, I_. . . w>./*"._m c,..,.. .*" i iy;, Zr v.*, I...,*, (; , ", j " #_i _. 
a :‘- 1.3 ~! .i ) ., ,,‘- address certain issues that shoul’/ be.  #-ons$&gd.d when :, dk~-~~-&“~~s ” 

a proposed rule on CGMPS for dietary ingredients and dietary / 1 
supplements. For example, the industry outline'di$ notaddress " j_ 

the need for specific controls for automatic,.computer-controlled 

or assisted systems- ,.. .,. 

In addition to identifying a number of issue.s that were not 
,' 

included in the industry outline but on whi&we wanted public. 

comment, we also recognized that other int,erested parties, such .( I. .,. _. :" > 
as consumers, other indus‘try segments who> h,a"d4not participated'in - 

, 
developing the outline, and the health"care community should have‘ . . +x , ,,. r (I 
an opportunity to provide comments on CGMPs for dietary ' 

supplements before we developed a proposal. Therefore, in'th'e .. 

FEDERAL REGISTER of'February 6, 19'97 (6>~*FR 57Od)j' we ig&iga an 
i 

advance notice of proposed rulemaking (AWRY) &king for comments / : *_.,I XI, ^ j...i. 
on whether to institute rulemaking to develop 'CGMP"‘regulations , 
for dietary ingredients and dietary supplements 2nd what would ,_ 
constitute CGMP regulations for these products. 

._( .*-." ,‘( ..l,.- ," ".^ F _‘ 1 
The ANPRM contained the entire text of the industry outline. 

--- _ 
We also asked nine questions (which we disq,u,ss laterin section 

i ., ," I ;_ ,_ I . . . . . . "_. I, -.. _,"",. ,_ 
1I.B of this document) in the ANPR@I. The questions focused"on'V- 

issues that the industry outline did not ad&es& such as those L :' ,._" _..,\_ v. /.( ̂; ,_ * : 
issues,noted above. We received approximately'IO$letters'in 

response to the ANPRM. Each of -those letters 'cont'ained one or 
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. :_ 

more comments. The comments came from consumers; ConHXX& )._._i ,I _ 

advocacy groups, health care professionals,-' .;;ai+i;'lca&;‘. i : : ,‘I- 

professional organizations, industry, and industry trade 
~.i< - , 

associations. The majority'of comments responded bothto the 

nine questions we asked in the ANPW and on certain provisions 'in 

the industry outline. ,. We also address the comments on the nine 

questions in section 11-B of this document. I+ discuss 
j signif icant comments about C.~rtain~^'prbvis~~'~l;s "in yye * Y&-++$‘ '- 

outline in our discussion of related proposed ~Yequirements. 

Included with its comments to:.the ANPRM, 'the United States 
_. 

Pharmacopeia (USP) submitted a copy of its 'general chapter, 
*j ., I ,.; , -, i "Manufacturing @ra'ctices Eor, Nutrigionax 'ywb3g&g+ts;;; " .A, r,; :: L :L / ;". _, _-,i,:i,-. I L 

(Ref. 2) 

and in March/April 2002, USP'proposed revisions to this_,general ;/.- 1. .- 1 !>,, chapter to introduce provisi;iins -pz&rt:g~6~+G *Ag~oEa~ic;;~ ",.:&I ?I ;:- "%G '-: '/ -I. -- i‘ 
* L.y,.". I "_I ,, ,_"I I, .^ : j ,_ I, -..- I, " ~1 (.I 

preparations (Ref. 82). In,February 2000, w& Peceived a copy of 

the National Nutritional Foods Association's _ _,"^,._ 
(MI%> "NNFAGood ..- 

Manufacturing Practice in Manufacturing, Packing; or Holding 

Dietary Supplements" (Ref. 3). We found. that theindustry I' 

outlines published in the ANPRM, the USP matiufadturing 'practices, 

and the NNFA standards were useful in developing this proposed 
,, )_;- ".. I_ ."l,.;"l n. -a-- p, -,P~~.f."~-.~*- A _ .)"\ . 

rule. We included certain provisions found in'.thes,e outli<es in 

this CGMP proposed rule. These three outlines"indicate that 

dietary ingredient and dietary supplement ma&.+acturers alre,ady 
4 a 

recognize that there are basic, common steps need&d to' '- I' . 



manufacture a dietary ingredient or dietary supplement that is 
.j~ I 

not adulterated. For example, ,tlie',~e."pira^c'tick~ ~z&clu'de' ;+ ('. .(, 
: I," . : .:. : ., ,, II ,. ,- _, 

requirements for: ^ , ., : 
! 

* Designing and constructing physical plants that / i 
facilitate maintenance, cleaning, and proper 

manufacturing operations-or to preventmixup bet&n 
. 

different raw materials 'and prodircts'j 

e Establishing~'a quality 'cbntrol unit; " ' " ^- , j 
0 Establishing and foxlowing written procedures for': 

: _ 
1. Maintaining" anh~'cieaning e&$&it" afid'~uten$$'ls; 

. 
2. Receiving, testing, or'examining materials ' 

received and testing of finish&d product;' '.' ^- 

3. Using master and batch control records; 

4. Handling consumer complaints; and 

5. Maintaining records, for laborat:ory‘tests, 

production control, distribution, _, ,,, ~,a,,,. and consumer 

complaints. 
> -* 

Based on the ANPRM, the comments that.we received in 

to establish these CGlilP regulations for dietary in'gred~ents and' _, _.. .- 

dietary supplements. The proposed regulati'cks: wou$d'imp'ose* - ., 
,~ ,, 

requirements for: (1) Personnel, (2) physical plants;. (Sj : ;_ " " 
., 

equipment and utensils, (4) production and proEess contro-i.s;.'-(5.). -' 

_. ;, 

. . . . I ..I . .//_ ._. ). _I, ,. _, / I .x ., ^ j  _.” “. _  -. 
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holding and distributing; (6), consumer complaints related 'to good '^ 

.a,.,,/, * 
manufacturing practices, ..,". ,+ ,.~i,~~~-"~.~.~r~;"~ .v> //I_lx. ," " ,,". "_"S. ,., - . I , and (7) records' a;;a..~~~~b~~~~eplng. 

C. Industry and Consumer 0iitre;itch 
A‘_ I : ,. _. ,. : 

During 1999, we conducted a number of out$$ac.h,,acfivi,ties 
. . 

related‘to dietary supplements. We held several pubiic meetings 5I 
to obtain input from the public on developing our overall 

strategy for achieving effective regulation of dietary 
_i “ 

supplements, which could include est+lis.h,ing CGMP regulations. 

We also held public meetings focused specifically on CGMPsand 

the economic impact that any CGMP ~rule for dietary ingredients 

and dietary supplements may have on small businesses. 
.a 1 _ 

Additionally, FDA staff toured s&era,1 dietary supplement " 

manufacturing firms to better understand the manufacturing' 
I.- 2: _ .".. .i__. (I .! _, I 

processes and practices that potentially tiouldbe 'subject to a 
< 

.," ., I, CGMP regulation for dietary ingredients‘and“d<et,ary supplements. 

Each of these activities contributed to our.kno$ledge aboiZ*;‘the I ' \ 
industry. ,. 

, 
1. Dietary'Supplement Strategic Pian Meetings 

We held public meetiogs bn June 8 ana”jufy’io; i-#.$-‘~o. ,, . ‘. 

I 

collect stakeholdercomments on the development of our over&l .6 . '_ 1, _, .. .. 
strategy for achieving,effect$ve reylation of di‘etary“ ' 

.._ , , _.; ,/ .^". )' j- ;: ,-~.-. 
supplements. ,: .,a>< n: h."i .,_.s_ i-^,.,.)r"i~- I~',r~,~<-"~.*~p ./,. i‘.,.l.l' " We designed the meet;ngs to provide an ), , 

\ ,' . : . ";/. II.._ . opportunity ,,,~.__, ." 
for public comment on both the activities we should undertake as * , .".^ ,., ._.. ___ ._, ,"..j.,I._ ,. .i." ,j" ,._ ._. .,.,* I__ ̂ .__ I_ A,-* .-.. _ I... ., .- . . 
part of an overall stratkgy and 'e'fie. ijr'iori,tiiation'df'th;i;s~ :""&..'"“*~< c ci ‘,( 

‘_ ., -- j .\ s ; ., 3 I ,i ,_,, .* ~_ .. :'_; _i ,,, I. .: \, ;,._ .- 7 
t I 
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activities. t-l 'q, y. .#"( ., .-L _ - In fhg ndti&es' p& ~-yhbi?' mggtings, 
w-e‘ icGt$"+,&i the 

development of CGMPs for "dietary supplements as one activity that .;;.I (..,. / ,,-, (‘, .: .* * 1 . . i _ 
should be considered in an‘overafl strato'gy: ' ^ 4. 

During and after the strategic meetings, we received ' 1,,1 
comments from consumers, consumer 'advocacy'groups, heaith care *i- .I b-:'. - 
professionals, health care professional organizations, in;3ustry, ,,_,. _* ." ,- .,. ‘ .- .1,, I .._-. . "‘ 
and industry trade associations. The comm&nts addressed a,wide 

range of activities related to re~girlating dietary supplements., 

(These comen"ts can~b,e.,seen at-our Dockets Management Bra&h (see ,_ "_ I". . ,, _* ,/ ._.*_,. ‘., ~ .I _/ "~k._xl_ es *. ,_ _**/L^a* "~ ..;, I*.,_*xI-ib,^ ,.% _._.._, _jl*^",‘,,II . ..i.Y~...\i _. . * lsl ,. 
ADDRESSES) in docket number 99N-11‘74.) The ci;tiip&its ~eikrii‘iy . 

identified the development of CGMP'r&ulati&is'as 2 high priority ,, ., i 
activity that should be inciude.d in any FDA'.strategic plan'for. 

regulating dietary supplements. Some comments~that addressedl the 
I. ., development of cG~ps are 'se';irizea as fdiiow'$: I' -. '4-I .. 

0 'It would be useful to industry‘to have 'FDA"'establish " ,/_ ,- 1 ‘ ,_ _^.. j_ ,"i 
.___ -,i “,_“h1 

CGMPS especially 'for small and intei~~diate-siie:;-ii'~ms 
“_. 

I", )' / 
that are not-clear on what they should be idoing;' i 

industry, which would help prevent irresponsibl&“firms _" , _.,_I. ,;__ , _^_(_ ,- .j- ,_,j, j .I 
from making and selling adulterated products; ' : _ j 

* CGMPs‘should be'able to accommodate ,a wide variety of ., ‘ i ,, _, 
firms, that is, small and 1arge"firms that manufacture . I 
a wide array of different types of‘ products‘and "' 

,' 
ingredients; 3 



CGMPs should ensure that consumers get dietary 

supplements with the strength and the purity that 

consumers expect; 

CGMPs should ensure that every dietary supplement on 

the market has the safety, identity, purity, quality, 

and strength it purports in the label to possess; 

CGMPs should include ingredient identity .testing and 

other testing; 

CGMPs should ensure that dietary supplements are 

produced using a master formula procedure and produced 

in a sanitary'facility; 

CGMPs should require that manufacturers have documented 

evidence that their manufacturing process is under 

control on a 

CGMPs should 

ingredients, 

consistent basis; 

require manufacturers to test dietary 

particularly imported botanicals, for 

heavy metals, pesticides, and industrial contamihants; 

CGMPs should require expiration dating and testing for 

dissolution and bioequivalence; 

CGMPs should require that companies report adverse 

reactions; and 

CGMPs should include guidance on testing for ing‘redient 

identity and adulteration with toxic substances. 
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2. Small Busines,s Outreach Meetings 

We held public meetings on July 12, September 28, and 

October 21, 1999, to collect information from industry and' others 

that would help us to understand the economic impact on small < 
businesses of CGMP regulations for dietary supplements. 

Transcripts of these public meetings (docket number 96N-04>7, 

"Development of Strategy for Dietary Supplements") are available 

at our Dockets Management Branch or electronically at 

Public comments from,small businesses included bothsupport of . . 

and concern for CGMP"re@&tions. Small businesses expressed 

concerns about the cost and the time involved in complying'with 

any rule that contains the following requirements: 

e Conductirqtests to determine identity, purity, 

quality, strength, and composition of dietary 

ingredients and dietary supplements; 

0 Maintaining written procedures and rec&ds &cumenting 

that procedures are followed; and 

@ Providing data ‘that support-expiration dating. ' 

Public comments from,small business expressed support for dietary I 
supplement CGMP regulation. Some small businesses- (1 with'15 

employees) commented that they have CGMPs in place with written 

procedures tailored to the size of their operations. One small ;- _ ,_,i _. 
business with sales under'$l million commented that their plant 

.  
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materials received in fresh form are identified onsite by a 

botanist, and when the onsite botanist is not able to confirm 

identity, the plant material is sent to an outside J.aborat,ory 

that conducts chemical analysis to confirm identity. 

3. Site Visits to Dietary Supplement Manufacturing Firms 

During the summer and fall of'1949, we‘visited eight dietary 

supplement manufacturing firms. These visits included firms 

that: (1) Manufacture a vitamin using a fermentation process; (2) 

grind, sift, blend, and otherwise treat raw agricultural 

commodities (e.g., botanicals); (3) manufacture dietary .' 

ingredients for use in manufacturing dietary supplement tablets, 

capsules, softgels, and"p&ders; (4)"manufactu're di_etary"- ' -, _. 

supplements for packaging and labeling by others; and' (5) 

manufacture, package, and label dietary supplements under their 
_‘ I_ . . .I,, ,. 

own and others' labels. The firms variea'in size and were' 

located in several parts of the country. 

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

0 Using CGMPs similar. to those included in the &.NP$M; 
. 

@ Using automatic systems to quarantine, segregate, 

approve, and release inventory; 

* Following written procedures; 

0 Having quality control units with the responsibility 

and authority outlined in the .&NPRM; (+ 



. 

a Performing oneor more tests on dietary'ingredients and 

dietary supplements to determine the identity, purity; 1 
quality, strength, and composition; 

0 Verifying the reliability' of‘suppl'iers"' certifications; 

and 

e Documenting and maintaining records for certain 

procedures; such as master and batch production,' ‘_ ". ,_ I. I 

quality control and laboratory operations, 

distribution, and processing consumer complaints. 

D. Food Advisorv Committee Report 

In February 1998, the Food Adviso,ry Committee (FAC) 

established a Dietary Supplement Working Group to consider what . . , 
constitutes adequate testing for identity of different dietary 

ingredients and what,records .are necessary to demonstrate that 

CGMPs are maintained throughout the manufacturing and 

distribution process. The working group issued a report that 

discussed the selection of the most appropriate and reliable' 

identity test and the general principles for consideration in 
_ i 

setting performance standards for such tests 'i&f. 41.‘ The 

report also identified,,the types of records that wou1d.b.e : * ,l.s,a -, .: 
necessary to demonstrate that CGMPs are maintained'throughout the 

manu,facturing and distribution process. On June 25, 1999,' the :_ 
working group presented its report, in draft form, during an FAC! 
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public meeting. Were.ceiyed public commen.ts during and after the 

June 25, 1999, public meeting. 

Although this proposal does not address dietary ingredient 

identity testing in the same detail as the working group's ;., 1 
report, we con,sid,er,ed theireport in developing requirements for 

identity testing and CGMP records requirements in this proposal. 

The working group's report may be useful in developing industry 

guidance to supplement a,C!GFP regulation for diet&y ingredients 
I I, 

and dietary supplements. We discuss dietary ingredient and 

dietary supplement identity testing and recordkeeping for CGMP 

proposed requirements in more detail later in this document. 

E. FDA's Decision to Propose a Rule _ ,^ 

This proposed regulation, which sets forth proposed CGMPs 

for dietary ingredients and dietary supplements, is part of our 

overall strategy for regulating dietary supplements in a manner 

that promotes and protects the public health. Before drafting 
. 

the proposal, FDA considered public'comment in response to the 

ANPRM and to public mketings, observations at site visits to 

dietary supplement manufacturer,s, and advisory group reports. In 

drafting this proposal, FDA used, in part, the industry coalition 

outline that was published as 'an ANPRM (62 FR 5700)‘ in whi& the * 
industry adopted broad provisions beyond those found in part 110 

_". 
(21 CFR part IId): FDAis‘PurPose^at this p&Posed rule stage is 

,,. I _. / "_ ,. 
to present a broad enough scope so that it may receive comment on " ;.. 



^ , ”  i “ , . .  I  . ,  .  .  -  - ,  

/ , I ,  ,‘ _ . . , ; . .  , .  .  4 . .  

2 1  

th e  d e p th  a n d  b re a d th  o f w h a t s h o u l d  b e  c o n s i d e re d  b y  th e  a g e n c y  

i n  d e v e l o p i n g  a  fi n a l  ru l e . O u r i n te n t i s  to  p ro v i d e  th e  p ro p e r 

b a l a n c e  o f re g u l a ti o n  s o  th a t d i e ta ry  i n g re d i e n ts  a n d  d i e ta ry  

s u p p l e m e n ts  a re  m a n u fa c tu re d  i n  a  m a n n e r to  p re v e n t a d u l te ra ti o n  

u s i n g  re c o g n i z e d  s c i e n ti fi c  p r i n c i p l e s  a n d ' b d th i n d u s try  & d  
," 

c o n s u m e r e x p e c ta ti o n s  th a t a re  re a s o n a b l e  a n d . a p p ro p r i a te . 
1  

T h e re fo re , F D A  s e e k s  c o m m e n t o n  w h e th e r e a c h  o f th e  p ro p o s e d  

p ro v i s i o n s  a re  n e c e s s a ry  to  e n s u re  th e  s a fe ty  a n d  q u a l i ty  o f 

d i e ta ry  i n g re d i e n ts  a n d  d i e ta ry  s u p p l e m e n ts  a n d  w h e th e r th e y  a re  

a d e q u a te  to  p ro te c t th e  p u b l i c  h e a l th . In  a d d i ti o n , w e  s e e k  ' -  

c o m m e n t o n  w h e th e r th e re  a re  c e rta i n  p ro v i s i o n s  th "a t a re  n o t 

p ro p o s e d  b u t th a t m a y  b e  n e c e s s a ry . C o m m e n ts  s h o u l d  i n c l u d e  

j u s ti fi c a ti o n  fo r w h y  p ro v i s i o n s  m a y  o r m a y  n o t b e ,n e c e s s a ry , 

i n c l u d i n g  s u p p o rti n g  d a ta  w h e re  a p p ro p r i a te . If c o m m e n ts . a s s e rt 

th a t c e rta i n  p ro v i s i o n s  a re  n o t n e c e s s a ry , ' c o m m e n ts  s h o u l d , 

i n c l u d e  a n  e x p l a n a ti o n  o n  h o w , i n  th e  a b s e n c e  o f th e  re q u i re m e n t, 

o n e  c a n  e n s u re  th a t th e re  w o u l d  b e  a d e q u a te  p ro te c ti o n  o f th e  

p u b l i c  h e a l th  w h e n  th e re  i s  r i s k  o f a d u l te ra ti o n . C o m m e n ts  a l s o  
. . . ,,_  I )  . . 

s h o u l d  a d d re s s  w h e th e r th e  g a i n s  to  c o n s u m e rs 4 &  ~ ~ & & c t s a fe ty  

a n d  q u a l i ty  a re  w a rra n te d . M o re o v e r, a s s u m i n g  th a t th i s  

p ro p o s a l  d o e s  a d v a n c e  th e  p u b l i c  h e a l th y , c o m m e n ts ‘s h o u l d  a d d re s s  

w h e th e r th e re  i s  a n y  re a s o n -to  a p p l y  d i ffe re n t re q u i re m e n ts , 

i n c l u d i n g  g re a te r o r l e s s e r re q u i re m e n ts  o n  s m a l l  fi rm s  a s  

c o m p a re d  to  l a rg e r fi rm s  a n d  th e  ra ti o n a l e  fo r d o i n g  s o . 
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Finally, comments should address the agency's legal authority to 

issue these regulations. 

In deciding whether to propose CGMP regulations for dietary 

supplements, we asked ourselves: ..-<. 
0 

Why are cGtip re*iati6tis ‘neeae”;i$ ‘- .’ 
. “-’ 

a How will CGMP regulations-take into- account technical 

feasibility? and 

e How can FDA help industry achieve compliance with 

CGMPs? 

1. Why Are CGMPs Needed? 

CGMP regulations for dietary ingredients and dietary 

supplements are nec~es:saryto promote and protect the public 

health. In addition, CGMP regulations would benefit consumers 

economically and would benefit industry. 1 

CGMPs help protect the public health. a. 'The dietary 

supplement industry is one of t&e-fastest growing product areas 

that FDA regulates. In 1999, -~~~~~~tion‘rnagazine conducted a 

survey entitled "Consumer Use of Dietary Supplements" (Ref. 5) - 

The survey used data from telephone interviews with a nationally- 
representative sample of i ;-b‘o"b ,~~,d~~-~~ ,.i"i~~~9 .~-ril 'd~~skE;oi.~~ 'jwith _. ,,, _, 

telephones in the continental United States. The-telephone 

interviews were done in April and May, 1999. Using population 

estimates based on the Census Bureau's March 1998 Current 

Population Survey Estimates, the survey stated that approximately 
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186,014,71.2 adults iive in the households with telephones 'in the 

United States and that an estimated 158.1 million of these, 

Americans in households with telephones use dietary supplement 

products. These consumers 'spend approximately $8.5 billion a 

year on dietary supplements. The survey also found that: 

* Only 41 percent of the surveyed consumers who use 

vitamins and minerals think they are very safe and only 

50 percent think they are somewhat safe; 

0 Only 24 percent of the surveyed consumers who use 

herbal products think they are very safe; and only 53 

percent think they are somewhat safe; and 

0 Twelve percent of the surveyed consumers who have used 

dietary supplements say they have experienced side 

effects or adverse readtions from their use of dietary 

supplements. 

