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DEPARTMENT OF HEALTH &  HIMAN SERVICES Public Health Service 
Food and Drug Administration - 

Memorandum 
s ,r- (? P- ,‘. / I i “F , )- :i’;: -- ‘5 j *“<p b, da\,. i . I_ I. 

Decem ber 12,2003 - 
Consum er Safety Officer, Division of Dietary Supplem ent Programs , Office af 
Nutritional P roducts, Labeling and Dietary Supplem ents, HFS-8 10 

75-Day Prem arket Notification of New Dietary Ingredients 

Dockets M anagem ent Branch, HFA-305 

Subject of the Notification: Conjugated Linoleic Acid ( CLA) 
_ Tonalin Brand 

Firm : Christopher &  Weisberg, P .A. 
and Sidney Austin Brown &  Wood, LLP for their client Natural ASA- 

Date Received by FDA: June 17,2002 - 

90-Day Date: -Septem ber 152002 

In accordance with the requirem ents of section 4 13(a) of the Federal Food, Drug, and 

Cosm etic Act, the attached 75-day prem arket notification and related correspondence for the 

aforem entioned substance should be placed on public display in docket num ber 953-03 16 as 

soon possible since it is past the 90-day date. Thank you for your assistance. 
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~r.LScottBk,Esq. 
MS. m C. McEairoe, Esq. 
Sidley Austin Brown & WoodLLP 
787 seventh Avenim 
NW York, New York 10019 

~.Mr. Bass and Ms.,McEnroe: 

~TbisisiafurrharespollpetotheJ~e17,2~2?ncwdiatary~~~tn~~.for 
cod,jugated liUOlCid acids (CLAS) Submitted bY Jason S. C!dl oI1 bebalfofycna &en& 
NaturafASA,and~slrpplemenRalsubmissianofSepkmba:l3,2002~~the 
agency’s impmhtion of section 201(@(l) of the Federal Food, Drug, and Cosmetic Act 
(the A&) (21 U.K. 321@(l)), On August 29,202, my office is&d a letter to Mr. 
Crush in response to the June 2002 new dietary ingredient notificatiiaa In that letter, we 
assertedtbatsyntheticallyprodslcedCLAsw~notadietaayingredient&~in 
0 32%@)(l) and dyrt. *fm fhese - couldnot law&lly-be usedas&ietary 
ingredient in a di#uy supplement. In your letter of September 13,202, you assert4 
&at our’conduskm that synthetic CLAs are not a dietary iu@ent under 8 321(E)(l) is 
in- 

Wehavereconsideredourde&mhtionaboutthestatusofCLAsunder~321(@(1)and~ 
now believe that the CLAs described in the June 2002 notification are a dietary hgredknt 
under~321(~1~andmaybelawfully~indietarysupplements, Weexplain . 
he basis for our position below. I: 

CL,As are a group of related pol~turati f&y acids that exist as posithal and stereo- 
isomers of conjugated dienck octadecadienoat. Native plant oils do not contain 
detecihle amOUntS of CLh, However, C&As are present in a varieQ of foods. CLAs 
are present in meat and,dairy products. They also are present iu processed vegetable oils 
ml produa made from pmcessed vegetable oils (for example, margarhcs). The 
absolute and relative amounts of dif%reut CLAs p&sent iu a particular food am not , 

CO@&., but vary depending on the characteristics of the raw materials arid the 
passing that they have been subjected to. 

‘June 17,2002 is the date FDA received the notification and is &ore the filing date of 
the notification under 21 C.F.R. 6 190.6(c). The n&ifhtion is dated June 10,2002. 
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(A)avitarrmin . 
(B)aW; 
(C) aq herb or otlyrbo~~, 
@)anaminoaci~ 
(E)adietarysubstanc+foruse,bymas60supplemtartthedistby~~ : 
&&Bl dietaryintake; or 
(F) a concentrate, adebabolite, cons&z& extra& orcomtjination of any 
in+@ described in chse (A), 0% 0, @I, or (9. . 

