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Constance J. Hardy 
Center for Food Safety and Applied ~ ,. .._ ..,,./,” I L 
Nutrition (HFS-811) 
Food and Drug Administration 
5200 Paint Br?lnch,Fg*Y 
College Park, MD 2Of40 

Re: Comments to the Dietary Supplement Comm#?e of the&o!! 
Advisory Ccmvnittee on the Definition of “Metabolite” i._i a\ I ,1,*.11 zi .I ci 9 .:, w <l_ ?.> ,, ‘),,~,:?-.,~~-*:~~l:i :r”:,:r,,*(.“A *, ‘, d.“~.:.. : ;,;-- .,y ,, _____ 

Dear Me. Hardy: 

The National Nutritional Foods Association (“NNFA”) is submitting these _ “$: ,c’“cy * 2(*; ,I ‘; ii%b ,_, ‘ir’ , .‘ ,,., ,,%$ . < ‘” __ 
comments to the Food and Drub Admmrstratron ( @A ) In response to the March.4ct, . .._i_ , 
2003 N&@ ~~~~&j&i~~l~;;leiit siibcomrryttee of the Eo$ &kj$ory eompi\ee; 2. ._,eI_ *-,, 
Notice of Meeting.” 

NNFA is a trade ass,ocjationrepresenting the interests of mere than 3,000 
retailers ,and I ,000 manufacjurers, suppliers and djstr@!tors of natural foods, d!etar’y ..^ * ,:.m, ‘.‘_.W‘.l_ ,*, 1 n,,c$ .“, 
suppleme& and other natural products throughout the Unrted ,%tes, ,NNV!$h,S!s 
consistently supported FDA’s’&$ity and 6fforWo enforce the Di,etary SuPPlement 
Health and Education Act of 1 004 (UDSHEA”) and te ‘e&r& th& dietary S$@NThtS’ ..“., 
continue to be safe. ., . . 

NNFA appreciates FDA’s solicitation of comments o,n the defWon,of ._ I.~ *.” l”“..*I~.,~~D~~--y”*y~ _, l..i.vl :hrv.&* ~~~~~~-~,..‘“-~~:r; ‘.<T. 9 ..$,Z” ,lx, Qif.<;i” iu :. 
“metabolite n NNFA believes that th(! term has a dew$$entlfic dMp?p and was > ), li ‘;* &&‘p ,,a.~, exp,icitiy in;uded ein & .dgHA& ~~~~~~~~~~~~~“~~~;s;~~~~~~~~~-~~~~~~~~~. ,N*qEA. j _ 

therefore takes the $kitir% t~E;~ii’~~~~iib;eed.fbr ,fD~:to,,reoefinaS,or n.arroy the -. .,l,.. :. c + : 
category. 
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Specifically, 21 U.S.C. 321 (ff)(l) states: 

[t]he term ‘ydietary supplement” means a product (other than 
tobacco) intended to supplement the,diet ,thqt.&qrs or 
contains one or mpre.,of the follqbjng dietary ingredients: 

(A) a vitamin; 

(6) a mineral; 

(C) an herb or other botanical; 

(5) an amino acid; 

(E) a dietary substance for use by man to supplement 
the diet by increasing the total dietary intake; of 

(F) a concentrate, metabolite, constituent, extract, or 
combinatiqn of any ingredient descri-beci. in.c@u+q (A), 
(B), (C), (D), or (E) (emphasis added). 

Il. The Definitions.g “Metabolite” is not Contested .._ ...i,” YcIn.._ .* a,- Sjfdl_l .~_ j .z ~,-i,~,.w.,,,i,;;r.i.‘~~,~“~-~~~.. s,*-. 4 : L : ,- _ r _ _, ), ,, _ ,.- 

“Metaboiite” is qnifcqrn~y defined in scientific @cd- general use di@ion@ieq 
as “any substance produced by-&e body’s metabolism or by one of the body’s 
metabolic processes.” A metabolite thus includes any substance that is qre#cd by the body as it builds upon, breaks ‘&-Y”6r‘c~~-w&i‘g”” nu.“<titm. _j. , _j 

. 

The range of “metabolites” is potentially broad, including what are died 
intermediary metabolites - moleculqs Wt.,arq n@$entical to the original 
n&&nt/supp[ement but are created to get to anoth6~‘$t~~%%~% chain of alterations 
that lead to the m.olecule the body is trying to make or excrete. 