The survey also found,strong public support for increased 

Government regulation of dietary supplements; 74 percent of the 

surveye"d consumers re$orted that they think that the Goverriment 
! ,I. "._, ,.,. _I_.. ",.. ,,, . II. 2 "‘ _ ;.., 

should be more involved in ensuring that these products are safe 

and do what they claim to do. 

However;' unlike other major product areas,,, there are no FDA ,, 1, 

regulations that are specific to dietary ingredients and dietary 

supplements that establish a minimum standard of practice fbr 

manufacturing, packaging, or holding. The absence of mini&m 
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standards has contribut,ed to the adulteration and misbranding of i.A _. 
dietary ingredients and dietary supplements by contaminants or 

because manufacturers do not set and meet specifications for 

their products, including specifications for identity, purity, 

quality, strength, and composition. Thus, CGMP regulations are 

necessary to protect the public health because a CGMP rule' would 

establish a minimum standard of practice for manufacturing, 
/ 

packaging, and holding dietary ingredients and dietary 

supplements. 

The following examples illustrate the wide range of dietary 

ingredient and dietary supplement adulteration caused by 

manufacturing, packaging,‘ or holding practices. 
! 

The examples, 
,,x .,,‘_~” .,,_,.; /TV \“.1.,.W.^ ._((_, “d”.. _. __  __  . ,. ,< .,, 4( /,^ 

although not exhaustive; demonstrate why CGMPs are necessary 'to . 

protect public health: 
i * 

0 In 1997, we' received an adverse event report (AER) 

regarding a young“wsman-bho had taken a dietary 

supplement and experienced a life-threateninq‘abnormal 

heart function (Ref. 6). We investigated the AER and 
, 

determined that the dietary supplement the woman 

consumed contained Digitalis lanata, a plant that can 

cause life-threatening heart reactions (Refs. 6 through 
. ,. 

10) . We found D. ./ -*y"^ . . . . -,/*. 1" I_ I. _,(_ :. - jl ̂ ^ r .1 
lanata in samples of raw material ti 

labeled l\plbntain" 
_, i,r, _  -,__,. -_ e;-. <. )’ 7’ _,,-i. ,, 

that was a dietary ingredient ,in one 

of the dietary supplement products used by this woman 
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(Ref. 6). A nationwide listing of manufacturers 
__ '_ 

indicated that 183 firms may have used the contaminated 

dietary ingredient ,in dietary supplements.. The 
proposed CGMP regulations, had they been in effect, 

would have'required identity and purity tests of 

dietary ingredients and,die,tary supplements and would 

likely have prevented the use of the D, lanata in these 

dietary supplements. 

l In 1998, the Ame~rican Herbal Products Association 

(AHPA) surveyed its members about commonly adulterated 

botanicals and methods useful in detecting adulteration 

in botanical‘s ‘(Ref. 11)‘. .' AHPA members 'identified 43 

botanicals, including D. lanata contaminated.plantain, /' 
: that are commonly adulterated with contaminants,.'the .. 

common adulterant for each botanical, and a method for 

identifying the adu1teran.t. For example, aflat,oxin and 

mycotoxin (toxic compounds produced by certain molds) 

are known to contaminate certain herbal and botanical 

dietary supplements (Refs. 11 through 14). I / ; ,_ l_,..,_ ,I_,_ ., "., .) ~: , Under this 
proposed rule, a manufacturer would have to establish 

specifications for botanicals that may contain to,xic 

compounds and conduct testing to ensuree that there are 

not toxic compounds present that may adulterate the 

dietary ingredient or dietary supplement. 
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l We have found manufa"cturers using nonfood-grade 

chemicals to manufacture dietary supplements (Ref. 15). 
/ ., 

The proposed rule would require that manufacturers 

establish specificati%ns for components used in I 

manufactur$ng and also would require manufacturers to 

establish.and follow laboratory control procedures that 

include criteria for establishing appropriate 

specifications. The proposal would. further"re$ire 
. . 

manufacturers to-conduct testing to confirm that their 
.). 

specifications are met. 'These require-ments, if ' 

finalized, 'would ensure that manufacturers establish 

and use appropriate criteria, such as using food-grade 

rather than industrial-grade chemicals, and would 

ensure that manufacturers conduct testing to coniirm 

that food-grade chemicals were received,"from the I-.' 
supplier. 

0 Also during inspections, ._ we have found insanitary 

conditions in physical plants where dietary ingredients .- 

or dietary supplements,were manufactured, packaged, or 

held (Ref. 16). Pest infestation, b&ding Andy ' 

equipment defects,' atid IeakirGj pipes that drip onto 

dietary supplements are examples of insanitary _ , / (,, ," / , _I/. iii-L",. .I.., X,l 7 ,n:? 

conditions that we have found that may lead to product ,. _‘ . ,^b\ 
adulteration and,could cause c.onsumer -illnesses and ;., < ". 

.,. ,. - ,. i. 
_ 



27 

injuries. The proposed rule would require a 

manufacturer, packager, or holder to maintain its 

physical plant used for theseactivities in a sanitary 

condition. 

0 In the past, we have been involved in the recall,of 

dietary supplements contaminated with lead (Ref.'17), 

salmonella (Ref. 181, Klebsiella nneumonia (Ref.S 191, 

botulism (Ref. ,20), and glass (Ref.'2-i). die&i ' - 

contaminants can cause serious illness" or injuiy'and, 

in the case of lead, may result in chronic irreversible 

cognitive defects in children and progressive renal 

failure in 'adults. ?%k proposed rule wouz,d. rep&e \ ,_ _l?_^ ;- L a 
dietary-ingredients and dietary supplements to be 

manufactured, packaged, and held in a manner that < ii.. 
prevents adulteration, including adulteration by the 

contaminant& such as those described. 

0 We also have been'involved in recalls for super; 'and" 
‘. I_ 

subpotent dietary supplements. Recalls of sup&potent 

dietary supplementshave included the ,fol‘lowing dietary 

ingredients: Vitamin A {Ref. 221, vitamin D (Ref. 23), 

vitamin B6 (Ref. 241, and selenium (Ref. 25). Each of 

these d&etay supplements contained dietary ingred&nt 

levels that could have caused serious illness or' 

injury. Illnesses or injuries such as nause,a, I , ,,, ,, ^ ", 
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vomiting, liver damage, and heart attack were reported 

from superpotent niacin at an average level of 4.52 
- 

milligrams (mg) niacin, well above the upper limit for 

adults of 45 mg daily (Ref. 26). Recalls for s&potent 

dietary supplements have included a recal~'o*f*'fo'i~c .)_ 

acid because the dieta&supplement contained.34‘ 

percent of the declared' level (Ref. 27). Such a 

product would be misbranded under sectjon 4.03 ofithe 

act (21 U.S.C. 343). Folate plays a well-documented 
* 

and important role in reducing the risk of neural tube 

defects. tieural tube'birth defects, primarily spina 

bifida and 'aneticephaly, cause serious lifetime 

debilitating injuries and disabilities, and even'death: . 

Thus, use of subpotent folic a&d by Gomen who are or 

may become pregnant may result in Tin&eased risjcsiof * ,^ > 
having a ch$ld with a neural tube defect. The“proposed- 

rule would require manufacturers to establish 

specifications for the dietary supplement the 

manufacturer makes ‘Cd tinen meet those specifications. 

Therefore, if the proposed rule is finalized, if'the 

label for a folic acid supplement‘declares that, the 

dietary supplement contains a certain level of folic 

acid, the folic acid supplement must actually contain 
., Ii ,j (0 

that level, or we would~consider the f&c acid 
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supplement to be adulterated under section 402(g) of 

the act. 

0 Other recalls have been necessary-because of,undeclared 
: 

ingredients, including color additives (Refs. 28 and 
‘I 

29), lactose (Ref. 30), and sulfites (R,ef. 31) 1 

Undeclared ingredients, such as color additives,' 
: 

lactose, and sulfites, may cause~potentially dangerous 

reactions $n susceptible persons (Ref. 32). The 

proposed rule would r.equi.re manufacturers to verify 

that the correct labels have been ahplied to dietary 

ingredients and 'dietary‘suppiements produced. The 

master manufacturing record would h,ave-to identify each 

ingredient required to be declared on the ingredient 

list under section 403 of the act. 

0 A study found that dietary ingredient content varied 

considerably from the declared content (Ref. 33'): 'The 

study examined ephedra alkaIoids in id herbal dietary 

supplements containing ephedra (Ma Huang) to determine 
i_ _I ., _., I_) -‘ . - ., ‘~. ,) " '.f -; '_ _; ,‘ 

their ephedra alkalqid content. This study found that 

norpseudoephedrine.was often present in the ephedra 
j"", *, I.-.- ,, ;,_ .I ._ /, 

dietary suphlements. The study also observed 

significant lot-to-lot variations in alkaloid content . .., 
for four products, includ,ing'one product that had lot- 

to-lot variations of ephedrine, pseudoephedrine, and 
-. ~. __ , I; _". , 
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methylephedride that exceeded 180'percent, '250 $ercent, 

and 1,000 percent, respectively. Half of the products 

tested differed in their label claims for ephedra 

alkaloid content and their actual alkaloid content. In 

some cases, the discrepancy exceeded 20 percent.' One 
product did not have any ephedra alkaloids. Lot;-toTlot 

variation in di,etary ingredients is a public health 

problem particularly because conditions of use 

recommended,or suggested in the labeling of die&y 

supplements are presumably‘based'on‘thG dietary 

supplement containing a certain amount of the dietary 

ingredient. If the dietary supplement cont.ains, more or 

less than the amount that the manuf&xrer~re~resents; 
._ 1 

then the consume,,r,,does.not receive the. potential'health * . * 
benefit from the dietary supplement or is exposedto an 

amount that could present risk of injury or illness. 

The proposed rule would require manufacturers to 

establish controls, including master manufacturing and _- 
batch production recoLds to ensure that they use'the 

. 
correct amount of the dietary ingredient to produce the 

dietary supplement, and that,they apply the correct ' 
label to the dietary supplement. 

e A private company analyzed a sample of dietary 

supplements'and found that some&etary supplements did ,. 
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not contain the dietary ingredients claimed on the 
., "",_ 

label (Ref. 34). The study found that 25 percent of 

gingko biloba products, 20 percent of saw palmetto, 33 

percent of 'glucos&min&, dhrondroitin and combine'd : :, 
glucosamine/chondroitrin, I' _., and 50 percent of SAMe:did 

not contain the dietary ingredients claimed in their 

product labels. The prbposed rule would rehire 

manufacturers to establish and meet sp&cifi"c%tXohs fcr" . ' 

the identity', purity, quality, strength, and 

composition of dietary supplements. .- I 

Given the wide range of public health concerns presented by 

the manufacturing, packaging, and holding practicesfor" dietary 

ingredients and dietary supplements, a comprehensive system~of 

controls is necessary to prevent a"dulteration and misbrand+ng. 
1 ~ 

CGMPs are intended to estdblish such a comprehensive system. 
*i 

Manufacturers who operate in accordance with CGMPs would be less 

likely to distribute adulterated and misbranded dietary 

ingredients or dietary supplements.than those'"$ho *do 'n&me&t the 

requirements. Quality assurance will maximize the probabiiity 

that unadulterated dietary supplements will're‘$"chthe ' i 

marketplace. 

Establishing CGMP regulations for dietary supplements' is 

only part of our broad science-based regulatory program for 
s ._ : *". _ i 

dietary supplements that is necessary to give consumers a high 
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degree of confidence,in the safety, composition, and labeling of ,_ " 
dietary supplements. Aside from our CGMP‘efforts, we have taken 

other steps to prote& the public health, such as‘: : ?> '. 

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

l Reviewing new dietary ingredient notifications 'c:o 

ensure that new dietary ingredients are reasonably 

expected to be safe .under' sectio-n'~4~~3"Wof the act“ (21 _ _ j‘ ' 

U.S.C. 3.5Ob); 

l Evaluating the nutrition labeling of dietary 

supplements; 

l Monitoring, through AERs voluntarily submitted to FDA, 

the occurrence of adverse events to identify 

potentially unsafe products; and 

e Taking compliance actions against products that 'are 

adulterated or misbranded. 

The CGMP regulation, if finali,zed;~-w8u~-d; a%ong'with our other . ~ ,_ ,I. .; ._ 
dietary ingredient and dietary supplement initiatives, contri‘bute .,. r " ‘./ _ 
further to the protection of public health. 

, _ .,. _,I : 
I 

b. CGMPs benefit consumers and industrv, In addition to _ ., _* , / ,,. 

the public health benefits for consumers, CGMP regulations: for ~ ( ., . .‘ -- . 
dietary ingredients and dietary supplements will benefit 

consumers in'other ways. Consumers should not have to wonder 
l,.l,~. _* . , . . c.-, i ~ 

whether the dietary supplements-they buy are adulterated or -. .' 



whether they containthe correct dietary ingredients or contain ., , ."_ ‘, II 
. ;..m % A‘ ~ +._ XI x _ : i the dietary 'ingredients' i'n“the amount stated,~~on...,the proaud't's ." 

label. Consumers who purchase a product tha't does not contain 

the amount or strength listed on the label experience an eoonom~c ' 

loss because they are'paying for something that they did not 

receive. CGMPS would require manufacturers to 'e'Ftablish .and meet 

specifications for identity, "purity, &aiit~y,~'str&k~t"fi and' .' *' 
5, 

composition of dietary supplements to help ensure that consumers 

buy dietary supplements that are not adulterated; contain the 

dietary ingredients declared on the productI‘s'lab'el,“ain$'"cbn~ain 

the amount or strength listed on the I:abel,.‘ 'iiherefore; 'CGikiPs i_ 
,_I___ .," . ;. _ .- & 

would benefit consumers. 
" / " '"' 2 

CGMP regulations for dietary supplements might also benefit 
,_ - 

some establishments in the industry, although We'cannotbe' 

certain about the magnitude dr'the~'i~~zaen~~;'ld~ -Ithe benefits. 

Manufacturers may not always have' sufficient privateA'incentives 

to adopt good manufacturing practices, but when they do so, they 
d , "~ j /_ _ ‘, ~. _, + might increase thei'r "eff$oiency over time. /_ r--i- (1* ., ", "i,., ,.,. ",_ x i, ,1, .Y1 A :,:.‘c, :*E.-2w, <~,,*-A ": -" ., : ‘.. .-I. j , 

By controlling their ,. 
manufacturing practices, dietary ingredient and dietary 

supplement manufacturers canreduce manufacturing errors, -the _, ,./ .,.. .i' ! "" 
number of consumer complaints and product returns due to *$ality, 

the number of rejected batches, equipment-downtime, and increase 
I 

their productivity which offsets some of the'cost of adopting the 

controls. 
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Additionally, a CGMP rule would crea.te uniform minimum ,,. 
standards for manufacturers that would apply to 511 dietary 

ingredient and dietary supplement manufacturer-s. All 

manufacturers would have to meet the'same CGMP requirements, so 
8 

no manufacturer would gain an economic advantage by using“ 

substandard manufacturing, packaging, or holding standards or by 

not observing any good manufacturing, packaging,, or h.biding '4 " ^ 

practices. Having uniform standards might increase general 

consumer demand for these products due to increased consumer 
/. 

confidence in their quality, although we cannot be certain'.this 

will happen. 

2. How Will 

Feasibility? 

CGMP‘Regulations Take Into Account Technical 

In developing this proposed rule; we were careful not]to 

propose requirements that are not technically feasible to meet. 

In some areas where there has, been scientifi.c,qtudy but wh&e the ,; ; ,, "., . , *. ., 
science is still evolving, the proposal recognizes the'evolving 

state of the science, but would give you maximum flexibilidy iri 

meeting the requirement. For example, there are tests available 2 
for identity, purity, quality, strength, and composition of 

certain dietary ingredients or dieta'ry‘suhplerr;~~~"s: / I ._ ,. _*_._ P. ?" . ,: , 
Because many ' 

tests for identity, purity, quality, strength, and composition of 

dietary ingredient or 'dietary supplements have not been , 

officially validated,' the.proposal would permit tests using 



35 

methods other than those that are officially 'va'lidated. Eiy using 

the term "officially validate-d," -tie mean that the method is i _ L . (/ ^^/ ~,- _ ,. ,. '.' )j ./ ,, 
validated using an interlaboratory collabdrative'study by '6hi.ch a 

proposed method is validated by independent.testing in separate 
1. 

laboratories under identical conditions (Ref. 35). Ari AOk ' 

International (formerly the Association.of Official Analytical 

Chemists) Official Method is an example- of an officially 

validated method. We discuss'test methods validation in mpre 

detail later in this document. 

In areas where scientific study is stillSevdl;iing; wei did 
/ ,-j, r 

not propose specific requirements. For example, we did not :,I., ; _,. . 
propose-requirements for-dissolution, disintegration, 

bioavailability, or expiration dating. In those areas, it'may be 

premature to propose a requirement at this time. In the preamble 

to this rule, we identify those areas where additional scientific 
I_ ., . _X,,.,, 

study is necessary before &can propose a dietary supplement 

CGMP requirement. For example; we did not identify defect action 

levels (DALs) for die:tary incjredients "because there are 'not 

enough data availab1.e: to identify an'apprbpriate DAL for most 

dietary ingredients. Likewise, further study is needed-for some 

dietary ingredients before dissolution, disintegration, 
i ' '_ 

bioavailability, expiration dating, or other quality standard 

requirements can be proposed. ,; ^' . ,-, /) . 
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3 . H o w  C a n  F D A  H e l p  In d u s try  A c h i e v e  C o m p l i a n c e  W i th  C G M P s ?  ^ _ i _  /,.. (. 
D u r i n g  s m a l l  b u s i n e s s  o u tre a c h  p u b l i c  m e e ti n g s  a n d  i n  

-  
c o m m e n ts  to  th e  A N P R &  m e m b e rs  o f th e  d i e ta ry  s u p p l e m e n t i n d u s try  

to l d  u s  th a t th e y  w o u l d  l i k e  o u r h e l p  i n  d e te rm i n i n g  h o w  to  ." 
i m p l e m e n t C G M P -re g u l a ti o n s  fo r d i e t& y  i n g re d ‘i ' e j n ts  a n d  L  _  

". _  
s u p p l e m e n ts . W e  h a v e  h e a rd  th a t i s s u i n g ~ g $ d a r & e  ' d o c u m e n ts  a n d  

e d u c a ti o n  a n d  tra i n i n g  w o u " l d  b e * ' h e i p fu l . /L  * * W e  * i n v i te  c o m m e n t o n  

th e  u s e  o f g u i d a n c e  d o c u m e n ts , e d u c a ti o n , tra i n i n g , o r o th e r 

a p p ro a c h e s  a n d  p o te n ti a l  s o u rc e s ' o f e d u c a ti o n  a n d  tra i n i n g '  th a t 

y o u  b e l i e v e  w o u l d  a s s i s t-i n d u s try  e ffo rts  to  i m p l e m e n t th e '  

p ro p o s e d  C G M P  re g u l a ti o n s , i f fi n a l i z e d  a s  p ro p o s e d . >  I 

F . P ro n o s a l  H i & fi g h ts  a n d  R e q u e s ts  fo r ' C o m m e n ts  -  ,. 

T h i s  p ro p o s e d  ru l e  i s  i n te n d e d  to  e n s u re  th a t m a n u fa c tu r i n g  

p ra c ti c e s  w i l l  n o t re s u l t i n . a n  a d u l te ra te d  d i e ta ry  s u p p l e m e n t I , .a . 

a n d  th a t s u p p l e m e n ts  ' a re  p ro p e rl y  l a b e l e d . , T h i s  p ro p o s e d  ru l e , 

i f fi n a l i z e d  a s  p ro p o s e d ,' . _ . _ o . y _  % l *  " j . ._ . w i ' .l  ' g T ;&  c ' b n s u m e rs  g r & & tg r c o n fi d e ;& & *  _ _  *  

th a t th e  d i e ta ry  s u p p l e m e n ts  th e y  c h o o s e  to  u s e ,w i l l  h a v e  th e  

i d e n ti ty , s tre n g th , p u r i ty , q u a l i ty , , o r  c o m p o s i ti o n  c l a i m e d  o n  t: . ~ ,... _ . "  
th e  l a b e l . 