As My acids, CLAs‘are not vitamins, zldmrah, or amino acids. They are not an beI%or 
other botanical because they am not a plant or a physical part of a plant. They also $re not 
aconccnbnste,mmetabolitc,,constitucnt,extract,or~b~~ofavitamin,~ 
~oa&i,orofanyherborotherbotanical. The&or&,tobeadictazy&&ient,Q;As 
would have to qualify as a “dietary subs&u& under 0 321(fQ(l)@) or as a-cc&rate, 

. metabolite, dtumt, extract, orcombinationof adietary&stanceunder 
§ 3WWxF)- 

~myoffi~~sA~29,20021etteatoMr.crush,we~tbat~ttae~int8e J 
June 2002 gotification led us to cm&de that Natural ASA’s CLAS wem synthetic and 
that~~c,&Asarcnota“dietarysubstrrnoeforusebymaato~l~~ttfiadicCby 
iImea!hg the total dietary in- under 6 3q9(1)@) becam@ amlike Imtumlly 
~cLAs,theyarenotcommonlyusedasfoodordribkbyhumans. wealso 
stated that qmthetic CLAs were not a co-trate, metaboliitc, constituent extra& or 
cxxubination of a “dietary substance” and therefore did not qualiQ as a dietary in@dieut 
& 8 321(@(1)@‘). we took this position because we were aware of no “dietary 
s&tance” that contained synthetic CLAs and, in o&x for synthetic CLAs to be a 
%cmthxmt” of a substance, thky would need to have been physically a part of tliat 
&stance in the first place. We wore concluded tbat synthetic CLAs w&e not a 
&my ingredient under 5 321@)(1)(E) or(F). 

Neither the hue 2002 notification nor the &+.eznber 2002 supplemental s&mission 
contained data showing that synthetic CLAS were components.of foads cQmmc&y 
coasumfd by humans. However, we are now aware of infbrmation t&t plrwicles abasijl 
to conclude that synthetic CLAs arc: iri %ct constituents of certain foods tbat are 
themselves clegltly witbin the scqm of Weticy substance” as defined in fj 321@)(l)@). 
For example, the CL& in processed vegetable oils are not an i&erent m of raw 
vegetableoilsbutinsteadaremadeasaresultoftheproceseingthattheoil~; 



1 
approximately tirdlarrelative amouits to eaob other) wouldbe a dietary ingmdht under 

,‘§ 321(fQ(l)o and could lawhlly be u8cd + dietary supplemem. . 

pltasc amtaot us if you have finther questions on tbis matter. 

Swan J.. Walker, MD. 
AotingDirector 
Division of Dietary Supplement Programs 
Offloe ofNutritional pmducts, Labeling 

andDietary Supplameats 
ceatg@paodSafety 

.’ and A.&lied Nutrition 
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Ms. F&i8 0. &tchell’ 
Direotor 
Division of Sbendaids and Labeling Rc&latians 
Qffiqe of Nutritional ~C@UC&I, labeling and 
Dietary SuppJmiMts (HFS-820) 
Center for Food safay and Applied Nutrition 
FoodandDfuQadmimisttWon 
5100PaintBranch Parkway . ‘. 
college Park, MD 20740 L 
Deartub. satdw: 

We respond to your I& dated Septwnber 11,2002. As nequest%& this 
response provides substantive support for our positiarr that the a&s @aI 
jn~ret8tiOn Of 21 U.S.C. @Il(fI)(l)(E) is not corm& 

In yuur recent NDI responqs letter, you state that the ingredii at imuo k 
nej&gr an herb Or botanical nor a dietary ingredient meeting the cat&-all deFin%on in 
&&XI 201 @)(l)(E). You further ,state that arfE‘;,d@uy supplement must be % 
sb?E comfnon~Y use as human Faad or drink, telymg upon part of a dictitmsy 

. 

Fat the reasons set furth below, w beliive ttkt Congress’ intent in 
dauss, E is ayital clear. if FDA were cafrect that Weta@ meant common fwd or 
drink, then there would be no “dietary supplement@ baause people did not cammenly 
eat &bs or con~Mf’8tWi. metaboliis or extracts 88 their d&ly meaWlhis new 
position also cmtradictg ptiw v pron~uncdment~. 

I. HY CLAUSE E EXISTQ 

Prior to the pass&e of the DieWy diupplsment Health and Educath Act 
(“DsHEA”), FDA took a constricted view of permissible ‘Wods~’ for s&e in supplement 
form ‘J?we ~llrras no “‘dietary supplement” Catqpry in the law, and FDA vi& anly the. 
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.“(ff) The term “dietary supplement” - 

(1) means a product (other than tchacco) Mended to auppkwtt 
the diet that bears or contains one or niore &ha fq didmy 

’ ingredients: . . 
. (A) a @amin; 
. (6) a minafal; 
. (C) an herb or other butanical; 
l (D) an amino acid; 
. (E) a dietary subatanu for use by man to suppkmmt 

tha diet by increasing the total dietary I*, or .’ 

l of paf&uk COIIQBM WS C0e~e QIO, 8 ~pUli9t suppleme& at the time. which 
ws bati synthetically and naturally derived. that is used for mrdiovmcwlru health 
m ingmjiitS that were on the m&et .pf+DSHGA that WI within tjh catch4 
jwu&d gtuccsamine - made froth the shells af shellfish - shark cartil;aylo (disaJaaed .at 
NS. 1a.1~ of the Dietary Supplement Hearings before a Subcwnm&ae en 
~pp~pfi&ns, 103td Con& 1st Sass., $993), shark liver dl, melatonin, and various 
-es, glandufars, and probiotics. 
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8 (F) a concern, met&W, cxMituant, axtrac&, or 
combination of any ingredi?nt $escribed in clause (A$ (B), 
(c), IQ. W9; 

. 