III. * Wide - ~.pietaru, SUP!? , _ 1 _,,,;__ ,$>.X ‘\ ‘emenfs Are - O” the;y,$$F - - ;Ma?fit-“&, ,. J .“~s”r.d.a.- .%w,-.\ : i”.l(,.,” -,, _ 
__ 

A wide range of dietary supplements already on the market as 
9netabolites” of dietary ingredients: 
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l Ester-C (“Ester-C includes, the vitamin C metaho!ites, L-hreonic acid, L-lyxonic 
acid and L-yloric acid. A special manufactunng prkess is employ&d to form a 
unique calcium ascc.*ate metabojite complex’), 

l MSM (“MSM is a metaholita of DMSL), the garlic-oyster smelling substance”) 

o Glucosamine Sulfate, o motabolite of Chondroitin Sulfato 

l Pantethine, a metabolite of pantothenic acid; and 

e Co-B-Enzyme, a metabolite of CoQlO 

The definition of metabolite is therefore very clear and there is no re!ison (. ,,. 1 ., :_ .,,I,^/. 
FDA should move to re-define or, narro!!v the @egory. 

At the same time, all dietary supplements - including metabo1iteF.T are 
subject to the statutory safety gtandard, which NNFA urges FDA to continue dr.l!gentiy 
enforce. Under this”&andard, di&a~‘supplements must not present a: “significant or 
unreasonable risk of illness or injury under conditions of use recommended or I .*i.“L”,Or~->.,‘l., ,,,~s.__*, _ ,*. I_I /_- , r sugges~~~fn“,~~~ili;s;‘or under, ord,na,w coiidi*iQns of “se.” ‘2j~~~:~~~~-~~~~~~f)ll )(A)* 

Some products on the market clearly fail that standard, regardless of their definitioml 
status under 21 lJS.C. 321(ff). 

The New Dietary Ingredient (“NDI“) provisions of DSHEA, 21 lJ.S.C: 35gb, 
apply to all dietary supplement ingredients, including metabolites. 

An NDI is defined as “a dietary ingredient that was. not marketed in tne 
United States before October 4 5, i $*$$? 21 U?$D. §35Ob(c). DSHEA re$%&s ‘that 
manufac$u.rer$ of ‘dietary supplements containing an NDI fi]a a ,notifitition e$@bj~$$ing 
the safety of the ingredient 75 dajrs’before it is placed on the market. 2i4@?$ 
§350b(a).’ 

1 Dietary ingredients which.were not specifically ‘m&eted ks such b&pie October 
15 1994. but whichhaye been “pr&&t~in the food supply” as ingredients offoc$t&$ 
have not been chemically z&red, may be,,exempt from the NDI filing requirements., 21 “.s*ca ,.@J,g-(~(ji”j~~’ ri ‘i,-- I I -,:. \’ * ” I ,.,/ _ ,, ( _ “,:( I ( 



! 

03/20/03 22:51 FAX 2129062789 SI~~~b+ $ST;M Igo5 

SIDLEY ktJr.l~T~N~~.~~~jfVN & WOOD LT.2 ij YX, I”> _,/b(, “,* ,‘-,i’“r. *. ,rl , ,*a ,..,,‘_ 1 ,/ ./ ‘_ ‘_“( WASHINGTON, I&G. ,^” ,r’.,*, ,v,, ).$“Y ..,,. I ,, ~~+ii.,: i. .:. j 

Constance J. Hardy 
March 20,2003 
Page 4 

The safety of a dietary supplement containing an NDI is established if 
there is a: 

[H]istory of use or other evidence of safety establishing that 
the dietary ingredient when used under the condition 
recommended .or suggested in the labeling of the dietary 
supplement Glk&sonably be expected to’be safe. 2’l 
U.S.C. §350b(a)(2). 

Thus, manufacturers of dietary supplements containing NDls are subject 
to both the general safety standard noted above, as well,as the NDI stan dard. NNFA 
believes that-these safety standards, together with FDA enfc xcement, are adequate to _ 
ensure that “metabolites” are+aoequately regulated. 

Based on these comments, we urge FDA not to modify its interpretation of 
the term “metaboiite.” 

Emily Marden 