W e  p ro p o s e  re q u i re m e n ts  fo r: (1 ) P e rs o n n e l , (2 ) th e '  

p h y s i c a l  p l a n t e n v i ro n m e n t, (2 ) e q u i p m e n t a n d  ' u te n s i l s , (3 ; 

p ro d u c ti o n  a n d  p ro c e s ' s  c o n tro l s , (4 ) h o l d i n g  a n d  d i s tri b u ti n g , 

(5 ) c o n s u m e r"  c o m p l a i n ts  re l a te d  to  C & IP s , a n d “(G )'  re c o rd s  ' " a r i d  "  

re c o rd k e e p i n g . K e y  p ro v i s i o n s  o f th e  p ro p o s e d  ru l e  a re  
: '  
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highlighted below. 'we also seek comment on whether certain ^ *. "- j _ ) _. ,1 >“p ,+.., , 
additional provisions shquld be included- as requirements ,in'*&--' _ _i _e 

final rule. 
: 

Proposed Upersonnel*1 requirements would require that'you 

have qualified employees and superviscrs, 
,’ ^, :, j 

to.take measures to 

exclude any person from'your op.&rations who m ight be a source of 
)i 

m icrobial contamination, 'and to use hygienic practices to:the 

extent necessary to protect against contamination. .," -..^I .. 
Proposed l'physical plant" requirements are intended tie help -: 

” I. b”.. -- J ,j,,A.,l _ ,__  J. 0  prevent contamination"frcm“your physical &a~t~envir&ment. ,~o.u 
c. :. ” 

would be required tc,desi.c$ 

a manner to protect dietary . . , 

_- _. _ 
and construct your physical plant in 

. 
ingredients and--dietary supplements ,_-,-. ,"", . . " f. ., 

from becoming "adulterated during manufacturing, packaging,' and 

holding. You would be &&&red to keep your-physical plant' in a 

clean and sanitary condition and in sufficient repair to prevent 

contamination of components, dietary ingredients, dietary 
I ,, ‘_ _, I‘ 

supplements, or contact surfaces. 

Proposed "equipment and utensilsV1 ,provisions would require 

that you use equipment and utensils that are of appropriate 
: 

design, construction, and workmanship for their intended use and _., - 
that you provide for adequate cleaning andVmaxntenance. uou 
would be required to ma intain-and calibrate your instruments and 

controls for accuracy'and precision and to ensure that automatic, 
. 

mechanical, and electronic equipment works as intended. Y&l 



necessary, all equipment utensils and contact surfaces that are 

used to manufacture, pa'ckage, or hold ,dietary ingredients:or 

dietary supplements., 

Under the proposed lrproduction and process ^ , ,~. ,_ 1. I . (< / .( . .i .( , I controls", 
6 , ., I/ ^, 9 > ._ : 

requirements, you would be requ&d to establish and use'd 
~,,. ,^ 

quality control unit in your manufacturing, ^+-a,) '.I^ packaging, and label 
., " : 

operations. We propose requirements for establ$s.h$ng and using 

master manufacturing records and .,batch, control .redord+s, tp,.ie,nsure ,'- _: .j /^" , I c 1R ..I 1 ." <' "' : 
batch-to-"batch oonsi$tenoy.. 'I -': .' 

spec"ific&tions would be -required for 

any point, step, or stage in the manufacturing process*where 
/ . . i, -. 

control is necessary'to ensure tha*t ,the.dietary supplement 
_. _. . j 

contains the identity, purity, quality, strength, and composition / ,.. / ./ 
claimed.'on the label! '-- We propo&‘"flexible'testi'ng requiremknts: ' 

,. _. ,_ '^, + 

specifications, unless a scientifically valid analytical method 
I "I iil( ._ 

does not exist; in the latter case, you would be'required to test 

incoming shipment lots of 'componetits,~ dietary ingredients,'or 

dietary supplements for any such specification, and to_t,est in; 
‘. ." _, . _. _. I _ 

process for any such'speci‘fid&tion in'tidcordance with" the master : 
.; "( : ,_i ; ._. ),.,i {." 

manufacturing record where you determine cont,rol is necess?ry to 
,' 

ensure the identity, purity, quality, strength, and composition 
: 

of the product. 
I..“,; . ;  ,: 
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Proposed "holding and distributing" requirements would 

protect components, dietary ingredients, dietary,supplements, 

packaging, and labels against contamination and deterioration.. __~ ., .:. 
You would be required to hold components, dietary ingredients, 

j 
dietary supplements, packaging, and labels under appropriate ,, L1 j> _' -I, 
conditions of temperature, humidity, and light so that their 

quality is not affe&ed; ij, a,, r /* ,a L. .nl atid, ‘under condit jy'" 'tha-t fdd .h'ot:-'.-Tead ‘to 
..^ 

., ! 
the mixup, contamination, or deterioration. '_ 

Proposed llconsumer complaints" requirements would require 

that you keep a written record of each consumer complaint related 

to good manufacturing practices; review such complaints to _j 

determine whether the consumer"complaint involves a poss3h 
failure of a dietary ingredient or‘dietary supplementto" meet any 

I.. 
of its specifications, or any other requirements of this part, 

including those that may result in a possible risk of illfiess or 

injury (i.e., an adverse event); and investigate a consumer I1 
complaint when there is a reasonable-possibility of a 1 I' 

relationship betbeen the'&onsumpt?on of 'a‘dietary supplement and 

an adverse event. For the purposes of this regulation;‘ a, 

consumer'complaint about product quality may or may not include 

concerns about 

complaint does 

related to the 

independent of 

a possible hazard'-to health. However, a psumer 

‘not include 

safety of a 

iEJheth,er the 

manufacturjng practices. 

anadverseevent, illness, or injury 

particular dietary ingredient ' 
, ‘"^ 3 , , 

product is produced under good 



. 

Proposed "records and 

you how long you must keep 

recordkeeping" requirements would tell 

certain records to show how you .,_. _. ,,,(. ia.. .._ 
complied with the CGMP 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 dietary"supplements 

associated with those records'and'have all required'--records, 'or. 

copies of such records, readily available during the retention 

period for authorized inspection and copying by FDA when 

requested. 

We seek comment on whether certain additional provisions 

should be included as requirements in a final rule. For example, / 
we invite comment on whether a final rule- should include‘s 

requirement for certain personnel records; for written procedures 
2. 

in a number of areas; for equipment verification; for' Xditional 

testing of incoming ingredients; and for expiration dating and 
8 ! 

related testing. We also seek comment on whether this rule ,. x._/ ._ ill.* _.I_" _.,I, ,. x>,sa".". ._ "iei ->*,a*pr. ..~, ",/ i_l ,‘ i_" ,. L 

should include specific requirements for the-'use of animal- f 
derived dietary ingredients, and requirements for persons'who 

handle raw agricultural commodities. Specific requests for : ,_i, 
comment of this type are c.ontained'*below in relevant secichons of .e. : j 
this preamble. ,; 

11. 'General Issues 

A. Legal Authority 

We are proposing these regulations under sections 2Oi, 393, I 
409, 701(a), 704, and 8al of the act i21 U.S.C. 321, 903,%48, ‘ 
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4 1  
! 

371(a ) , 3 7 4 , a n d .381 ) . a n a  sect ions 4 0 2  a n d  4 0 3  o f th e  ac t'a n d  

sect ion 3 6 1  o f th e  Pub l i c  Hea l th  Serv ice  A ct ( the P H S  Z & t)' ‘(42  

U .S .C. 264 ) . 

S e c tio n  402 (g )  o f th e  ac t g ives-us expl ic i t  a u thor i ty to  

issue a  ru le  regu la t i rqcondi t ions fo r  m a n u fac tu r ing , pack ,ag ing , 
,. .; 

a n d  ho ld ing  d ie ta ry ,supp lements. S e c tio n ..402 (g )  (1)  o f th e  ac t 

states th a t a  d ie tary  s u p p l e m e n t is adu l te ra te d  if "it has  b e e n  

p repa red , packed , o r  he ld  u n d e r 'condi t ions th a t d o  n o t m e e t 

cu r ren t g o o d  m a n u f& ctur in$ p rac tice regu la tions ." S e c tio n  

402(g ) (2 )  o f th e  ac t a u thor izes  us  to , by  regu la tio n , "p rescr ibe  
,. 2  

g o o d  m a n u fac tu r ing  p rac tices fo r  d ie tary  s u p p l e m e n ts." In ' 

add i tio n , sect ion 402(g ) (2 )  o f th e  ac t states th a t any  such  

regu la tions  I>  j ‘shal l  b e , m o d r e l e d  a fte r  cu r ren t g o o d ‘m a n u fa .c,tu r ing  .^  
p rac tice regu la tions  fo r  fo o d  a n d  m a y  n o t impose  standards*f .or  

wh ich  the re  is n o ' cu r ren t 'a n d  genera l l y  ava i lab le  
,. 

ana ly tical 

m e thodo logy ." _  _  2  
In  sect ion 402 (g )  (2)  'o f th e  ac t, wh ich  - -dde ;d r ;bes ' < h e “- Geher i l  / 

p a r a m e ters  o f C G M P s  fo r  d ie tary  s u p p l e m e n ts, Congress  stated th a t 

th e  regu la tions  we re 'to  b e  " m o d e l e d  a fte r 'current g o o d  : j 

m a n u fac tu r ing  p rac tice regu la tions  fo r  fo o d ." To  d e te rm ine  w h a t 

Congress  m e a n t, w e  look  to  ,th e  p la in  m e a n i n g  o f th e  ph rase : ..) -  '"  , ,' jr.. . . 
W e b s te r 's II N e w  Rivers ide Univers i ty  Dict ionarv d e fines  "mode l "  

as  *[a ] p re l im inary  p a tte rn  se r -& ing~~as  th e  p lan  from  wh ich 'ia n  ^-*  
L  

I. 

,.. ., . ., ~  _  “,” _ *  . I_ i  _  ,- ‘i. 
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Congress used the te$ "modeled after" _ 
. ‘_ -. x ", 3 I 

I," ~-.,_ 1. Congress intended-'that we "./<_ ,‘ _. __. , ,. ~ . ,, 
use the food CGMP$ 'a&a "preliminary pattern" for the dietary ., ,, 
supplement CGMPs. If Congress had intended forthe agendy to 

adopt food CGMPs as the CGMPs for dietary supplements, Congress 

could have explicitly stated that -dietary supplements were :. 
subject to food CGMPs. 1' 

The provisions in the dietary supplement CGMP proposal are 
< ..: . 

modeled after food CGMPS. ~' The general‘ CGMP pi-ovisions f,or' food 
- i/_ _ .( 

in part 110 relate not only to insanitary production practices, ,~( " ;. ,_ ,. ._ 
but other practices, such'as having appropriate quality control 

operations, to ensure that a food is manufactured in a manner 

that will not adulterate'the food." Further; the‘CG&lPs~‘& part 

110 describe the min+maiiy acceptable"practic~s“f.or ai; food ", 
-, ,- 

handling operations. They are not intended to cover specifxc s 
issues that may relat;e to a particular product type, rather, are 

general provisions concerned,with practices relating to the 

receiving, inspecting, quality control operations, packaging, 

segregating, processing, storing, and transporting of food: The 

specific provisions o'f the food CGMPs are linked to hazards that 
_. "1 

are inherent to foods, (e.g., 
._! 

rnicrodiai'.cbntaminat‘ion and 

contamination with macroscopic filth). :, ,,. . _ /. ,. 
The proposed dietary supplement CGMPs are;mc$$.ed"after the> - ,.-. .' : .' .: .I 

food CGMPs in part 110 in that they cover the scope of practices I 
related to the receiving, inspecting, 'quality control operations, 
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packaging, segregating, processing, s toring, and dis tribution of 
! 

dietary  ingredients  and dietary  supplements .! Di,etary  supplements  . 

require manyof the same types of sanitary  practices  and other 
_ ,L 

_I_. _ ,.,,, pi.:.. practices  as convestional food production'in or&? to produce-a 

product that is  not adulterated; dietary ‘supplements  are subjec t 1 
to many of the same,hazards as are conventional foods . However; 

dietary  supplements  have their own set of unique requirements as 
, .: 

a result of the character~s~i^cs"a~~'hazar~s due to their "hybrid"  . i ., -. : / 2 
nature, e.g., dietary  supplements  cdn be considered. as failin& 

I ; II ," -0. 
somewhere along the tiontinuum“be'tieen &nventi.on& foods  o,n the 

‘.iB'*.' .,z ::: / 

supplements  need to -address the characteris tic s  and hazard's of 

dietary  supplements , the &operations  and processes used to., __ ._ . ,. -,,: 
manufacture dietary  supplements , particularly  those necessary to ", 
ensure the identity , purity , quality , s trength, and composition 

c laimed on the label.: -  

Dietary  supplements , s  unlike conventional foods , contain ._i 
ingredients  that are ,cons,umed in very  small quantities , for 

,...I 
example, in a tablet or capsule. Such ingredients “may be 

intended to have an antic ipated, specific  physiologicai response. 

Such ingredients  are more. lldrug-likell than "food-like," in-part, 
8. . 

because very  small changes in the s trength, purity , or quality  of 
,;+ 

the ingredient canhave s ignificant, and possibly  adverse, jhealth ,_ 
, 

consequences to those who inges t it. _**(__.I,* _._, ~.', v *.. --, "_ Thus, 'the dietary  ' 
,, _( : ", 

.’ 
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. supplement CGMPs, by necessity, need to include pro&sic%4 I. 

related to id-entity, purity, strength, quality, and composition . - . 4. . _,,, ;. . . __ ,. Id. i:,-: ." 
of the product so that the dieta3y suppi'ement ltfoodtl product &ill 

be manufactured in a manner that will not result in adulteration. 

Further, plant products that are used to produce dietary 

supplements may be ground or in a powder and not easily 
~. 

recognized compared to conventional food that is readily r 

identifiable (e.g., one can readily distinguish between wh,ite 
. . I / flour and white sugar, but'not 'between ground piaintain an,d 

ground D. lanata). Thus, for the manufacturer to be sure that, 
./.. .-i 

the dietary supplement contains the correct ingredient and the , ,"_,. 
amount of the .jngredient,that is-intended, the manufacturer must 

_ --,, _ :, ._ .I -) 
test or examine the ingredient using appropriate methods. The 

"modeled after" language-in section 402(g) of the act provides ; _j ,- p,I _(. ., " 
the agency-with the flexibility to devise CGMPs that make sense 

for dietary supplements, and that are based on the same 

principles as food'C!GMPs @I part 110, i.e., '&prevent -" " 
" ._. 

;-," ; 
adulteration related !to insa&.tary conditions or other conditions 

that may be necessary'to prevent adulteration, given the nature 
..,. ..I 

of the specific food product ‘and‘-the characteristics of; 
"j "; 

and 
" ": .-I . *, ! 

j 
hazards inherent in, that food. 

_ _ 
j _. ., 

The scope of the'legal authority for~the proposed 'dietary .' 

supplement CGMPs includes the legal authorities ‘upon ,$hi"chithe 
; food cGMps .,< (, ."a<, ,.,, ,, .) .Y I*- "1 (i r':, i ~ . 

section 402(a) (3) of the act 



or in part of any filthy, putrid, or decpmposed substance _"., I or if 
it is otherwise unfit fo!r fopd." ~Section‘4d2(a)(4) of the act 

I 
states that a food is deemed adulterated if "it has been 

prepared, packed; or held-under insanitary conditions-,w,h&by it 
I , ,_ . ̂ . "b. 

may have become dontaminated'with"filth,'or whereby it may have 

been rendered injurious to health." While "section 402(a)/3) of 
' 

the act focuses on th,e food itself, section 402(a) (4) of the act 

focuses on the" condi~ibns'.rm'~er";j~'~ch the -food 'is prepared, 

packed, or held. Courts have adopted a broad reading of section 
j" 402(a)(4) of the act:when,we have taken actions to advance, the 

public health (see U.S. v. 
__l,l. "-' x z " . , : ,. ,. .)~,,‘ i- . ,-..,li,.. ": . _ 

Nova'Sdot& Food Products Corp., 568 

F. 2d 240, 248 (2d Cir. 1977)). The agency tentatively concludes 
;  .  __I i, . ,  that the authorities 'that it'relied on~for'its‘umbrella CGhPs"in 

for this prop‘osed rule for dietary supplement CGMPS; ' In 1 ,. 
addition, section 409 of the act is another provision that,is 

relevant to dietary supplement CGMPs. Section 409 of the $ct _, 3 
addresses circumstances under which a food,,""may be deemed 

/(( " . I" *,. -- 
“/ 

adulterated based on the u,se of a food"%3itive. '- Section 409 of 

the act is relevant to good manufacturing practices for foods;.'. . .: 
including dietary supplements, because“a food would be deemed 

' I / ,", .) r ., _A_ ., )._ ; .,- adulterated if it contained a food additive that was not used in ,. ,,._." )" '; ',. 
a manner consistent with the statutory and regulatory 

.- i- 

’ : 
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requirements under sect ion 4p9 of the act (see,sections  

402(a) (2)(C) and 409' of the act)., Xitbbugh Congress explic itly  -  
exc luded "dietary  ingredients ," as defined in sect ion 20iiff) of 

,, ,1 '- 
the act, from the defini~~on",oi"-'~o~~;adhitive, 'ye s ;c - tion 

201(s) (6) of the act), ingredients-other than dietary  ingredients  
,, . 

in a dietary  supplement are subjec t to regulation as a food 
I  

additive under sect ion 409 of the act, unles s  they  are subjec t to 

an exception to the definition of'llfoo'd additive"  undersec.tion __ ,". /, ,_^"..;2.1 

201(s) of the act. .i 

Moreover, dietary  ingredients  and dietary  supplements~  may 

contain pathogenic  bacteria or v iruses that pose ser ious  public  

health and safety concerns (Ref., 36). 'Botanical dietary  
‘ / 

ingredients  are liv ing piants  that may contain different 
I 

microorganisms . These inc lude Lactiobacillus, Leuconostoc,' 

Pseudomonap, and Xant:homonas species  Andy molds ,. Potential 

pathogens  such as Lis teria monocytogens, Pseudomon&+ aeruqinosa 

and Enterobacteriacae'mayalso be present. Secondary microbial ? ‘ "  _ _ , ._.; -  
contamination from soil (Bacillus  cereus, Clos tridium nerfringens 

,__ ., -  ^  .,^,, ./,_"I I*. .IX ,) . ...,_ (^. 
and mycotoxin-producing molds , etc .), animal feces (Salmonella 1 
and Shigella spp., Escherichia coli,! and handling (Staphvlococcus a(_ 1 ,. 

, _ 
aureus) can also occur during harvesting, processing, and ,_ "  . > so., , jx  
transportation (Ref. 36). Animal-derived dietary  ingredients  or 

dietary  supplements  may also, pose a r is k . For example, bovine 

colos trum, the lac teal secretibq which precedes milk  after ,a cow 

,_. .- 

_, 



gives birth, is a substance that is used‘indietary supplements 

and likely presents the same potential health risks as does milk. 
/ 

Bovine milk may contain pathogenic organisms capable of-causing 
j 

diseases in man such'as tuberculosis,"or ,undulant fever. Glands 

and other animal tissues may contain the infective agent that 

causes transmissible,spongiform encephalopathy (TSE) if t$ey . .” ,.,_ 

originate from an animal infected with t-he disease, (Ref: -'*'> 3,7) ,: 

We have 

the PHS Act. 

Commissioner 

authority to.issue regulations under section '361 of 

The Secretary delegated authority to the 

of FDA (the Commissioner) to exercise the functions : 

vested in the Seqefary‘under section 361 of the PHS Atit'(see 21 
, 

CFR 5.10(a) (3)). Thjs authority authorizes the '"~~;niniss'i:d~,er".'tb 

issue and enforce 'regulations that, in the Commissioner's 

judgment, are necessary to prevent the introdu,ction, :. 
transmission, or spread of communicable diseases from one"State 1 .: \-", 
to another. Because this authority is des'igned to‘elimina'te -the ' ‘ . ,, . ..\;_ _. . .sl I., ^ .( ^ I _ .I' 
introduction of diseases from one State to another, the 

Commissioner may ‘exercise the authority over 'the disease-causing 

substance within theState> where the‘food is manufactured, 
. . . , 

packaged, or held. The Commissioner, therefore, assumes the 
. 

authority to issue regulations under the PHS“"A& .to 'assure~'that 

foods are manufactured, packaged, 
,I / ,; .u c and hefd^ unde.r I cona'~tions th;;t- -, ‘\ 

.; j ~. 1. ._,., , ,. .- h, 1, 

will prevent the introduction, transmission, or spread of 

communicable diseases between States. Thus, the agency is 

. . . . 
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invoking its authority under the PHS Act in this‘proposed -rule to. 

prevent the spread of communicable'disease-, from- ,di,etary ., 

ingredients or dietary supplements in intrastate and interstate 
" .. , 

commerce. ! 

In developing proposed CGMPs for dietary supplements, we 
,,- 

relied on the basic.concept und,erlying the food CGMPs and upheld - 
< 

by the courts. As a'result, the 'basic concept for the'food CGMPs 

and the proposed dietary supplement CGMPs is the same: To ' 

establish regulations that.6611 help ensure'that your practices 

for preparing, packacjing,.'. , _ and h~6sl"di;ig d5ecary ,"'ing.r..,/dlent s ana **- __,. .D .",i(" ,_a- ‘".,~ ., ~ .I ' <i.. 
,". _ 

dietary supplements do not, result in an adu,lte,rated food entering 
$ : 

interstate commerce. 

In additionto relying on the broad authority in relevant ' '_/ _. "1, 
sections of the act that we used‘to issue 'the food CGMP' ,' 

j / _ 
regulations, 

_ .,a 
we look to the tjtherrelevant s~t,a,tuto'ry ‘iaticjuage' in "' _ ,.,i ). I."_lj 

section 402(g) of the act and the act'& 'a whole in deciding the 

" . . 

basis.for our legal authority in proposing regulations re'i$ited to" 

the manufacture, packaging, and holding of dietary ingredients 

and dietary supplements. W e  note that certain terms Congress 
\_ 9 > i. i- _ I, . " c * )' L .::. , 

used in section 4'02 (d) (2) of 'the act', i.'e'l j"' 
-i 

";ta&ard$," an&- 
, : - : ,.$ I 8. , I. j ,i' 

"current and generally available- analytical methodolo,gy," show 

that Congress intended to give us the authority to establish 
!. .., ., _.,,_,., regulations in this rule that do not have‘"par;jrlle‘l provisions' in 

other food CGMPs., Specifically, the second phrase of the second _ ,. I 



sentence in section 402(g) (2) ofthe act states that ve,,";?ay not 

impose standards for which there is no current and generally 
(,). 'I : _c 

available analytical,methodology." ,,Standards,, and' i,c~~~~~~‘ an;ji‘ ' 
'I 

generally available analytical methodology"'- -_A <'.' ~."., , 
are terms of a&in ' . 

the scientific field', and'.be are'relying'on the meaning ofthese ' _'- > _,,,, .." .-,, ,_", . . _i 
terms in the field of ‘science'inithese proposed CGMPs '- ! ' ; I 

.regulations, which i~pl"&~;3nE~ “ttiat ..provPgib‘n. vh.is s~tat~.-.~ry . 

language does not limit CGMPs "for dietary supplements solely to 

the food CGMP'regulations,at the .time.DSsEA~wa~~,~nacfed. ;If 

Congress had intended"for the CGtiPs'for‘ dietary supplements to be 

identical to the C&I&s for f\lod"i the-'language -in 

section.402(g) (2) of:the act relating to "standards"- and.i$urrent ." 
and generally available analytical methodo1og[i&]" would be ,), 
meaningless. Thus, CGMP re'giilations for dietary ingredients and 

dietary supplements may include provisions relevant to- dietary I I_, ^' / .,, ' , i- .^. _,. j " 
ingredients and dietary supplements that were not in current food 

_,' . .".. _ 
regulations at the time DS,HF~,was..,~na-cted. ., ._. 

In addition to the broad 'authority in'section 402'(g) 'of' the.' I i "_ ..^ ,. . ."_ _., .j _~, _ .,. .,, , _, / 'iv. ‘il ," -. 
act, we look to the statutory scheme of DSHEA.as a whole ,in 

proposing regulations related to the manufa&ure; packaging and 
i 

holding of dietary ingredients and dietary supplements. Section 

dietary supplement product provide nutrition infbrmation. : To 
I - or . . ! 

comply with section 4d3(q)(5)-(P) 'of:“the act, you must be able to 



identify the dietary:ingredient or ingredients -in-adietary 

supplement and the quantity of each. Moreover, the provisions in ,/". ,- /_ ,s,, <. .s , ^,. ,.., I -~ 
section 403 (s) of the act "relate to i.&ebt~ityk, .'p'uritk; ,.&a';ity, 

strength, and compositional specifications of a dietary 

supplement. Thus, Congress sought to ensure 'in' D'SHEA that 

dietary supplements,tiould provide accurate information to 'the 
, . . : 

consumer on the identity of the dietary ingredient and, 
, ,_ 1. I) )-- ,I. l*._ '_ ,_ "X -7 ,% .~ ,j ifan _ ,_. _il X.I. ,, ")," a ,, :' 

herb or botanical, the source from Ghich'"i"t 'isderived. I_': 

Moreover, Congress sought to ensure that the‘dietary suph?ement *,_, l__.~lil.."~>"^"~."* p.,i- ‘%.I--I>Ib.* ,d. 1 ",l.jl, r 
would have the strenGth. or meet  the gual,it.y, ,pu;ity;~.“‘a~~.,~..“‘ .,_’ 

“~” ,_, .~ ,  , ,  _. 1 .  

.  ,” . ;1 .  .  .  ” I  , ,  ,  

i_ compositional specifications that'.the dietary supplement-is r, 
." I / 

represented to meet. Because Congress.established section,,4,03.(s) 

of the act--a provision that requires that a dietary supplement _. I , 
that bears representations‘about identi‘ty, purity, quality, 

strength, and compositional specifications meet those 

representations--it is reasonable forSus"E6 es‘~~~~lish'regu‘lations 

for manufacturing, packaging, ‘,_. :*~.rs.Piril.Crrrr i*z_+.. ! .-. ".I_ *---ii- 1.h II -.^ and holding addressing th&$$"s&&"^ ' 

features. These representations replate to I i . , ( characteristiei,: atid 1,G,, 
hazards to~wh~ch dietary supplements are-subject.' Further: in -"I 

section 402(f) of the act; Congress identified qircumstanc!es 

under which a dietary supplement or a'dietary ingredient w'ouid be 
I. i 

deemed adulterated because it may present a significant or: 
I) -. __ \ I( .<A j(i ,_,I -, (~ 

unreasonable risk of illness or injury. Congress expected' that a ," _, . ..a* ., _<. ,. ,)_ ..I 
dietary supplement would be manufactured in a way that.ensures j ,. i ,j ‘ A,,. ..i ,_ 

".' 1, .' 
j 



that the dietary supplement contains dietary ingredients t8ha,h.*,do,..Vm .x.. . . . . c1 - 
not present an unreasonable risk of ill.ness or.injury and ‘for : . 
which the conditions of use-are based. Because cne must be-able 

to measure or analyze a dietary ingredient in order to detiermine., " 
_ _.^ , . :  ,, ',,. r;:,~~.',-~.i-‘~:,--. -.i . .' ') whether a supplement'in factcbntains'that dietary .&gredlent, it “ 

& = . . ,x*cIr..I ‘.,._ .A<. q.,_ ". , ^I , is reasonable for- a.proposed‘rule on-CGtiPs: toinclude provlslons , . _.. . . ",,>^_ 

of a dietary ingredient 

reasonable to propose a 

kept and investigations 

or a.dietary supplement. Moreover $t is ,' 
requirement that records of compla&ts be 

manufacturer and FDA can be aware of, any potential problems 

relating to a particulardietary $ngredient.and these CGMPs; and" ' 
I 

so that a manufacturer can- t$ke appropriate action when ' * _I 
,. 

necessary. The proposed CGM'Ps would reflect the act's regulatory _I_ / . ..* ,_ ,,.. 
scheme generally and, more specifi.cally;'DSHgA1s provisions "‘that 

contemplate consistent, controlled manufactu"re.gf,dietary j. ,., _.,.* .I .,_ ,. ._"~... i ,, ," sr- ._,,_" _. , -. 
\ i ., ,_ .\".__ _ supplements (see sections,, 402(f) and ,403(q) (5j”(Fj. 'and'"*(s)"'"'of "the 

act). We tentatively conclude that, therefore;'section 4,02(g) (2) 
. _. :.- of the act gives us the guthority td..de"gr6p di.eEary .gfippi'&$bAnt. * _' . * 

'i ._ ,. ,..,. ,>, +,- . . 
cGMps that are not identical to our f&od “cG@..&? gtiil ch’&t,‘ayg*. I , ,  “. , . , .  _-I ._,  ~ 

I . ,  ,  .” 1.s ,,~. 

appropriately tailored to the manufacturing, packaging, and 
I. _! 

holding of dietary ingredients and'dietary supplements. 
..; 

Sections 701(a) and 704 of the act also give us authority to 
!. _. 

establish regulations related to CGMPs for d~~~iii~y'ingredie'n~s. ./,‘_. "_ 



and dietary supplements. Under section 701(a) of the'act; we .-", :-- ,,-lll*-,"--r.. ",,e"~lr"~.~,,,j, -: .."..~. I. _i ‘__,."x . ..--.1 _ , -*-.*,e., -: ,y,. ,"*x ,j 
have the authority to issue-regulations for the efficient ' 

enforcement of the act, and such regulations have been held to 

have the force and effect of law (see"NtitionalNutritiona1 Foods ' 

AssIn v. Weinberser, 512 F.2d 68%";‘ '69~7Y9B" (2d Cir. 1975)) i“ 

Section 704 of the act gives us the authority to inspect 

factories, warehouses, and other establishments fin which f,oods, 

including dietary ingredients and dietary supplements, 
_j 

' are 

manufactured, processed, packed, ,v,. ,.,-~n. 
or held -and' .E‘"g3inspect' tK&Yr 

_, 
facilities, equipment, , finishedGaQnd unfinished materiais .i_ ^..%, -.,-7_e, c.*. ": ;-ir.,;...,.;" ? -.,*r.. .r,;d.s.*" ,i_ _..vl/l^ __;, ",‘." I , 
containers, and labeling. I  , ,  . . ,  l~l).* ,’ ,_" .) ; .*. ,'.,"‘ 

!_ : 
In additions to having the authority to es&&ii&broad" -.. "' 

regulations for manufacturing, packaging, and holding dietary i., . . _ _ 
ingredients and dietary supplements, we also have the authority ,__", 
to require recordkeeping as part of these regulations. ‘I& ".. I_ ,_, 

: questions that we considered in deciding wheth~er to propose 
_( 

requirements for recordkeeping includea whether.‘ the statut'ory 
L 

j” . .1 . ,;., ~ scheme as a whole justified the prbposed re~lation and whethei?~ _(. ' i 
the proposed recordkeeping requirements would be limited, would i_ ., : . . ,~ 
clearly assist in the efficient enforcement of the act, and would 

_, / _ 
not create an unreasonable recor-dkeeping burden. In the other 

, . ! 
relevant sections of this document, 

/ we e&lain‘& more detail the i 
recordkeeping provisions that we believe are limited to,what are 1 . I I ,. t._ .I_ _.j ,s. -i.l ; /* ,,_I‘ I _ .‘ _ ,_._;_ o,.i, ,,_/, (_ Ij _( I , .I. I(,.., ? "-.A- iu--) .^ - 
necessary for the efficient enforcement of the act, and because 

. . 



the requests 

unreasonable 

_. 
53 

4 

are limited, would therefore not create'an ' : ‘.. i 
recordkeeping burden. _ .."_..- ., I , . I ;, _', ,. 

For this proposed CGA'P rule for'dietary ingredients and*‘ - ' " 
.- I.. 

dietary supplements,' recordkeeping is necessary to provide the ,Ij- ,. .._ 

type.of documentation that' would'demonstrate that dietary ,._ ,;_,_ 
ingredients and dietary' supplements are manufactured, packaged, 

and held under the conditions that would"be required under the .;, .,_. 
proposed CGMP regulations. Further, FDA is using its authority 

under sections 801 and 701(a) of the act in proposing 

recordkeeping requirements for dietary ingredients anddietary . , ,, _ , ._ ̂  ,. _ 
supplements that may not be marketed or sold in the united States 

and that are exported under section 801(e) of ,the,.act,. .' 1 
..~~,,_ .I" ..*..".-.. i, * ( _'. .- In addition to having the authority under the act"to~r~e$ire . I 

recordkeeping, we also have authority to require access to-the : 
records. Because the practices *se't 'Forth‘ in,. $g. propbsk~ "rctipab" ,,^ .* _/< 

j 
.~ I _ 

rule are necessary to providing consumers with dietary 

supplements that are not adulterated, access to records that "., _. ./ . _. 
demonstrate that firms follow CGMPs is essential to confir&ing- 

, 

copy the records when necessary. We may consider it necessary to 

2 “b.. _ i  

copy records when, for example, our investigator may need' 

assistance in reviewing a certain record from relevant experts in 9" -.. " II .., < , I: 
/ 

headquarters. If we'were unable to copy the records, we would 
,, 

have to rely s'olely on our inspector's notes and-reports when 

: 
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drawing,eonclusions. : A failure to have a required record :would 

mean that a,food,,is adulter$ted.und,er section 402(g) of the act. 

Recordkeeping will not only help the agency to determine ,. _" _, I ., I -. 
whether dietary ingredients or dietary suppiements were ; 

/ . 
manufactured, packaied, 

",.“.,,d‘,'i: -. ,~;'I*"Y:~4Hlir-*< .,‘> *i'.-Ii,>,.,pr ,~~, *-a-.- "'Z. ., ,I -,. 3 , a.*- 
and held'consistent with CGMP 

regulations, but-'&l& will provide's ,., public~health' benefit to ) ,_‘ ,, , I,^ _ <I i 
consumers and to ,manu,factu.rers. When. manufadturers ke'ep r'ecords, 

for example, of lot or batch numbers, the recqrds fa&ilitSate a ,,." 
manufacturer's recall of,suspect products in case a recall 

becomes necessary. This benefits both consumers and ,‘ 
_. ,,., , ,"^ . 

manufacturers because the ,manufacturer.can.recall its products 

that may be adulterated or misbranded more quickly. * ' 

B. Issues From the ANPRM 

As stated previously, in addition to inviting comment on the _ 8.. . ^,, 
industry-drafted CGMP outline, we atiked-nine questions in 'the 

,". 
ANPRM on CGMP issues for dietary supplements that the industry 

outline did not address. In this section, we summarize ea'ch 

question and the principal comments we,rec~eived, and we respond 

to the comments. We address other significant comments about the 

ANPRM, other than the nine questions we asked, elsewhere in this 

document. .: 

The nine questions in the ANPRM-,.‘comments, and our responses 
_" 

are as follows: 



Question 1. Isthere 

dietary ingredients? 

The ANPRM 

supplement may 

ingredient for 

stated that 

result in a . .- 

a need to develop 'specific DALs for -, - 

the us& of a botanical in a dietary.' 
1 : _- 

much greater exposures. to' the b&an!&> 
i " 

consumers because-the dietary supplement will be 
)_.,., __ 4; I_ 

consumed in greater.amounts than if"'the ingredient was in ‘a food 
_/ *., __ .,,, I 

as a spice or flavorjng agent. 
;. # .-., > 

Several comments stated that establishing DALs for dietary 

ingredients that are different than DALs for food is not 

necessary. The comments disagreed.with~ our statement that: 

dietary ingredients in dietary supplements and conventionail foods 
'. 

are consumed in different quantities. For example, , ", ! . ‘., .'I . ._ ; ,Z‘, : ,,_;- U( -,;'>, the c,@yyts y$" _ ,L‘" :- )' _. / 
stated that generally botanical ingre8ie~ts‘are'~resent in' ‘ . . 
dietary supplements' in approx.imately the-same amounts' normally * 

: _^ 1 , ,... I ,I / 
consumed in conventional foods. %_.'. " ,_ ._L, , *, I. .i . . '. : 

j -: 
Other comments generally opposed '$$jrying the current! DALs , I. ,_.( . "i( " i 

for foods to dietary ingredients and "insteadsupported the"‘ " 
:' .. '^ - ! ". 

development of DALs for dietary ingredients, espec'iaily~for 

botanicals and herbals. / Many comments recommended that we! _" .'.' ,. :, (; 
cooperate with industry, ‘outside the rulemakjng process, to . s, * ,_ ‘ .& j,-, *. . / I b 
develop DALs for 

We disagree 

DALs for dietary 

'dietary ingredients. i 
. / 

.-.. ,,x ,; :. .,: ,; . .* 1 ‘ _ : w;t,.& t~k.:,id~~~~~~...t~~t state & e;cabli;;ing " 

ingredients that are different than DALs.for 

food is not necessary because an ingredient in food and in a ,,_, ., ." ,. i _ 
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x .C,_"X/,,I ,*,..,- ".,"_ ' _' dietary supplekent w~u$'rT "beconsumed iIn,"the*~ same~'~%nounts'.“" The - 
__ *.,_ 1 I 1 a* ,. I ,_ _, _._ ‘ . ..)^ .ii 

comment did not provide ev$&ce‘ or'exampies to support the _ 

j,.- - 
comment. I Some food ingredients for-which DALs have'been 

established also are'dietary ingredients used in dietary' _ _' _,I. 
supplements. For example, a DAL has been established for,whole 

ginger used in a conventj.onal food. Ginger is also a dietary 

ingredient used in dietary supplements. i We have found-dietary 

supplements that recommend a daily intake of ginger of 4,&5 mg, ' 

1,260 mg, and 2,200 mg .(Ref; "3‘8) i ~One'tkasfioon o'f raw ginger root 
*f*'h; 

is equal to'2,OOO mg'(2 gram's (9)) and one teaspoon of ground 

ginger is equal to"l,800'mg of ginger (1.8 g) '(Ref. 39). 'A 

recipe for gingersnaps yielding 18 cookies spec?.fies'l t‘easpoon 

ginger (Ref. 40). Thugs, ginger would be consumed in greater 

amounts as a dietary supplement than as an ingredient in a 

conventional food. However, we have tentatively concluded ‘@h&t 

level than what has been established for the same ingredient'used .)(_. .I, I ,,( / I._ *" ,. "..G".>.S^ _. *"it".‘%. _.~~ ^ -~-$-ii,"-" .(" *zwi *....a" ~~:~.~~w*.~.* i II 
in conventional food. 

DALs are established~'for'a'food"ingredien~t' on a'per'weight ^ 

basis. The DALs for whole ginger for N-insect filth and/dr' kblp .--. 
,. __./ I 

is an "average of 3 percent or more pieces by weight are ins&ct- , " '.i ,_ . 
infected and/or moldy" Snd. .ffbi ,,~~mmgl'i$n" &-'-'&t$;, 

, I, ., \ ., j.s qq, ." average 

of 3 mg or more of mammalian excreta per pound" (Ref. 41). 

‘_ 



.* f 

57" 

Because the DAL is'established,Sby'weight of the whole ginger, the : ,. ^ , , I I *, ? _I. 
,, 

. . 
DAL for ginger would apply whether it is used as an ingredient in 

I_ ^^ ", ,., "- ,)/ L ,_ 
a conventional food or a dietary ingredient in a dietary‘ 

. 
I 

supplement. Therefore, if we have" established a D&I'jn the 

I industry compliance document for a conventional Eood ingredient; 
that DAL 'al so would ,_ Apply ~ ;to:&ii"LE;:: +;&eL,;.g~~,+gc,"g" 'ih;$G& Uzseh a:. ,'a 1 

i. 
dietary ingredient in a dietary supplement until such time: that 

we would establish a different'DAL'"for its use as a dietary " ..l. / I : " ^ 
ingredient (Ref. 41) i However, we do not have many dietary 

ingredients that arej.+nc&uded in the D&Y& compliance guide. We 

agree that DALs may be needed 'for some dietary ingredients',' 

especially ingredients like botan5cals that are sub'ject to the 
: , 

same type of defects (such as mold and insect parts) as other 

food for which DALs have been established. We base DALs on 
r . _ 'hf. ,. 

scientific information such as‘"fiterature survey&, sc'ienti"fic 

market surveys, and-laboratory analyses and als6 on inf;drStion ^) .^ ",. -. . . ; ii 

dietary ingredients, we will c~bti~"iaer.whiether -to dd so.;' ;,j 

Question 2. We requested comments on appropriate testing 
I ,_ " 

requirements to provide positive identification of d$etary :, ,,, :,. ,. -_; ‘ .e .."., L 1. 
ingredients, particularly ~IXit'materials, used in d?etary 

,j .: ,.____, ,._ t.._-. ,..-._. -. ., -‘ __ I-., ._._ . s\.*: .,~" ., ._ ._() )_ ". 
supplements. 1_ , 



ingredients, particular&y plant materials, used in die.tar$ ; _. 
supplements may present a significant public health andLec6nomic“ . 

concern. The ANPRM also noted that the-analytical methodoio~ 

available for identifying many dietary ingredients is limited. 

We invited commentson the technical and scientific feasibility ,! 
of identifying different' types of dietary ingredients. We also 

solicited information on what constitutes "adequate testing" 'for 
3 _ , . A_ 

identity of different types of dietary ingredients, and/in the 

absence of testing, what types of practices would be effedtive 

alternatives to testing to ensure the identity of different types 

of dietary 5ngredients. 

Comments generally supported requiring tests of some 'kind to 
4 . 

positively identify dietary ingredients an'd to verify dietary 

ingredient identity. The comments put forth different reasons, ,^ _.<" .-?I. 
which ranged from ensuring public 'safety"to'preventing economic 

,_ _i / ". , >l, I 
adulteration. Some comments suggested ~~at‘suppliers'~~biila be' " : 

responsible for identifying the dietary ingredients~t'hey.s'~ppiy~.. 

;,_ ./ . _. to manufacturers and,that,ma~~ufacturers,shoula be 'respons$ble for 

only verifying the identity of the finished product. Other 
._"i. i _,i(. s- .",*li .c *J, / ., I ".. ")‘ &,*l, e, .i xl,,<ii .^) .:: comments stated thatthe manufacturer shou,ld be r.esponsrble for _. " _ i‘ 

._‘. ,.- ' 
identification and should not rely'on a supplier's certifi'cation. 

Some comments raised issues 

tests that should be recommende'd 

relating to the actual. identity / . -, . , ,_‘ i, 1,.,. _. 
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analytical method selection and methodoptions;. use of and 

certification of testing facilities that conduct identity'tests ., 
1 i 

on natural products. Some comments suggested that identity test 

method options should include organoleptic and'microscopic 
I 

methods and chemical analytical.methqds.' The comments. noted.that 
. I _ j ^. ,,. 

selecting the appropriate me-thod is,dependen~'.~~‘~h.~~~'~"an~ .. ' 

form of the ingredient. I Other comments.said that manuf,acturers I _,.. ,"l‘ a.~/_ L ,- -;-.,y *,si *x l.i ;.,_, ,.,.iz " ,, ; ". -i-,,: , ? 
should be responsible for selecting the appropriate method to _-" ,-;;.' . 
confirm ingredient identity. ' Most comments recommended t,hat we 

,,, ..^ I provide guidance to industry in &fini'ng'what comprises adequate~' 

testing for different types of ingredients, but did not support 

regulations prescribing the test method or methods for 'sp'ecific' 
_I 

ingredients. IS"' ,j,", ,I 
Comments generally supported‘the use "of a standard 1 

compendia1 method, such,,as tho,se published‘by'"thie '?JsP or&.&C 

International. Where no publish~dmethod :ej-~ists, the comments .\,,- .~ ".'*,p ‘. .,,, I-x. ,., .: I. 

requirements, or practices to ensure the identity of the d‘ietary 
'. 

ingredients they use. One comment from a vitamin manufacturer ‘ I‘ /j ,- I ,(. ,,, "‘_ _ _ ",j" _, 
noted that most of its pr~-~~~~'~-"have'-recdgnized and establ:ished' 

identity tests as part of their compendia1 status. qther 
_ .;, 

comments from botanical dietary supplement manufacturers .n;ot,ed 

,. . 
, 
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-_- .‘ . . . . . / ;,,, / .” ,. .^,, _ 

that their current methods for identifying plant material'are 

adequate, but that they will, over time, be enh&ced.by the 
.- 

availability of more widely recognized. methods and"techni&s as 
.;.., Ix .;. 

a result of current work in thisfield. ~The comments noted that 

test methods that are presently available and used for I 

identifying botanicals are not officially-validated. 'If an / ,, ,/, 
, : v officially validatedi method is, npt,avai‘l,able,~~~~~'-a' dietary .., 

: '_ _, 
ingredient, several comments suggested workin-g.totiards A6AC"' r -1, ,',‘,‘# ._., ,a ,: j"..iil,_ (,.%) " 
International validation and, in the interim, instituting'peer 

/ review of less f ormai t.esE‘ "m‘~~&..g"~, ,l.;i <a ,.,. ^.,~. Otler c6niri6xcs noce"a './EKi.c i. . .._. ,. 
'i 

the dietary supplement industry has begun an effort to develop 
! 

validated test methods for several botanical ingredients. : One 

comment suggested that it is important to develop methodssthat 
/ ‘. j 

are subject to peer review and to'institute a~c'ertification 
, ,  program for testing facilities because the analysis of natural 

.* r( , .A,). 
products requires specialized training in‘natural product ! . 
chemistry. The comment did not indicate who (,e.g., FDA or 
another organization) shoula,‘.$.everop a ~.r~i‘fi~~aEion .‘progr”;iiii /  

. .  _ 

.  , ,  
i 

Some comments only addressed identity testing of unprocessed 

botanicals. These comments said that fq2 unprocessed botdnicals 
j .: ; _' -- ~... _ / -,z,.. < ,_. ;, '_. 1 : , -.~, : ~. _ 

in who1.e or in part (e.g., flowers, roots, leaves, etc.), ' - _ I." . 
I .+ /,... i 1," I ̂,._ , .(. . 1 ,__._ ‘,, ^, _ ,.ll, 9 .>:, ‘ i : . . : j I \ :, ,‘ _ 
organoleptic techniques are sufficient provided that accurate 

records are maintained and that" th'e'm$nuf%otur"ing process ' _. .; __. ,- 
provides a paper trail of positive identification. hi6 &inn&tit 



suggested that-a" "vbGcher _ sti6cgmei;"‘ 
(a sampie of the-plant 

identity would be an ade@te record:" -The certificate of 
_. _. 

botanical identity would. 'foiioti the rnaterial~‘~~ro~gh:t~e +- " r_ 
i 

manufacturing process, thus cr~eatjng a paper trail. I , >, ‘, The voucher 

specimenwould be held for a specific period of time or, if 
.; 

necessary, serve" as a permanent record. 
^ __,. .  i I  i-,*v i;r ,.." 1".4<1-111"1 Dietary ingredient identification-~'~~s' 'an '~~~of~~nt part of y1_I . ._, ;  ," I  

I  I  

CGMPs. We agree with the ,co&men‘ts,, Chat identit;;^'testing".'r‘ " I _.., 

requirements are needed but that no single approach or testy . . ,, , ._ , _ ,. ‘,l ., _Ii 1"". 
method may be appropriate‘for every' dietary ingredient. '-. .' ' For ,_ " .,_ -/ 
example, microscopic'or organoleptic tests might be appropriate ., .., "S>j I* . I,1 
for herbs or plant parts (because“you c-an-see; taste, or'smell 

them), but not appropr2ate for amino acids (tihichcannot%e 
identif ied,'by the' na~.ed, e+e" .dr ident.i"gie;i'-y‘ .&--~ $&&" ----&-& . - 

i 
A microscopic test mightbe appropriate for herbs that st?iy "h&Gel ' " 
their leaves or other distingu$sh"ing marks- or characteri,stiics, 

but not for ground-up herbs. Thus; we agree -wi'th the comments '- "* ' "' ..‘. -_, . 
stating that the key'principie in'dlietary ingred$ent ai ‘/.,, Lb Y (.... .b. ,.< 1 L " 

" 
identification testing is to estab,lish an,. appropriate procedure 

that will identify, with certainty, the dietary ingredients used : 
in making a dietary supplement. we.. ‘agre& thak . a ~ giaa;;eg 

_ 
document on ingredient identity~testi&m& be useful, ." .- and we , 

- : 
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will consider future'development of in@redient identity testing 
_ 

\ ; I ;/ 
guidance documents. I '. ' '.'. .: '" "_ " ,. 

Manufacturers should,be responsible‘for identifying the 

ingredients that-they use in their products and, in addition, for 

verifying that the dietary ingredients or'dietary supplements 

they make contain the 'identity, &.&ity.,. quality,'~~~&gth,: and 

composition that the manufacturer intends the product to have. 
_. 

As discussed previously in this document, we have ~found serious 
/ 

adverse events to bei related‘to dietary ingredient 

misidentification. The manufacturer,*must c~onduct identity tests .;. . . ..* /".*I .,,j,, )., ,"_ _- ,.;-'" . ; 
to ensure that they used the correct ingredient to prevent 

potential serious adverse kvents. w& disduss i'&--ntitl; "fe;tirig 
;_ : 

for dietary ingredients and dietary supplements later.in this 

document. ,, 

We agree with the comments that -certificatzon of testing 

facilities could be an.important _ ,,(. 
* ._ 

step in ensur%ng analyticaX' 

quality. However, certif.$cation 

the scope of this rule. _I 

^ of testing fac‘iiities is ioutside" ._ __ . , .,. __ _..( ,i-.* ., ._^_ ,.' 

Question 3. FDA requested comments on standards" that:"‘ sho~uyd'. .,* ,,. *, 1 a,,..-",- 
be met in certi~fying that a dietary ingredient or dietary -- __ 1, /, I) I 
supplement is not contaminated with ii.&%> 'that'it -is free ., ",. ; . . *\ .I 
of harmful contaminants,. pesticide residues, or other,,~, " 

_. _; 
‘. j ,, 

impurities; that it,,\$s microbiol'ogically"safe~'and that it " .J _,,. l,,. ._I ..? I, .,‘"_ I : 
., meets specified quality and identity standards. . ". _,,_ : 

"_ ~ 1: .- _.. _ 

I  :  . : “ ,  

. :  j_ :  ,  :  

,  

,  



. / 

accept a supplier's certification that* its products do not? , _- ^.,_ j 
, .  c  ‘ w  Ibx-s-*^ . ,&;..-  ,(. _.” . , .  *  . ,  “/ contain microorganisms, filth, or'other foreign material that 

would adulterate the product instead of testing or evaluating the 
, ,11 I : 

supplier's products itself. As a result, we asked for comments _., (,~. . . " ,,.. 
on whether a certification will.provide assurance that die!tary- 
ingredients are not contd-iing-i& ‘o; wfietfisr sp;;-ifi:; ‘t&-gi’ng’ -- -’ ‘. “ 

,, A. 
requirements are necessai?y.""W' . ' _i -' : I LX ".. 3, 

Comments generally supported're.Iying on a supp'lier's ' 

certification that a:dietary ingredient 'is what it purports to'be 

and is not contaminated. .The comments stated 'that re~i&ick on 

the supplier's certification -should be an alternative 'to testing 
,_/_ ""_,"_.__ .,,, i _. 1 -, ,. .) a,> jl. I" .‘_^"LL".,. i',-'-*^ 'I ,‘I r' _ 

raw materials to detect microorganisms, filth; or foreign 

material so long as the reliability‘ of the supplier's 

certification is confirmed. Most comments stated that 

manufacturers are responsible for' determiningi'on 5 case-by-case 

basis, whether a supplier's certification provides adequate 

assurance that a dietary ingredient is what it purports to'be and 
'_ .j__. ._ 

is not adulterated. Some domrnents"based-theirs support for' 

relying on a supplier's certification on fij ll~+~O(a)(2) through 
i"l I ( 

(a> (4); these provisions allowfood manufacturersto reiy on a 

supplier's guarantee 'or 'certification that raw..materials or other 

ingredients do not contain levels of microorganisms or toxins 
., 

that may produce illness or -are,-othertiise contam,inate"d. The 
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comments suggested various means for de'~eiinining'th'e"reii~b~lity ," . , I -._ /_, "_ &. *,I-r;i ,d ,C? ~ ,~I 
of a supplier's certification, including independent analysis, 

i 
in-house testing, and review Of prO.tocdl~s‘~ "' ~ '- .. . . L.i _ .( > 

\. 

Other comments stated that; because the C?%P re?jii'Gt'ions in 

part 110 permit reliance on a supplier's ‘"cert%f%at&k and 'IL " "*L'*. " 

because s,ection, 4~02.(cj) (2) of"*i%i act'specifies that the C$I$?~ 
. , 1 ' 

. x. . I, is _'.__, j. 
regulations for dietary supplements shouic3 be modeled afterthe 

,!( ," 
CGMP‘ regulations for"food; a &.q3plier% 'certilficatiori for &etary 

supplements must be acceptable. ' , ." ,/_- Y" 

We have considered the comments on whether a s:upplier's 
_. a ,. _. 

ingredient is what it purports to be and is not adulterated. We 
; _' 

disagree that manufacturers may rely on such certifjcatiWons to 

determine, that an inc&edient‘is not contaminated; for &$pl&,/ ..” 

with filth or microorganisms. Using a supplier certification ,: ,,', f 
guarantee, or certification in -li‘eu, o‘f peeFbGitig te'st~nd'."";jn'"'ech _~ I 

",^ .: 
shipment lot of components, dietary ingredients, or dietary 

supplements is not appropriate because a supplier's certification 
/ '. 

or guarantee would not necessari.:ly- ensure 'that3he' identity, -..; . ._~,<1 _, 
purity, quality, strength, or composition of a 'component, 'dietary. 

ingredient or dietary sueplement is met. i^I_,)_ ,.. tie discuss test&g ' . ,,, ,_ ,*,j 
requirements and why we believe that the.-use ,of supgjf'ier's 

, ; 
guarantee or certification is.not sufficient in' lieuof a j "'-. / 

manufacturer's own testing in more.detaiI'later in this document. 

‘ 
i 
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should require manufacturers to establish procedures'to'~"" ' 
1 

document, on a continuing or daily  basis , that they  followed' 
. . 

preestablished procedures for mak&ng dietary  supplements -  
.-. 

The ANPRM noted that'thg-food CGMPregulations  under part '110 do b 1(/,. .s ,_.*. ". . .%I 

not require manufacturer&to document thatthey  are foliowiing -;,, , _ _. 
established procedures prescr ibed for manufacturing a food, 

However, the ANPRM also noted that sect ion 403(g) of the act does 

not preclude us from'adopting CGMP requirements for dietary  

ingredients  and dietary  supplemen'ts'that have no counterpart in 

part 110 if we have an appropriate basis  for doing so. ' 

Most comments generally  supported requiring manufacturers to 

outline in the ANpilM“‘~oul~ requiie’written proce-~ujres “bob briny .” 

. .>,/ . ^... _. ,. , ,, . / ,, ._ I .“.~. I 

processes and func tions . Some comments noted that wr itten * : 
procedures and day-to-day records ‘documenting that "_"^", L" _‘ _ / the procedures ." ,_ 1 .:_ 
were followed will ensure that,produc t's .are saf"e"ly  arid. pr-operly -_ . 

4 .“,.~_ ./_ .)  ,.,_, /I .,l” _, i .4, _*,/ ,:a.“$ “..‘*““‘< s  .,,., I_ a\ 1: ,... _, *,, r  ‘2 ",, A bl is ie ̂X ‘,< i_ ,P::-,_d I i m _I_ ‘,_ . 1 manufactured on a day-to-day basis  and'thatthis  can-be confIrmed ,. i 
.,, ,/, 3 '"!<," -'; 

by periodic  indeperiaent"'int,ernal audits . -0ne~ comment s tat&ithat 
_. _ L,., ,. 

the manufacture,r should be responsible for ensuring, through 

employee training, self-audit programs, and batchrecords;.'that 

quality  control and other procedures prescr ibed for'the‘ ' 
_ 1 ). . ; 

manufacture of a dietary  'supplement are properly and diiigentiy  

executed., O ther comments.,stated that it is  good busines s  
i ;. 

/ 

? 



practice to ensure product quality through periodic review'of 

records and quality control audits 
v. ,d __  / ,. 

and that failure to establish 

, 
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j  , 

procedures will result in product recalls, ‘potential injury; and 

litigation for damages for defective goods. 

Some comments objected to any' requirement for written " .., , 
_ / x_._. . _,_. _ procedures or documerit.ati"jn that the pr;j;d‘dtires. .+.-.-& :f‘&Aed[*. . . . . 

"_.. ," .,.. ._, The comments stated that 'section 402'(g) (2) of?&?act states that* . 

dietary supplement C$MPs.must be modeled after 'the fcod"CG$VP '.' . 
regulations and the food C*G$?P“regiilations do not require written 

procedures or documentation that procedures were followed-i“' " _ I i 
We agree with those comments that support the develbpment~ 

and use of written procedures_by manufactuiers'&nd are ' " ,,_-. " ^ i +: .; 
considering whether we should..re.quire written procedure.s in a ._ ., a.*, ̂. 

final rule. We are,proposing rec$Srements for documenting! 
. -< " I ,1_ .j.: 

certain operations and processes whlile not requiring written 
., ~ ., ., 1.. -. _ 

procedures to .remove,underlying costs for establ~+shing~'&& 
‘, " :- 

updating-such written procedures'tihile preserving the recbrds 
,. 

necessary to permit trace back. Wh"en manufacturers develop-and I , , _, c (, (. --":~..,..-".A.*" ., I ._, _1+.‘* ._,. ./ . _x_ . . , . . %l II) ** ,, 
follow written procedures such procedures help to ensure that 

,, I ,,. j II i , ," 
manufacturers produce a consistent dietary ingredient or'd%eta"ry ~" '. 

, 
suppl.ement that is of 'a predictable qiiality'and that 'is not I"' 

adulterated. Following written procedures and documenting 
i ,I j,. 

compliance with those procedures wiiXensure're@ular perf%&ince 

of a firm's establ$.shed programs and prcce‘dures'and wili p'rovide '" (_.._ s I , .I :i_- _), .> 



:. j 

67 _. . 

,‘ ). /_, i, : addition& assurance'of effective communication of appropriate _ 
I 

information from.the'firm management to the,line personnel. We 
., I 1 ,: . ,_5, I_. _ ..^:, ",. : 

invite comment on whether written procedure&should be're$i&ed~U _I _, 
in a final rule, ", ,,__ ,, )__ .,./ ,I .- and' whether .the,re.Vaare"‘ other procedures, '_ " that we ., ,_ jI ., _/.. 4. ,~, i,l :_ 
should include in a final rule. We discuss wri'tten p'rocedures " -. "), - \ .1 
for various stages of manufacturing, packaging, labeling, '- '- 

holding, and for handling c"oinsumer comp'~a&ts 'later in this 
._‘- .., 

document. 
:_ _ _ , , 1. _.,. _ 

"1 I 

We disagree, however, 
r. / . I ,,; ". / ,,_I b 

that‘records are nbt necessary 'to show 
s; i 

‘ that certain operations and processes are being performed., . . 

Records document th"at'quSr$tiy co"n<rol operationsand~"processes 
., ) / : 

such as caiibrating instruments and controls; manufacturing a 
._ / 

^, ,___..".. ., l-,I. ,.I .jl dietary ingredient or dietary supplement.batc~;“and~haridi~ng * ._,, :r. '1,: 
consumer complaints we&performed. 'We .further:'discuss' th:e basis 

and processes later in this document. We be.1.ieve,“thati sect& " 

402(g) of the act allows us to require-written procedures and - I 

previously, such records,>may be necessary for ensuring that 

dietary ingredients and dietary 'supplements are manufactured, 
: .: 

packaged, and held,consistent with‘these' regulati&s. i 

/ __^'.* Moreover, " I" 
." ~/ ..,, ‘"t.': I~~ ;,,A i j_ ,*,,s.i ,'"A 7'. we believe that -the fact that the' food‘ CGMPs In part 'i~6~?%"not .. I*.' 

have recordkeeping requirements does not preclude us.from 



(’ ,, . . .,’ ,:.. proposing recor.dkeep'ing requirem ents in thisproposed rule, ^’ : 

although we seek furthe,.rI"com m ent on the issue. 

Question 5. 
,i .  , , .  , .  I ,  ;1.-_* -- .~. :’ 

We invited-com m ent on"'.whether ~dietary 
^: 

supplem ent CGMP, regulations should require that firm+  have 

com petent m edical authorities.,evaluate reports of injuries 

or illnesses and to determ ine if followup action is 
*  

necessary to protect the public health. 
^, ,_ _* , ._ ! .S.,,".,/" .~ . , The ANPRM explained that m any dietary supplem ents contain 

pha~acologically active s.ubs,ta.~~es, which distinG;sd‘ (-,,,; -‘-/“~a “’ -’ .r; ” 

supplem ents from  m any foods,, ,__. 1 .-, 
a.&5g?e .difgt.grG supplem ents ,may 

.".. ^  . 
contain potential allergens. Because. the characteristics ,may 

result in a&&se events in cert&.n I  

consum ers-,-we 
-6 , , . ,  .‘-i., _I (-,” /  , ,  

asked whether 

we should consider requiring firms  to take certain actions with ,., ,_ ,^. I x .‘. .j^ 
respect to reviewing‘AERs. We‘also sought com m ,ents on whether a , 

." *_ _"j,s> 'l~,., ,/, ., I&. I .* 1.s ,,* , CGMP rule should re$ire*firms 'to 'establishprocedures for (* 1 ,, 1 

determ ining whether a reported injury constitutes a serious 
j 

problem , _,," *, __(, "( .b. , " and what.~' acciij,, "";re'" 'y-& *j---g -;-en ‘wh&; ;erious problems 
. 

are identified. '-"I -': .",_ tier.. \,,I,.. .t-1.-... ,/ _I .,.I.. .I .- ,,)‘/_..l.l-- .,". /. e*, j.", _I' - _ 
, I_ ,s_ -: 

Com m ents generally opposed requiring m anufacturers tb'. j ' 

establish a procedure forevgfuation and foliowup'of reports of 
‘ j 

illness and injuries.' . ..{ ;:.;,*, , __:-. Com m ents,also opposed requiring that a ^ c ( 

com petent m edical authority evaluate all reports of illness or 

injuries to determ ine' if folZowup action is.necessary"to protect 
, : the public health, Sbme com m ents; opposing req&ing written 

,_ .^ j .; ., ,‘ .- ., ; . . . . i _ i .L . . . j-c, " *.‘- L, ̂ ,. ") .(". *  , 
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procedures and evaluation, _ 
suggested alternat.ives to 

,. 

requirements, such, as using the Centers for Disease Control and 
,I ‘“-“,,,“,‘.‘.,,!_” d.X/ “W 0 ,L (, 

Prevention, poison control centers,. FDA's MedWatch‘"program, and 

consumer complaint files‘to monitor and record injuries and 
. . ,.~, 

illnesses attributed to market,ed products. ,‘ -I , 
., 3; 

In contrast; seGera1 comments supported a requirement for 
" 

written procedures or me,dical eva.uation of serious adverse 

events. Some comments stated that" an.,eva,luation procedure is 
. , 

necessary'and that manufacturers a're and should be responsible 

for establishing procedures to respond appropriately to re'ports 
I 

,i, of serious illness and injury that-may have resulted from 'using a j.. ^ 
dietary supplement. Other comments stated that medical ( -. j 
evaluations are not necessary because manufacturers should be 

using appropriate internal quality control procedures within 

adverse events and respond appropriateiy; .__,-. i __ .(( " .., 

,. .,, j_ '. 
We agree with those 'comutient.s..‘$tating that~'manufacturefs are" " -' 

and should be responsible for‘"evalu&ig 'consumer‘ %q&&ts. 
,... "I ,‘_.I ~.. i w;.. " d‘,^ u:e _ll .(/,_ ;,*., "_ d,.' ., u I ?\ /,.__ ., Manufacturers have an obligationto ensure-that the dietary *.; . .."V .; ‘.._ I.., 

supplements that they put on the market arenot adulterated or 

misbranded. Consumer complaints ‘about'a dietary supplement might 

indicate a CGMP-related pidblem-associated:wi~~,a dietary * (... 
/ 

supplement. 
/. 

For example, a consumer complaint might identify a $ 



dietary supplements to be adulterated... Thus,‘ a procedure'for .I *, $ _ 
reviewing and investigating consumer‘compiaints.'is re&mt&nded. 

'_'.'. ' 1. 
Records df consumer, &dniprgings-rer~tea c6 .'@#..g; c- and.^.;h.e yiew "'1 

and investigation of such records, .,~c., /( are necessary “and we di,scus.s 
._ 

such a record requirement later in this ‘do&ument. In that" __ i",, 
, 

discussion, we address $@t'we mean by a consumer complaint and 

we address the comments on the type of evaluation that wouild be 
" . . 

necessary for, consumer complaints and whether the comments" '. 

suggested alternatives to,yr$.tten procedures and medical i 

evaluations are sufficient to identify potential concerns.' 

evaluation arguing that such requirements go beyond-the CGMP .. 
_I I_ /... regulations for foodland, therefore, 

,) ,"b." '- '." . > r <" : tiou'xd'b& contrary to section : 

- 402(g) (2) of the act: ._ ,y_,". .I ..~__ . . . -i oeK.k coment.~'ciai;n~d that written.. - e ,.. 

procedures would present unwarranted potential criminal 

liability, that there are‘many-unsubstantiated injuries and 
, : 

i.llness inherent in the food -industry, 'and thiatdietary -. " 
" I- 

supplement safety probPems are‘rare. These comments also stated 
'_ that a costly and btiiaensome &if&y s&?vei.ll‘&e system‘is"not 

: 
warranted for these products, that the term "serious adverse _-* ~ 

event" is ambiguous, 'and that most manufacturers lack trained 
3' 

medical personnel to ,serve thisfunctidn.~" . ". : ! . . 
Because we have Ifound-, dietary supplement "problems that could 

have been prevented by CGMPs and that resu1ted"i.n product ' 
<" _' I,/ ,.-..t ..^ . , -.'-, - > 



I ,  , .  I  ‘, 

7 1  

re c a l l s , w e  fi n d  th a t m a n u fa c tu re rs  m u s t b e  a b l e  to  i d e n ti fy  
' j  _ _  '  th e s e  ty p e s  o f p ro b l & m s , w & h  th e ' i r  p r i i i 3 i i ;c ts . _ _  ,It; i - &  a  .'  ) " '  /. .." - ' -  j '  

. -.I 1 . _ '  
m a n u fa c tu re r ' s ' re s p o n s i b i l i ty  to  d o  s o . W e  d i s a g re e  w i th  th o s e  

/ .., ;. .f, ,., I. 
m a n u fa c tu re r to  e v a l u a te  c o n s u m e r ? o m p l a i ti ts . a &  w e  p ro p o s q  to  

d e fi n e  th a t te rm  i n  th i s  p ro p o s e d  ru l e . 

W e  a l s o  d i s a g re e  th a t w r i tte n  p ro c e d u re s  w o u l d  p re s e n t 

u n w a rra n te d  p o te n ti a l  c r i m i n a l  l i a b i l ,i ty ‘~  P e rs o n s  s u b j e c t to  . . I 
i  ., 

re g u l a ti o n  u n d e r th e  ' a c t a n d - i ts  i m p l e m e n ti n g  ' re g u l a ti ‘o n s  ' m a y  _ I '  "  /. x  $ ‘ _ ‘< l i _  ~ . j  i  fa c e  c i v i l  o r  c r i m i n d l  a c ti o n  ,i f t;e y  fa y l , to  f~ c o m p i ;* .G ;~ ~ g  "t& " " " ' a ".*t '  " * ' -  _  '  

o r  o u r re -g u l a ti o n s  (s e e , e ? g ., s e c ti o n s  3 0 1 , 3 b ' 2 ~ , .a n d i O S  ‘-(i i  ~ _ -_  
U .S .C . 3 3 1 , -3 3 2 , a n d  3 3 3 ) o f th e  a c t). )., I _  ,.~ , ~ ~ e ."~ ,~ ~ i ~ ' ." e h a t s u E L y ."g K  I‘. *  ..i >  ;.,.. ̂  I , , ,", 

o u tc o m e  i s  p o s s i b l e  < n d & r th k  s t& ti & ry  & & h & e  d & 3  ~ n b ~ ~ "t& ~ n .t' h a t . 

a  p ro v i s i o n  th a t w o u l d  re q u i re  w ri tte n  p ro c e d u re s  a n d  e v Z l :u a ti o n  
j  

o f c o n s u m e r c o m p l a i n ts  i s  "u n w a rra n te c ." ,. If w e  w e & to  a c c e p t 

s u c h  a  c l a i m , ' - *~ " ' *  th e n  w e  w o u l d -fi n d  i t d i ffi c u l t to  i s s u e  a n y '  

re g u l a ti o n  to  i m p l e m e n t th e  a c t, a n d  th a t“‘re s u l t "."_ -)_ - i  
. . . w o u l d  c o n fl i c t 

.1  i  
. ..,l l . w i th  o u r o b l i g a ti o n '  e *  p ro te c t th e  p .u b l i c  h e a .th :- T h e E e fl i j re ,. ' G ,"' "  "  

~ . .s  .?  , ,/ 
re j e c t th e  c o m m e n ts '  ,a rg u m e n t re g a rd i n g  p o te n ti a l  c r i m i n a l : 

*  ,. ̂  ..,._  I, .^ ." ..n  r-  I -  , . ,. ..( l i a b i l i ty  a n d  i ts  e f$ e c t. 9 9 , r & e ,m a ,k > n g . I ,. I ,. _  ~ ~  ,,*  

W e  a l s o  d i s a g re e  w i th y  th e ,.c l a i m  th a t, th e re  i s  n o  b a s i s  fo r 

re q u i r i n g  a n  e v a l u a ti o n  o f a d G & s e  e v e n t$ ‘b & & $ &  & 5 r &  & k .m a ti y  

u n s u b s ta n ti a te d  re p o rts  o f i n j u r i e s  o r i ’i h i +  a q d  b e c % $ & ~  



voluntary reports'of injury or illness,have identified _,. ,_ : .;"", ( ,._ - .': ;<, .;.. " ,-. ̂ . _ _' ',‘ ̂  .‘,6 _, r, :, : , _) \" ,_/1* 3, / y: I- : ,' - 
adulterated dieQry supplements. Consumer complaint reports , ,(. ,, x ,\ ,) ‘. 

A lanata contaminated plantain, D identified the',need fo-r fi$rth-er‘ /. A .., - ._.. , _. 

investigation and led' to ,reca,lls, or" w.arnings 'to protect the ~ '> * _ 
.i.-..*. _.. 

public health, (Ref.,6). Evaluat,ion of consumer :cpmplaint reports ', 

can reveal patternsof adverse events that assist us and j ,,,-sL Xlbl.v.,. r. _ *\_ ._ci.,s~i ,," il,.,2"i. * ..Ar‘>.-, W**.i*,'W.;iv~, +.r b *,"T‘*. -"I'*~;.,. ‘2, & _.,&,." _* __- ., , >,%,' "( ;, . _,, 

manufacture'rs'in,identifying the need for furtherinvestigation _.I * 
to determine what pubiic health'actions are needed. , 1, , _ 

‘. _, 1 i,. ," 
For example, assume that, after you investigate an XER, -you 

find that the product cqntai.ne.d.an~ingredient that should not 

have been used and th$t th:e ingredient caused the adverse event. 

The fact that the w,rro:n@ ingredient appeared in"ydur product'w'ould -" ,-.>, -, 0 .; . ,. :\I ' 
indicate that some ,ty@e of problem occurred in your manufacturing ,. .\ ^, : .? _ ,_, ,, ,. ,:, ,. 

process of that product. Once you identify the ingredient-as the .~. . . I i.‘ .^ I i 

cause of the problem, you would be able. to~ta,~~.,~teps to 'r&ioY% 
- a ,_., " >_ 

: . .I. .I ,, ,' , '. .>‘_. :-, ' 

any'such product from, the market %a@ prevent the problem from' '- .‘,,' 
;s;, 

recurring, helping_to ensure product'@iality and.purity, and ' .., ,>, . _1- , . . . ".. ,I, ,_ ,,, I ._ ; __ ._.-x,i,"l I " . . ~*_"j_:l_, j, ; ;_, 

restore consumer conf,ide,nc.e that your products contain then "", .-,I"_^ii.cII.- 

correct ingredients. : In short, investigations of consumer' ,.. I-. . (".. --~ ,"--.f~ .:__ ., * ",. ( I,. ; ,_ 

complaints benefitboth manufacturers and consumers and these ...XIIIX-la .-"I.se-- <."..1*,. ,+",**__Anl . . . . . *. ,."*_(, vII_,^. ..^ia<I__ ,. _ 1 .u. ".A, *<"WA.,* h ._., *in-+ lii.liIu ,‘/.. , ,*. L _ * 

benefits will exist regar,dle,ssof :.,whetb.e,r~ there&e :many or few .^ _- ;._: 4 1 .i 
injuries or illnesse,s ,be.li.eved to be associated y$,th-y~ur h*‘ * ,___. _ //_ I l_l ul<, ..*,. -i**.~.^,*.*I_ _SU,X? .urr.,a"&*,s"~l, _'- ,._, __.i -. ' 
product. _ .- /,e_ ._* . /. _- 

: 
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potential safety concerns with dietary  ingredients .. W e* . 
.'. 

asked whether such an evaluation is  necessary, land,< if so, > a.~ ,C^&_X -c ,; I\ Irx*I*L* i" *ksrr i, I%- 1 *\",,.ur,=*r*n A,% ." /? .I "*a r~~,r+? / Ul,*%w~4*rl 

what elements ,.need to be inc luded in such an evaluation and , ._.. \ "I* , jm./‘,_ ",-. x ., ___^,,,,.-,*^".*^ "">,,<. r".r i. I; -..*I . . *i";x\i * zw*.""s~a~. :.~a+.,~, 1.w 4. ?P,(C *i.*Aq :*rYs ;*-&c  ,(.S~ 43 &9lp&"~ ZL . . j. * (‘P. .*: _"_,~ * 

their relative~importance (e.g.,, the pres,ence ,and potenc y  of , i ~"  , ; . i-  . . ,) . < 
pharmacologically  active substances, the presence of , _I .\: ., 

different microorganisms , the presence of different ' 
'~ 

contaminants-..a& .&purities )  . W e also asked whether we 
_ , .- . “_ ,I- “.“,.,~ I , , ,, ,. _^... , . ,, ‘ I; I, 1 1. i _. , 

should require that these evaluations  be documented in a I", ,%-*&I"*./~- I. /~h.*~.r" h\*"xu,ri*in~...i .,-, -'a. ,*,",.,", n ,,,4",, pIl\, ._,_ .<,,, .,z  ,__; (  ,r+,.+,, ,,. i .b,__ I. ^  . , 

firm's records, and, if so, what type of records would be *.s ., _"_ -‘),*,; >_ _ __ ._. ,__ ,, , /, ,, I 
adequate to document that suck  an..eva&a.tipn h.+ occurred. j),^._i_ :su,tM *:.>i;i:.: ‘. .> _: -_^ I, 

In general, the comments ,opposed requiring manufacturers to t. 

establish procedures ,to identif" y , evaluat.e, and'respond to' ,I I ..'.: 

potential safety concerns with4-di.etary  ingredients . Most ' 

comments c laimed that, such proceduresa& un,n~ece,ss,ary because 

dietary  ingre'dients  .have ~ah,is t_,ory  ,of safe use"';$% food andi,that.. , 

DSHEA is  based on this  his tory of prior use‘*in' food; .._ &#&/,., O t%e& . , _- ' 

comments arguedthat, becau&‘DSI@fi is  based on a his tory of ,. 1- .+_ .~sx,.bx".$r--Na '.+ *j_, i,.,~" ,.,_ _ 2 .‘"‘\>, ,, 1,"‘ a_- 

prior use of exis ting dietary  supplements ,and qtablished ;1 ,_,v I ..^, "._" .(‘ii,*r" lli *(;‘r;r..t -_ __\ )  __ ./,. .^ ,,,, _.. ,, , ..',..I 

notification procedure for..new,~Vd$,et,ary ingredients , a requirement (_ :_ 
concerning potential ,-safety concerns for dietary  ingredients  

would be beyond the scope of this  rulema.k ing. 
. .i 

,. 

“. .  2 

,  .  ! ;  . ,  -1 -._, 
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Several comments noted.,that for those.dietary ingredients  
: 

that do not‘have a'his tory ‘ofsafe u&e in‘̂ 'food and are ,co&idered 

"new dietary  ingredients ," as defined ':,in~ sectcon' &13(c) ofthe 

act, , -: 11, C"  / ,-. DSHEA established ~procedur%s "'for evaluating safety concerns'. L 

Section 413(a)(2) of the act requires a manufacturer to &b"mit'".a -  ._ 
"  1" ," " "  i (.. ._. ." 

"new dietary  ingredient" notification to FDA 75 days before 
., -,_ :_ j. ,,, introduc ing or deliver ing a dietary  supplement containing's  new 

," I_ _I_ I, j ,I, ,..' i. _.- I,, _. .%,' 
dietary  ingredient into i$ze~st&e, copeT;-ce. _._,,_ The,..notif&c$t$on 

that the dietary  supplement containing the new dietary  ingredient 
-a .,i....lF ., ;,,_,, /).,l_ ):,".,r ^,-, ,. - '1"1ri _I a*, I,,' 

is  reasonably expected" to be safe. Therefore' 
i: 

.,. ,-" , J  the comments ." 
., 1 "~_. ' " - '  '." argued that proc~dur.es '~.ij "‘.identlfy ; e"v."‘~iti.gte; t '&---- '  're'spon;cl W b' ^ " '  

..__ ,. _. _ "  "  . .-,, _ .-, --. ^  ( '  i 
. ^  . , / ,_. _.l,,‘, . -  ,__,,.l_~__ ;...*-..*,. S"‘., -_,/1. potential safety conf$rns~are not necess&!y' in~a C&P rule'. 

_- _', ,: _I,, _ -. ; 
O ther comments,stated that FDA should not require pro&edures 

* . ‘ ,. ,v  h i i/ %> 
to identify , evaluate, and-consider potentials  safety c !onc'erns .' .i_ -&b.= ., "  ,^ 

'/ J ;.&,: with dietary  ingredients  bec$use ma.ntifac tur&-ig g~rk+.air 'ypve an' .." ' 
8, 

essential and c r itical responsibility  to substantiate the sa:fety ,^. 
of the dietary  ingredients  they  use in manufacturing a product. 

i 
The comments suggested that FDA does-not need to require wk itten 

. 

. x  ‘ . ;  

(7, _ ,i ” j ;a _ ,, i-v \ 

procedures because,manufacturers must consult the generally  known 
* ‘. _,_ ^.,,  . I  , , .  .  . -  _. ,- t  

and generally  available s c ientific  literature to determine' 
,.,.._ / .,, I. _, 

that a 
dietary  ingre-dient is  safe: -‘.' Some comtienti!s  sugG;zgkei -EK&; .' 

\ ,- 
ins tead of FDA"'rekir ing safety -evaluations , a third-party' .^ ., could 
evaluate safety conce'rns. . . . . ..a.. -Several co+mments -suggested thati 

.: 
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.! I ,,," .,,_ ^_ . pi who use dietary ingredients&at have little " " 

history of use in food in. the United States should-retain ] " - _(. 

documentation concerning the dietary ingredient's safety. 6ne 

comment suggested that we issue a guidance document to identify 
a .i_ 

the types of acceptable "history of useN standards for dietary 
, , 

ingredients having little history of?.ise in foiodin'the- Unit,ed 

States and to describe the documentationthat tiou~ld be needed' 

regarding a dietary ingredient's s‘z'fety: "- _, 1 

Although the comments focused on the saf,ety of"using ' 

particular dietary ingredients, ,-, -..<. " ,,, ___ __, the safe..y. 'eon~ggns"' described In ', 

question 6 actually consist of two concepts: ‘(I) ,,Is the ' product //._. ._.__ ), , -;. , 

_ -. i) 

manufactured, packaged, an‘d,‘ Eera^,in‘ .$ mafiney‘,th,& would 'nPlt 
1 

adulterate or misbrand the product"? The proposed rule foc'uses‘on 

safety concerns related to the- 1att'e"r:'concept. 'Specific&l).y, the 

manufacturing, packaging, and holding of the product to ensure, 

for example; that the product has the identity, purity, y,ality, 
\_. I. "- / , ,. 

strength, and composition claimed and does not‘become adulterated .,. : .'. 3 
or misbranded. * The agency notes that no-'comments appeared to : I_ /_ ".i ._, ,, I. I. . _,,~ ,_... _dli, I '. . . ‘I .I !) . 
argue that safety issues 

,,. _ _. ._, 
relating to potent&l 

,.. 
contamination or 

adulteration related,to,manufacturing processes are "outsides 

CGME's. As the comments recognize, manufacturers have an 
(~, l_^I " ,I ." .I _1 

, L- 
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essential and critical responsibility to substantiate the safety 

of the dietary ingredients they use in manufacturing a product. 

Section 402(g) of the act is not the only provision relevant 

to whether a dietary ingredient or dietary supplement may be 
) 

deemed to be adulterated, Section,402(f) (1) of the act, in part, 

declares a dietary supplement to be adulterated if it: 
,. . _,^ 

a Presents a ,signific,ant or unreasonable risk of illness ., ". _ i _ 1 " ., 
or injury under conditions of use described in tqhe 

f 
labeling or, if no conditions of use are suggested or 

recommended in the labeling, under ordinary conditions 

of use; 

l Is a new dietary ingredient for which there is 

inadequate information to provide reasonable assurance 

that the dietary<ingredient does not present 'a 

significant or unreasonable risk of illness or injury; 

or 

0 Is or contains a dietary ingredient that renders it 

adulterated under section 402(a)(l) of the act under ,/ , *' ., 
the conditions of use recommended or suggested in the * .,, " 

.  

labeling. (Section 462 (a) (1) ofthe',,act dee,l,are:s' a, ,. 
food to be adulterated if it contains substances that * 
are poisonous or deleterious substance' that may 'render ,, .I _, .,I I 
it injurious to health.) 

Additionally, section 301(a) of the act prohibits the : /e, :/ I, 
introduction of adulterated food into interstate ‘commerce.'~ 
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So, for a dietary ingredient or dietary supplem ent ,. ..( 
m anufacturer to com ply with sections 301(a) and 402-(f)'(l) 'of"the 

act, it m ust take steps regarding potential s'afeIZy'~on&%?is .' 

before it m arkets the product. Otherwise, if the m anufacturer 

had no obligation to evaluate possible safety concerns bef'ore I " 
m arketing a product, sections 301(a) and 402(f) (1) of the act 

would not m ake sense and the m anufacturer would be acting 

contrary to the basic congressional intent behind DSI-IE&; which 

was to ensure that safe dietary supplem ents are available 'to . .I , P  ,,, I ._;, .I.,,: -:; ".+,-,&jr ,-, ~ \ I . . . 
consum ers. For exam ple, assum e that a m anufacturer wanted to 

m arket a new dietary ingredient but lacked evidence to sho'y'that 
” I 

it is safe. Under section 402(f) (1) (B) of the act, the 
_ "^ 

m anufacturer m ust have ade&a"te‘ inform ation: t'o provide reasonable 

assurance of the dietary 'ingredient's safety before it m arkets 

the dietary ingredient; otherwise, the dietary ingredient is 

adulterated under section 402(f) (l)(B) of the act, and section 

301(a) of the act would prohibit "its sale'in 'interstate'&om m erce. -I 
Thus, the m anufacturer h-s a. statutory obligation 'to'"exam ine . 

safety.concerns relating to the dietary ingredients it uses 

before it m arkets th,e product. 

The proposed CGMP rule focuses on ensuring that the 

m anufacturer knows what it is putting in its product and is 

m anufacturing, packaging, and holding the product in a m ann.er 

that wfll not adulterate or m isbrand the‘prodiidt. '"'For 'exam ple, 
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assume that you use a particular herb as your ‘dietary  ingredient. 
.: 

However, there are different species  of that herb.“.'Some species  

are poisonous; others are not. Additionally ,' there are 
.' . var iations  within the same species  of herb depending on where the 

herbs were grown. Some var iants  may contain higher levels  of a I. 
particular dietary  ingredient or marker compound than other 

,‘ . 
var iants . So, how do you know whether'you-~iavk-‘~he r ight herb' 

(nonpoisonous species  of herb intended for use) and whether it 

meets your specifications? CGMPs would require that you check 
i. .., ^  ,_ 1 .~. ̂  ,, 

the identity  of the herbs you receive; by doing so! you would be ,. 1 ,. 
able to tell whether 

herbs are poisonous, 

In this  example, the 

you"have the correct herbs, whether your 

or whether they  meet your* specifications. * 
potential safety concerns involve the, 

, &, " "  '\ ‘-\ 
dietary  ingredient itself rather than any issue concerning 

contamination which would adulterate or-may lead to adulteration . 
of the dietary  ingredient, and thus , the dietary  supplement which ./ 
contains the die.tary  ingredient. 

._ \ , .._ ," ;t,_. 
As for the comments' 2 'arguments concerning a dietary  -. 

ingredient's  his tory of use, we do not need to address his itory  of ;, .,_ 
use as part of this  CGMP proposal. CGMPs focus on how 5 p'roduct 

is  made under current manufacturing processes. A dietary  _ .- .( 
ingredient's  his tory of use does'not provide any'rs‘surance“"tha~ ,. 
particular product has the identity , purity , quality , s'trength, 

and composition that 'it purports to have. Further, his tory of * 

a 

,,., ^, . . 
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use  does  n o t necessar i ly  p rov ide  any  assurance  th a t a  pa r t icular 

p roduc t.wou ld  n o t pose  a  signi f icant o r  u n r & o n a b l e  r isk o f _ I ..#  ._  -(  -  
i l lness o r  in jury u n d e r  cond i tions  o f use  r e c o m m e n d e d  6 r  

sugges te d  in  th e  lab .e l ing  o r  u n d e r  o rd inary  cond i tions  o f use . .", I ,,' 
A s fo r  those  c o m m e n ts "d i *scuss ing w h e the r  m a n u fac turers '  o r ' .._ " ,._  ." ,_ , 

o the r  pa r ties  shou ld  eva lua te  p o te n tia l  sa fe ty conce‘rns,‘ th e  

p roposed  ru le  wou ld  requ i re  a  m a n u fac tu re r  to  eva lua te  a  consumer  

comp la in t to  d e te rm ine  w h e the r  th e  comp la in t re lates to . g o o d  
). 

m a n u fac tu r ing  p rac tices. S u c h  a n  eva lua tio n  wou ld '.inc l ,ude'  :' 
poss ib le  hazards  to  hea l th  resul t ing from  th e  m a n u fac tu r ing , 

., _ -  
packag ing , o r  ho ld ing  o f a  p roduc t. Never theless,  you  shou ld  

n o te  th a t, insofar  as  comp l iance  with th e  ac t a n d  any  C G M P  

regu la tions  a re  conce rned , pe rsons  w h o  m a r k e t d ie tary  ing red ien ts ,_  .." ~  ̂ 
a n d  d ie tary  s u p p l e m e n ts a lways  rema in  respons ib le  fo r  the i ( r  . "T"  .v, ^ "  _ ‘ /. 
p roduc ts. If th e  m a n u fac tu re r  m a r k e ts-the p roduc t,' itwou ld  'have  

to  m e e tal l  p roposed  C G M P  requ i remen ts, if th e  agency  fina l izes 

th e  ru le  as  p roposed . If a n o the r  pe rson  buys  a  p roduc t (such as  
. 

bu lk  d ie tary  ing red ien ts)‘ from  a  m a n u fac tu re r  a n d  distr ibutes th e  

p roduc t u n d e r  its o w n  n a m e ; -that pe rson  m u s t m e e t al l  app l i cab le  _  * Y ' : i "  _ ,v ‘,- : : 
C G M P  requ i remen ts. 

Q u e s tio n  7 . "*  j l l_*_ < h l I s., W e  xnvit,e'd c o m m e n t o n 'whether~  speci f?c ‘c'ontrols 

a re  necessary  fo r  c o m p u te r -con tro l led o r 'ass is ted o p e r a tions  _ , j ^  _*\,vrl ,_ ... I) II /.,l,._ll.,l. _ ,.~ , ,* 
a n d  h o w  bes t to  ensu re  th a t th e  so ftwa re  p rog rams  a n d  

e q u i p m e n t used  to  dir,ect a n d  m o n i to r , th e  m a n u fac tu r ing  . , "  * i" 'L.," ,- . L . ,., A .1  Ij : 
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process  a re  p roper ly  des igned , tes te d , val idated,  a n d  

m o n i to red . 

C o m m e n ts generA l l y  suppo r te d  speci f ic con trol,s fo r  c o m p u ter -  

con tro l led o r  c o m p u ter-ass is ted o p e r a tions . O n e  c o m m e n t 

sugges te d  requ i r ing  m a n u fac turers  to  con firm , by 'a d e q u a 'te  'a n d  ._  

d o c u m e n te d  tes tin g , th a t the i r  c o m p u ter  so ftwa re  p rog rams  "pe r fo r m  

the i r  i n tended  func tions  w h e n  c o m p u ters  a re  used  as  pa r t d f a n  

a u to m a te d  p roduc tio n  system  hav ing  a  signif icant '  a n d  direct  

impac t o n  p roduc t sa fe ty: ~ ? thkl, c;m g ;t" - .g~ s t'/& l ,.;equ i ,2 ing  
. . 

th a t so ftwa re  p rog rams  a n d  e q u i p m e n t used  to  direct  a n d  m o n i to r  

m a n u fac tu r ing  p rocesses  a re  p roper ly  des igned ; tes te d , eva lua te d , 
, .' 

a n d  m o n i to red . T h e  c o m m e n t a d d e d  th a t", 1 .I. _ , .), _ ; if w e ,cons ider  impbs ing  . 
._ 

specif ic r equ i remen ts o n  h o w  firm s d o c u m e n t th e ~ ,a d ,equacy  o " f.the i r  , 
c o m p u te r -con tro l led o r  assis ted o p e r a tions , w e  shou ld  address  ^ .,, 
those  r e c o m m e n d a tions  th ro i rgh*  a  'gu iddnce  x d o c u m e n t" ins tead o f 

I _ " . ._ , r  _ "  ..- /~  , t. ', 4  ,; 
i ssu ing regu la tions . "I 1  _ .. ,; - " -  . ,_ , 

W e  a g r e e  th a t c o m p u te r -con tro l led o r  c o m p u ter-*assis ted j ‘ *.-..z* I I 
o p e r a tions  n e e d  to  b e  proper ly  des igned , tes te d , eva lua te 'd i  a n d  

B ' 1  ._  
m o n i to red  to  ensu re  th a t th e  c o m p u ters  d o  w h a t they  a re " ' supposed  . 

,/ _ .(.., .) I 1 _  i 1 ' 
to  d o . M a n u fac turers  shou ld  con firm , by  a d e q u a te  a n d  d o c u m e n te d  

_ )  : 
tes tin g , th a t the i r  c o m p u ter  so ftwa re  p rog rams  pe r fo r m  the i r  :' I 
i n tended  func t& n .s ,becaus ,e  c o m p u ter  use  as  pa r t o f a n  a u to m a te d  

p roduc tio n  system  has  a  signi f icant - and  direct  im$ac t on$ roduc t 
* '_  

sa fe ty. C o m p u ters  a re  a n .im p o r ta n t con trol l ing p iece  o f 
-  _ + ;, 
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equipment in the manufacture %f dietary supplements because-they 

often direct and.control~key steps or processes in the I.^ , 
: manufacture of dietary supplements. If computers do not operate 

correctly, the dietary supplements manufactured using those _ _ ,, ,hj computers may be adult.eratg$;‘" I ",. , . ," II ,/- .-‘ (r: ,‘ -. ", ,, I_.__ 1 ,I .^,._ 

Several comments supported requirements 'for specific ' : _',,' ': 
controls, but opposed using validation-of-operation mand,ates like 

2 
those in the CGMP regulations for drugs.' One comment suggested 

that we regulate computer-controlled andSc.omputer-assisted 

operations for dietary supplements in the same way that we 

regulate such operations in the pharmaceutical industry, but only 

where an operation is directly related to the product's^ " __. 

concentration or purity.' One comment suggested thatwe, con-sjder 
. 

adopting the computer-controlled and computer-‘assisted procedures 
\ ./ 

We propose general requirements to ensure that equipment is , , 
- ,- ’ 

suitable for its intended use. - . ." However, ._ . 1 we seek comment \ .I., ..,.I in the 
proposed rule, about whether we should include re&uirements,' ~ 
written procedures, and records for equipment verificatio,n:and _ \ (_ x ,_ I . j 
re-verification. ,/ / " __s 

We request comment on what verif,ication 1 

manufacturers should be using in 'their 'computerlcbntroiled:or 

computer-assisted operations to ensure that a die-tary ingredient 
or a  dietary supplement that, ;is produced ,.‘4& ‘;;bt: -..~yte;-g~g&f”“’ “‘. ,, 0  

,. ~ 

_. -“‘_’ ‘So. I_ ^ , - 

during manufacturing. In addition, we request comment on whether 
,_ 



we should issue guidance documents on verification procedures for 

use with computer-controlled or computer-assisted o$erations. 

Guidance documents generally represent FDA"s advice or current /- 
thinking on a particular matter and are not binding on any 

person. In contrast, regulations create enforceable requirements 

that apply to all persons engaged in the same action or who make 

the same product. I 
As discussed in greater detail later in this document, 

/. _( 
certain processes are necessary to ensure that / > 

computer-controlled or computer-assisted equipment functions 

properly. This is because of the important role of such 

equipment in manufacturing. For example, if computer-controlled 

or computer-assisted equipment is used to control components, 
,. 

inprocess materials, and rejected materials unsuitable for use, 

the operation must function as expected to ensure that components 

suitable for-use, in~m.anufacturi'ng 'dietary ingredients 'and~diktary _., ,- ̂ ,, > ,.~ ;,. ..,_. ,.~_, ". j/.. ^ 
supplements are not mixed up with components held under * I _/ 

quarantine such as those components that have been rejected as ,. .._ 

unsuitable for use. If computer-controlled or computer-assisted. 

operations are used for t&e addition and.mixing of c‘cjmponents, > 
they must function properly to ensure that the correct 

are added and appropriately mixed to avoid producing a 

ingredient or dietary supplement that is adulterated. 

components 

dietary 

Comijuter- 

controlled or computer-assisted operations are not perfect; 



computers are subject to malfunctions and> "bugs" (errors>' in the - I ?. 
software they use. .,,_ 

Probleins w‘ith ‘data entered into the computer 

may produce unreliable results. For these reasons, specific ii__'.I_~ 
. . ,. / “>> .~_ I) .,%,,L ,i (^ j controls for computer-contro+led or computer-assIsted ocera6i&s‘V‘ 

i. _ 
are necessary to prevent the manufacture-of an adulterated . ,z (_ 

,;.- ., 
dietary ingredient or dietary supplement. 

'_ , 
A few comments stated that no specific requirements for , 

computer-controlled or computer-assisted operations are needed . 
because computer hardware and software a&simply spe&ialized 

plant equipment so that no special regulations. are needed." 

We agree that computers are specialized pieces of piant 

equipment and, therefore, should be subject to additionSi 
_, ,...." , 1 

requirements beyond those which Fjo~ld appry t'~, ,~,lant ~'~'~ir;;;;E?~t': 
1 ". i 

Computers are specialized pieces of equipment because they are 

subject to malfunction's and "bugs" (errors) in the software, they 

are reliant upon data entered into a'computer, and they may be ,., 
used to perform important roles such as &omponent or dietary 

ingredien,t identification ,. 
*, mea,suring compon.ents and.dietary 

ingredients, and quarantining materials. Consequently, proposed 
2 _., I", § 111.30 would establish 'rec$irements'for aut‘omatic].mechanicax; _, -7 ,. 

or electronic,equipment. The proposed requirements would cover, 

among other things, automatic equipment design,~ and routine 

calibration, inspection, 
_. _ 

*  :-. 

'and checks to ensure-.@ropef performan&. 
,"(^ i,, ,l.. 

As stated previously, we are seeking comment on whether we should 

. ,  “__ /  , . .  

,s  . ,  j_ x  _x _ \ ,  



include rebirenients for verification and re-verification'of 

automatic, mechanical, or electronic equipment and prosesses and 
, ", i . ,. . . - . ,. ,. _ , -. 

whether we should include requirements for computerized systems 

that are separate from requirements for other.,,meFhani,cal o,r, . 
automatic equipment. We disc.us,s proposed § 111.30 in greater 

detail later in this document. 

Question 8. We asked for comments on whe.ther certain, or 
, . 

all, of the'requirements for manufacturing and handling 

dietary ingredients and dietary supplements'may be more 

effectively addressed ~ji,~'a';egulation-'bas‘ed.dn the j 

principles of Hazard Analysis and Critical Control‘Point 

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

submission. 

In the ANPRM, we noted'that, because of the wide variety of 

dietary ingredients and dietary supplements and‘because'of the 
/ 

heterogenous composition of the dietary supplement industry, 

CGMPs based on HACCP principles'may provide a more flexible and 

less burdensome regulatory framework for manufacturers and: 

distrihtors than the +jprc+c+ set out, 'in" thein.dustry' 

submission. 

Most comments opposed,basing a CGMP regulation for dietary 

ingredients and‘dietary 'suppi-ements on'HACCP p,rinciples. _ 1 '_ 
Most 

comments supported applying traditional ?GMP requirements on 

manufacturing, packaging, and holding to dietary ingredients and 1. " _, , ,a, "1. ,_ 
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dietary supplements. In ,general, the cbmments that opposed 
_ __/ 1 ,I ".. j -.,, . ,- .I ; requiring HACCP for dietary ingredients and dietary suppleme;;'<s 

I_ , , "! . . ., . 
asserted that: (1)‘A HACCP program would not be appropriate 

because HACCP focuses on microbial ,cont,aminktion,Iof products that 

provide a favorable environment for growth of'microbes tha‘t may 

be present, ,. .,. ", and these ha?qds -are ) ,,)" ,. .) not a major con$ern'-for dietary *,,ir. 
supplements; (2) CGMPs are the,best'%eans'of %ssur.&g the Isafety, ._. 
quality, and composition of dietary ingredients and dietary 

supplements; (3) HACCP is not re.quired for the food industry as a 

whole; _ ,",.-X_, _. .I _,I2 _i ,_l,,, * " ‘1 and (4) HACCP would provide'~i;;imai'.incrernk'~ta'l value at 

significant additional costs. 

Other comments opposed mandatory HACCP~regulations,,'~~~-' ". ;- ,: ," 
dietary ingredients and dietary > "-*L 1 1. ^I ._" ., ‘l 

supplements, 
bLt _. .& 

manufacturers could implement voluntarily HACCP instead.' One _ I,, ( .^ ". ,.. - 
comment, which supported voluntary implementation of HACCP /I ,.‘_, ..I 
wanted manufacturers to be ex,empt from h&&g to disc.lose HACC‘P i., ,,. :j 
records to any Federal agency. 

. /- 
HACCP principles can be applied to a broad range'of 

.I manufacturing practices and HACCP principles.arSi~~,~~,~tsolely .__; _...‘. ,,_ /_ 
focused on micjrobial kontamination~'but instead,' -are intended'to" __; ,- ,. \A,'." " 
identify and appropriately control steps in manufacturing where 

.- ., , , , ^ ,~ ,~_',_ - ,,“_j,_~ ., ^ I. *,. 
any type of adulteration can o'ccdur: Nevertheless, after 

considering the comments, we have decided to propose a CGMP' ' i 
approach for dietary ingredients and diet&y supplements. We j ; .I ._ 



believe that CGMPs would establish a system of controls that, 
2% 

given the variations in size, technological sophistication, Andy 

regulatory experience among dietary ingredient and dietary 

supplement firms, .^ would cr:eate a. strong regulatory foundation 

throughout the industry. 

You may voluntarily choose to implement a HACCP plan that 

meets the requirements of the Natibnal Advisory Committee -on 

would still apply to you (Hef. 
.,.i . , I. : 

_-. 
.~ 

42). Any HACCP plans that also ,(,~‘:<.~~ "Z" I _) ‘(., ,~, _ d.‘-.9:~~A> 8 (, ',".'Z '" ..l. “ y. ‘1 _. ,p :il j" ." << ,' _ 
are intended to meet the,reoords requirements under proposed part 

, ./ ..; : ., '\: , L : ._ : 
111 would be treated as reoords under this‘prop&al. 

. 
auefytion 9 -, _ _ *., ;i _, ‘ _. -,. _,..l "_ "_ We invited'comment on"-whether,*b,road CGMP‘ 'I -- I,- 

regulations will be.adequate, or whether it'will-be '1 

necessary to address the operations of particular segments 

of the dietary supplement industry. 
‘ ; _I _- ,111/. ; 'L. 1_ ,j. ib dl"i_ 

Most comments supported broad 'CGMP~x!egulations covering all 

segments of the dietary supplement industry instead of specific 

regulations tailored to di.sti,not segments of the,industry: One I 

comment stated that the diff"erence-s between di.st&t segments of - , (. 
the dietary supplement i$dust,ry; s&h'& man,ufacturers of raw 

materials or distributors, of finished products, are no more ~. 1 ,. 
pronounced than similar segments in the food~~industry~. P;n.+~~er 

comment stated that having numerous CGMPs couJ.d subject raw 

materials and dietary ingredients to multiple CGMPs, ‘thus mak‘ing 
,‘ ,, 

-. ., .’ - . ., 
,, . . . “. i j . . :: , ; *, ; )..” _; __.  

j 
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manufacturing operations more compf&. 'This comment also ' : ^‘ 
questioned whether issuing multiple regulations is necessary or- I 

economically justified in an era of limited corporate and ' 
_, . - , , 

government regulatory resources. Other-comments emphasized the 

importance of ensuring that all dietary supplement manufaclturers 

(i.e., both small and large manufacturers and foreign "..l /.L i* =_ I -/ .* -, _"I, .&'..., 1 ,,,_, 
manufacturers planning to import dietary supplements into the .> 
United States) follow the same CGMP requirements. : . _.,‘_ , 

In contrast, some comments supported drafting regulations 

for particular segments of the dietary supplement industry~.. One _^ 
,. __ 

comment stated that certain stages of the manuf~ticturing process, 
"' I.: 

such as the distribution of raw dietary ingredients'; "shou.i?de be., 

more strictly and comprehensively regulated than other, stages _e _,_ 
because potential hazards are more prevalent during these ' 

manufacturing stages. The coment stated th~~'lcon;rersel-l;~ the 
" ., 

holding, distribution, and'.sale -of'a'fini;shed dietary supplement 

may require less comprehensive regulations because they are 
/ ,,, 

subject to fewer .potential hazards. Other comments supported' ' I 

different levels of safety testing for d‘if~erent'?$es"of diet&y , / ^'",'_' .I .':I. _,‘ 
supplement products. ^-“ "‘ For example‘, .' 

,-i some co&e;;s :saicl .ihat. . . . 
I_ ,,, -_.\I. /: I., ,. .I . '" 

products sucli ds melaton2ti, %.a,, ~esn;;~~~ehian~r~~~e~o~e rese;nble-. 

.% ,. ,., ,. ‘:) .i ,. ; i,. ‘ 

drugs, _j ) 3: ,." so we shoula reguire .gety tkst.~ng"z'n ,~a-‘~~-.d~.~'-~~"T"d hutiriA&.‘ " : ,^ 

: 
and impose druglike CGNP requirements for manufacturing. Another 35‘ _.,I‘ : ' 2% ,I/, i-" ‘_ ._ +.- 
comment stated that less s"triugent CGMPs.would be appropriate for . i 

“, .  1 
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herbal dietary supplements because they have long histories of - 
food use and safety. 

II >, _., 
We agree that some manufacturing operations are subject to 

. 
greater hazards than others, and have draf'ted," ~~~~~ ‘~r‘op;bs,ed“ 'ru'ie .' . 

accordingly. For example,‘ there are -microbial hazards associated 

with raw botanicals. To address these hazards, the proposal 

would require that you perform tests on the botanicals. On the 

other hand, there are fewer ‘hazar~~"~assdc'iatkd"t;~th 'h'oiding"an& 
_ _/, ., ,. c i_ . 

distributing finished dietary suppiements, 
” 

. ” .( I 

, “̂  I _  _, -. i .  . 

so'"the proposal'wouid . 

impose less comprehensive requirements for 

distributing operations. 

We are persuaded by the comments that 

holding and 

support 'a broad'CGMP 

regulation as preferable to multiple regulations focused on 

particular segments of the,industry. We agree with ~the comments- .A .,I "- 
that multiple regulations might be'confus&@an~d, burdensome' .( r 
especially to firms that manufacture products that" fall into' ,. . ,.i _- 
multiple categories. For instance, it would be easier for __ x 
regulated-firms and for us'if firms 'were required to adhere to 

one set of CGMPIreqirirements rather than follow, for exampie,' one 
set of CGMP requirements for'vitamins and a different set of CGMP 

requirements for minerals. 

We also recognize, though, that “there ‘"may be some reasons to 

treat different types of dietary ingredients or dietary 
supplements dif‘~eren,~ly', in .specifi'c‘ ~inst'a;;;es *_, ‘- '$& "&,,,p'i;;;' 'it '^' .' 
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may be appropriate to require one type of test for confirming the 

identity of amino acids and another 'typeof test'for conf<rming 

the identity of herbals- However,'for the reasons discussed‘ 

previously, we are proposing to establish one set of broad 'C&P 

regulations for all types'of produ~cts. '_I' Because we‘recognize that 

one set of specific requirements may not be appropriate for all ,,.,/ ,‘_ 

types of dietary ingredients and dietary supplements, we have ~ . > -_ __,., v ,_,) 
proposed regulations that allow manufacturers to develop 

practices to meet CGMP requirements. /, ., Depending on our experience 
I 

with this proposed rule, we will consider whether we need to 1 ,*, __ . ,~. .l :' > 1. .' 
reevaluate our decision to establish one -set bf req&ements for 

all dietary ingredients and dietary supplements. 
., _! ' 

We agree with the comments that the proposed rule should not 
. .."~ make any distinction,bet,yeen d.,ietary ingredients or dietary 

supplements made in %h,e ~U~nlted ~St‘ates and -those made "in a foreign ., 
country. The proposed rule -would reqii%'that foreign f&m& that 

want to exportdietary ingredients and d,ietary supplements to- the 

United States manufacture, package, and hold'dietary ingredients I^ 
and dietary supplements consistent.ti$th "propo&ed part‘ill. 

Moreover, under this proposed rule, if a U:S. firm con&&s with 
_ .j ^a . , ,. 

a foreign firm to package dietary supplements 
.- _, _, 

for 
_'. I .i : ,: 
sale in. the 

United States, the imported product would have to'"comply &&the 

requirements in proposed part 111. 'In aagit'i~~ -.* (.,... i the g's $,, .Er, I ,' 
_. ,.(,< ..v' 

"I" :'-i would be required to meet all applicable'YCG$IP regulations under 

.-_’ ‘. ;* ^ 
_^,. ,_, . 



,;.,t , I_( / ":" this proposed CGVP rule,~related ‘"to,.t"hose' activiti'es' inwhich it‘ ; ._" -; ." (_ ,.: : :-. .j / , -: 

engages under the'proposed rule. We invite ccjmm,en.t on ,howbest . 
to ensure that dietary ingredients and dietary supplements 

exported to the United States have been manufactured, packaged, ,, )* ̂  ,~ (_ 

and held consistent with part -111. 

This proposal does not include requirements for safety 
^ ‘. ^ .1.. 

testing in animals and hum*ans. for ,certain types of dietary ,. ._ ‘".j .- 

ingredients and dietary supplements. As discussed in seve,ral 

parts of this preamble, you are responsible'for-ensuring that the 

dietary ingredients or dietary supplements chat you make are safe 

prior to marketing such products. Although we &x-focusing 'on 

the manufacturing steps in actual pro~duction and distribution of ,._*. I, ) . _ ., "( _ 
dietary- ingredients and dietary supplements; -t'here may be the 

need for specific regulations related to"the use‘of animal 

tissue. We invite comment on whether there is a need for such ~ / ,. I" ,_ ,. . . 1 ., ..Y_ ~ .>^, 
specific regulations. 

III. Description of the Proposed Rule 

This proposal will supercede what the agency said'about"‘t‘he 
. . 

-, (/" ,* :r .)/, ,:. i..&,. placement in Titl.e 21 of -the Code of Feder~T'&h~~~E~ons for &..$ "' . 

regulations resulting from the proposed rule for dietary 

supplements containing ephedrine alkaloid~s' (82‘PR"Jb'ci8';' ,&ie"&,' 

1997). That proposal includ,ed proposed'revisions of part 111 and 

the table of cont,ents for part 111 and we are noy,proposing those 
/ 

for 21 61% part 112 (as explained below). 
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This proposal for dietary supplement C!GMPs amends part 111 

(21 CFR part 1111, revising the heading from "Current Good .*" 

Manufadturing Practice for Dietary Supplemeqts" to "Current Good ., , _ _ .;, ,_ _a ,I ,! 
._ 

Manufacturing Practice in Manufacturing;‘~Packing, 'or Holding 
., -_ * ,: 

Dietary Ingredients and Dietary Supplements." e... Proposed"part 111, A 
with the heading "Currenf G&od Manuf;idt"gring ‘Pra~tii& ;A 

Manufacturing, Packing, or-Holding Dietary Ingredients and 
,, __ . .x1 

Dietary Supplements," includes only the CGMP fordietary 

supplements and the table' of -'contents "tiontains' categbr~cal'"'CGMP' 
_ I ,, I,. i ._ ,I ,, ,, .--a 

practices in subparts A through H. 

Further, ~ I"^" we propose the heading andtabie of content&l for 

part 112. Proposed part, 112 has the heading "Restrictions, for 

Substances Used in Dietary Supplements." The table of-contents 

for proposed part 112 includes:.Subpart A "General'Provisions" , _____. .,, >',,; "_‘ d&. x‘e.#-.‘&";r"y *>i,.,ll i . ~‘1.. 
[Reserved]; Subpart B "New Dietary Ingredients" [Reserved]; and _, ,, ,'. 

Subpart C "Restricted Die)z$ry.Ingredients'r. [Re,&rvedl . Proposed ,^ :' ; _. * j 
subpart C would include restrictions for substances used in j :. 
dietary supplements, such. as the propos'ed rule for dietary' 

., 
supplements containing ephedrine alkaloids, if finalized.. 

These proposed changes are ma‘de for ease of use and clarity. I _. ,,.* . . j ,-/_. . ll,l..* ~.: ,. , ,, ," (,L,_. ."x ." ._ ,' .:. j CGMP regulations will be 'found more easily if‘ ‘l&at'& i,n one .^ ,, I) ._ _ %, _, r "- ', - ..,, __ 
part, part 111, 'an8 clarity will be enhanced by using subparts*to 

organize categorical CGMP"*practices. 
.'bi,r _,) -<,o 

,, _ ',"' 
s i;n'z i&.k iy, ,.l&Agtricti';;& ‘I.( & >I‘ 

" I, .." ,li( .( ,. ,i (. 
substances used in dietary supplements will be found more easily 

*; 
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if located in one part, part 112, and clarity'will be enhanced if .‘_, .r. I;,, ,./ 
the restrictions for sub'st~ances used ;n'~iet‘ary'~supplemkn;s'are 

located in one subpart, subpart C. 

The proposed part 111 consists~ of eight subparts. Several of 

the proposed provisions in the C.G3P,reguiations for dietary ,,, _ ,' 
ingredients and dietary supplements are similar to the CGAP 

,_ *_ ."_.. 
regulations for food products at part 110. Rowever,-. we edited I 

, ,,-, 
the text in many cases to 'make the proposeh rul,e easier to read 

I;;.. and to understand consistent with plain l&guage'~'pr&iples under 
./,, 

the presidential memorandum of June 1, i998 (Refl' 43). S&e 
/ provisions arederived from the industry outline that we included ,. "^ ;- -,.fC 4, ,.'! 

in the ANPRM; others are derived from 'comments we received on the ._. ,. ,,.. .._ 
ANPRM or from our outreach efforts des~yiljedpreviousl'y.' "We'aiso 

developed provisions based on our knowledge and'kxpertisk '&I the 
. 

areas of dietary supplements, manufacturing, 
_ i ‘ d_ I/ 7 ,, I(,. I 

XI and contamjnation. 

We tentatively decided to- exclude certa:n ?GHP re&irements .' 
I. $‘ ;. (, .Y ,,. .I 

in part 110 for food products because they'd0 not appear to be 
(‘ 

appropriate for dietary ingredients and dietary supplements. 

There are differences in the nature of the-product'(i.e., 
_' ‘. . . 

conventional food versus/dieta'ry'ingredients or di,etary 
_,., ",, supplements) and in the manufacturing practicesused to produce ' ' 

_ ,,. _' 
the product that require specific practices appropriate.for " , . _,, i :_ ) 1' 
dietary ingredients and dietary supplements. i. : : . We invite comment 

on whether any provision from part 110 that we'have not &cliuded , ." 

,' 1 ,. : ,_ 
,/ ,-,L.- : L, _ .)( 
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should be included in this proposed CGMP for di:etary ingredients 

and dietary supplements. 

A. General Provisions (Prooosed Subpart A) ,/I 

Proposed subpart A contains five provisions-that would 

provide basic information to the reader ,,~1~ ,_,, *..~j*.,,‘..‘._ x, j _\ .I (. -, ,, ._. ., (. I 2 /.' ", _. '( ; 
1. Who Is Subject to These Part III Regulations? (Proposed 

§ 111.1) 

Proposed § Ill;i entit;led '"@ho-is subj'ect‘to these ! 

regulations?" describes the scope of the rule. Pro"posed § 'lll'.l 
z 

states that you are subject to the requirements in part 111 if 

you manufacture, package,, or kip"@ adietary in@redient or diet&y. ,,i .,,.I, / 
supplement. As stated previously in this document, in our 

response to question 9 o$*‘the ANPRijl, this propose&~CG~p rule'" I. , ‘/. / -, .; i, "r.,*.,;,.;iii _.,/. _ CI," _",_,.., ,\_ ,,,__ *..-l(, ,, ,.I_ .j , _" , I I / " I )_ . 
would apply to a wide variety of-‘activities as&'&ted with the , 
manufacture, 

,. (, .~., 
packaging, and,h-olding of dietary ingredients" and 

dietary supplement products. These activities include labeling, 

testing, @uaiity control,' j_ holding., and distribution. For 

example, if you contract with a rnanufac~~'r~i;'tb~~erform ani 

operation subject to proposed part 111, you will-need'to comp'ly 
/ ," "_ -(' "-'I ,. 

with those regulations di%ectly applicable to the operation that - ‘~ i: , ,.~. 2, _-.- I(. " 
you perform. For -example, if you are a firm that has contracted 

^. - 
with a dietary supplement manufacturer'to pdckage a dietary 

supplement, you are responsible for complying with all the“. 1 .' $-Ii .,,/.. .~ ,‘ 
regulations, 

_I _., pc.: ': *: _I 
including recordkeeping, that wouldotherwise be 

I d:. I 
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required of a manufacturer who does its own onsite packaging. lj_( ;__*" -I .,,il. I *< i -.p ,_,." i. c, he. ,,& * ,. I* \ j, '_ ,/._; ,/ I , . I x - _, 
Further, if you are a manufacturer and you contract with a, firm 

to perform a particular ma.nufa*cturing < Ii step, you would remain ,, ^, ,I,- \ 
responsible for ensuring that such step is done xn a manner that 

complies with the requirements in proposed part 111. As in the 

previous example, a manufacturer who contracts' &it&a fir&to 

package a product is still responsible for the actions of its 
_ 

( .  ,_ * I,~ contractor for the packaging activi~ies~-nd,~~~t~‘ehsure that its 
contractor complies with the applicable 'CGfiP -regulation-s. ;~ ,._ 

Proposed part"111 alsb would apply'.'t-o fo?eign'f&& that 

manufacture, package, or hold dietary ingredients and dietary 

supplements that are imported or offered for import into the 
v -, 

United'States, unless imp,orted for ftigth;..k,,B pr.~c~.ssiLg A&*. doff I 
‘_ ” “_I?. I i. I_, 

“._j_:- _’ 

under section 801(d)~(3) of'the act _,cI_>, to'persons who distribute .~'*?A...' :'-. _(_ G,' __ , : , i * .) 
such imported dietary ingredients and dietary supplements, and to 

persons who export dietary ingredie"nts and-die‘tary supplements 

from the United States, unless exported in compliance with 
I 

section 801(e). ", ., ‘, j:", ,_ " __ /. 
One comment to the A?JPRM, relating to'the scope of the 

CGMPs, requested an exemption from the"CG$&for "herbalist" 
__ “. _ 

practitioners who indiv;d~a~,i~'manuia~~turk~‘dietary supplements "r /: 
for their clients. 

We decline to exempt herbalist practitioners from the 

proposed rule. If- an herbalist practitioner introduces or': 
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,, 

delivers for introduction into interstate commerce,'a dietary ., _. _ _ _- .- .a~~,n,"~r; I ." "," .! 
ingredient or dietary supplement, that practitioner must use the 

same good manufacturing practices as other manufacturers,to .;-^.- , I !"T. 
ensure that their clients receive dietary supplements that, are 

not adulterated. The risks of adulteration are -not eliminated _a_ / ': 
just because the practitioner is an herbalist. Therefore, we 

decline to exempt "herbalist" practitioners who manufacture 
.__ ,; ", / _ " dietary ingredients and *d~eta!ry'supplements: *tie&list * *'- . " '-' ,*i ". I " ,..., *a*<. I \.,a '/,, a, rl ? I. 3 ,, _',*.,. I. "". * _: _, -_ 

practitioners who introduce or deliver for introduction into 
- , .‘, , ^. j r ,j I‘_<_ ,: ,,“' 

interstate commerce, a dietary ingredient or dietary supplkment, 5 
are manufacturers who must meet CGhPs. 

2. What Are These Regulatioins Intended to Accomplish? ('Proposed .1, , ., 
§ 11IL.2) 

"~" 

intended to accomplish?" discusses the purpose< o-f' the C&P" "' I 
regulations. The,proposaJ states that the regulations establish 

*,,.* _.^jjj. II,,- / ," the minimu,m CGMPs that you must use to th,eextent"'that you 
_ I. 

manufactqre, pack.age, cr hold adietary ingredient or dietary s ,..‘ __ ,(/ _ /ix ,.-, I - - ̂ __ ,- ‘A;- 
supplement. By using the phrase ‘to the extent;" we mean that. 3' 
you must comply with the provisions that are 'appiicable*'~to'you or 

-i“,. 
to the operations that'you perform and that, depending on the I. 
type of operations you perform, some provisions may not apply to 

you. For example, some provisions discuss requirements .fcr 

automatic, mechanical, and electronic equipment; if you do.fiot 
.,." , II_, 
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use such equipment, . , -Jo* you would not'have to~Wtiomply'with those . 

provisions. 

Our primary purpose in proposing these regulations is to , 
protect consumers from aduiterated and misbranded dietary" 

supplements due to improper manufacturing, packaging, or holding 
(. > . 

practices. By observing CGMP regulations that require 'that _ " _ .j - * ,^, 
dietary ingredients and dietary supplements are manu~factured, 

packaged, or held in a controlled environment, manufactureJrs can 

ensure that dietary ingredients and dietary supplements are not 

adulterated or misbranded during manufacturing; packaging, and 

holding operations. Manufacturing, packaging, and holding ~ 
dietary ingredients and daeeary" supplements under '~~~ps"~~i~l 

_ 
provide consumers with greater confidence that dietary 

supplements contain the dietary ingredients that ‘they'are~ ' 

supposed to contain'and that these "dietary~'"~n~~e~lents were 1 
. -,- ." '-"* '. ' .- -i j, 1. : "li .1 )*.I.. I^ j\I,_ -"“? 1 ‘ ,__, . " 

evaluated for their identity, purity, q&lity, strength, or 

composition. The CGMP regulations, if finalized as proposed, 1 _. : ?,I,.". 
,j would require a manufacturer to establish,specifications fo'r the 

dietary ingredients and-dietary supplements that it makes.:, Thus~, 

under the proposed CGMPs, a ,diet"ary supplement with a particular I 1. 
dietary ingredient listed on,its label must contain that 

.' 
particular dietary ingred‘ient'. '"Moreover,"S t~at'd;etary'in9red;ent ". / *. ,. ,_ .,*.t* ., I , 
must meet certain specifications that the manufacturer "" Ij \ :. -~ . ,. :x /I**? ,.- .*t .s-. 1 I. I; 1. I I 
establishes as to the purity, quality, strength, and composition. 



97 

CGMPS are intended to ensure that a dietary supplement contains 
1 _." II j ,b a:-;.:.\ .I. 

what the label says it contains. ,_ If it 'does not, the 'dietary " I. -, ., , '" I"i 
supplement would not only be'.misbranded under section 403 of the I( _ ,' _,-. , .; '( :. ; act, but also would be adui~i"rated'"u^nder"~se,-tl~on'4'0i(g) "&the 

act. 

3. What Definitions Apply to this Part? (Proposed § 111.3) 

Proposed S 111.3 defines various terms used in proposed‘part 

111. In general, we have,,used de"f-initiori‘s‘ that are. simila'r to 
,, _j, 

definitions in part 110 for food and other CGMP regulations. 
: _ _,- 

However, " owe have'modified some definitions' for I$lain language'; 
.. " '_ : 

purposes under the presidential "plain language" memorandum (Ref. 

43) and to make other definitions more appropriate for dietary 

ingredients and dietary suppleme<ts. 

In some cases, we based a definition on provisions in the _,II.; "j l~-.y__I~e. I_j; .._ . l_.. ,; a">"" 
. 

industry outline published'in the ANPRM. However, we did not '_ 
adopt all of the definitions in the industry outline,“ l?or 7 
example, the industry outlirie defi%d terms such as, "ade-$&te‘,U 

"composition," \\raw material," "representable sample V I and' '- ~ 
., ^, 

"rework." We omitted thdse definit,i,ons from $h$g proposal“ ' 

because the terms are generally tiriderstood, '&because ' <,<.J \.,, _ * I , ,/a ." / ,, 
definitions for those terms are unnecessary -for"'purposes of 

understanding the proposed rule. " ,,. _ Ij_ ._ ,, ~ .1 . . 
" Lo< ,, .: 

Proposed § 111.3 'states' that,. ~the'^d,e,einitions and' ' _' i ,;< ",.' ^ ,/,:r... x.,.-1' 
interpretations of terms in section 201 of the act apply to such 

I 



* 

L _ 
. . . ., _,. _._ . _I_ ^ ,* ‘ 

98 

terms when used in -these regulations . Section 201 of the‘act ‘; / 
defines .var ious  terms that appear throughout the act, inc luding ,'i _.( -  ,‘ ,... ,. .) 1 .; ,I 
"dietary  supplement" (see sect ion 201(ff) of the act). O ther 

terms in sect ion 201 of the act, such as ;'labei" (sect ion 201(k) 

of the act) and "pestic ide chemical"  (sect ion 201(q)(l) of the 

act), have a long his tory of use; The definitions  and 
._ I  

,_( .“’ 
:  ;_ i._ 

‘,. .  

interpretations  of 'such terms apply  when we use those terms in _ \' 
this  rule. 

_,. _,l .~) ,. _". r/.-,;s+  ,. _ .( .I 
Proposed § li1.3 def,i% s  specific  terms used in t,he 

.( **. 
1 

proposal. 

Proposed § 111.3 define‘s  "batch" as ‘a specific  quantity  of 

a dietary  ingredient or dietary  supplement that is  .intended to 

meet specificatj.ons  for identity , purity , quality , s trength, a$ . i. . 
composition, and is  produ6ed during aspe~&fie.d time period ~ ‘ 

.5 1, 
according to a s ingle manufacturing record during the same;cycle 

of manufacture." _ ,_a. ! 

The phrase "$-dentik y ; purity , quality , s trength, and ,," -_,, (_ ,.( / ,,-, ' .;;. _l? 1, "  'i.. . ' -  G  "  '. 
composition,"  means that the production on 'a batch-by-batch basis  

is  consis tent with the master manufacturing record and is  what,.it I. ,,- 
is  repres'ented on the 1,abel to be ( identity ) ; is , without 

impurities  and is  the desired product (purity ) ; is  the. identity , 
~._ '. -, 

purity , and s trength for its  intended purpose (quality ) ; is  the ,. ” 
concentration, that is , the amount per unit of use~intended . _.,.^ , _ ,/ ̂ _ _ -, 
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(strength); and .is the intended mix of product an.d prociuct- 

related substances (composition). 

Proposed § 111.3 defines "batch number, lot number, or 

control numberfl as "any distinctive groupof letters, numbers, or 

symbols, or any combination of them, from which the complete 
" >( L j( 

history of the manufacturing, packaging, or holding of a batch or 
* _._(.A_" I. / ..), .- ̂ (, . ,, 

lot of dietary ingredients or dietary supplements can be 

determined." You should note. that the" prapased'~efinition would . .,.. "( 1 
have the batch, lot, or control number be "distinctive-," Which' 

means, for the purposes of this proposal, that it is unique in , 
some fashion, and is not a reused number. Numbers must be 

.___I .< ~ ,__, 
distinctive because, if a problem involving a marketed dietary 

ingredient or dietary supplement later results., a-distinct.?ve ' ' 
,., 
,. batch number will make it possible for you to investigate the ."-__- 

I source of the problem and the manufacturing'histcry for the 

batch. This would help you to take appropriate actions 

concerning that batch more quickly. 

intended for use in the manufacture of a dieta,ry ingredient or 

dietary supplement includ++g those that may not appear in the 

finished dietary ingredient o,r dietary supplement." __ _ .; ->,, (,L, _; ~ Proposed 

§ 111.3 states that‘"component" include'& %~$~e&nt,s and dietary 

ingredients as described in section 2,OJ(ff)' of the act. Under 
proposed § 111.3, components would includiit ingredients; dietary 
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ingredients, manufacturing aids (such as solvents that are 

removed during manufactur$ng), and reagents that are used to ". 
synthesize 

Under 

may or may 

a product. ' 
the proposed definition of "component," a component d ," \ " 
not appear in the finished product. For exampfe, ,. 

solvents that are used to produce herbal extracts do not 

necessavily appear in a finished dietary supplement, but the 

proposed rule still would consid,er‘the' soTvents tobe i 
9 

"components." As another example, ingredients, such as cellulose _ 
(which is used to make tablet‘s) or gelat~in‘ (which "is used to'm%ke' 

‘_ 

capsules), might be used to produce dietary- supplements- ..jl.- (_ .,, . . ,-..I 
ingredients remain in the finished product, but would be 

"components" under the proposed rule. 

Proposed S 111.3 defines "consumer complaint" as: '. 
* * * communication that contains any 

allegation, written or oral, expressing 

dissatisfaction with thYYe cjualify of a die,tary 

ingredient or a dietary supplement related to 
.(. 

good manuf'acturing practices. Examples of ^ I_- . 
product quality related to good'm&nufa&uring _, -,I ,,, ,n ,:/ j 

practices are: Foul odor, off taste, 

superpotent, subpotent, wrong ingredient I 

drug contamtnant, other Contaminant (e.g., 

bacteria, pesticide, mycotoxin,‘glass, lead) .' ,, ' ", 

~ _ .,, ,)__ /_^j, ., I, ,,; .."S, -_.-. '.. 

." 

these" v *. ,- 

j. 

/  

I .  s  _ 