(2) means 8 $3dudthat- 
. (A)(i) is intended for ing&ion in a form  dewribed In sac&n 

4W(~)(B)o: cr 
a (li)3cmplies with stdon 41 l(c)(l)(B)(@ ); 
l (B) is not rq#esented for uB8 88 a -ntional food of asa 

soleit3mafamealorthe~~and 
l (C) is labeled as a dietary su#plementr and 

Except for purposea of motion 201 (g), a dietary sug&kr~? ahall 
be deemed to be a food within the meanjng &hirr, Ad” 

FDA acknowledged the reason for Clauaa E in its SepMmt~~ 23,199f 
publica#on of the Final Rule regarding Rscririremenfcs ibr iU&ianf Conted C%bm, 
ffealu, Q&ims, and sfatements Of Nubitional Supparf hr Qietary Su~pbmds, 62 Fed. 
Rel&at48t35- 

. . . the legislative hi&o& of What nutritional sues” 
~rehals that its coverage is broad and could, in appropriate 
circumstances, include dietary ingredients without RDFa c3r . 
ORV’s (136 Congressional Record S16809 (Ot%ober 24, 
1980). In a disarsgiqn between Senaton W@enbaum and 
Symms before Ihe passage oftha 1990 amendmenta 
[relating to NLEA), Senator Symrns stat& What foMows is a 
lirpt of a few of the items and foods that I b&W would fait 
under-the % ther sim ilar nutritional wbstancesw cWgory 
established by this bill: prim rose oil, blndc currant seed oil, 
coldpressed flax seed OH, “barleygreen” and sim ilar 
nutritidnal powdered drink m ixes, Coenzyme QlO, enzyme6 
such 88 brameiain and quwcetin, amino adds! pWns, 
pfopolis, ‘royd jay, garlic, cfotlit8s, caGurn-EAP... , 
glandulars, hydrogen peroxides., nut&onaI entiaxidants 
such as superoxid dismutase.... end herbal tincltures” Based 
upon this colloquy, the agency.interpretg the list of dietary 
ingredients that frill1 under the definition of Vietary 
supplerrtan~’ in section 201(8) of the act as an exp~icatiun of 
Wher sim ilar nutritlonal substances.” 
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FDA alsa spgke to the issue as part of its participatim in the fm 
Committee on t=tuqMn Research dyment enttttad “Deftr$ton of Human Reswh? 

36. 
andn~~nttot~&a~otierfoodEonrtitu*rbW~ 
C~citentq (Include6 ktt es6anW 

typically described in standard nutrition refwewe ta& or that fait 
within the revtew parameters of the Food and N&~&WI Bar#ld. 
National bd8my of Sckwes in consideratim of Dtatary 
Reference tntatc66 (DRl’s). lhu6, thii Gategory would indude . 
substance6 recogn’ked a6 esesartiat nutrients - Lo., ifan, vitamin %, ’ 
eesenfiat amina acide, etc. - and subshcxw not genercrl)y 
recognizad a6 being essential buMat have or gay hti a dibzary 
of nutrient rota in human6). 

37. 
Jnarediq& matwiak whether trerrh, (tnctu&s all plant-derived 
preserved, or d&d full plan& plant park piti 6peckw mtxturea, 
plant eM&, ‘Imrw’Qr ‘herbal produck” nylrrrdleu of WhwMBr 
they meet the dictionary deftnttton of hwb or thrrt are eompcircd af 
pa*, @$(&a&, ,~.~pa~Mls,.Qf~Q($&.p~&#g~~,~ u* m 
botanical ingrediants. Othw~Dietary Substanc66 comprh a 
broad and diverse group of substances th& ;;IIITTW&W of 
plant origin nor alone could be vid a~ “nutrlanff.wlthin 
the commonlgense meaning of ths Bonn. For6xrmpl6, such 
sub&w66 could inciud6 animal or pht mataboiibs or 
constituentr, mlworganlsms and c+tin of ttwlr. 
conatituaHs, etc, The sub6t6ncsr subject to indudon in this 
cateqory are limit6d by the 6Wutofy d6finition af WlaUy 
6UppkmStiw in thi9 bSHm - t.@., nof M wpf0vod OI 
investigationat drug, not a convwtionlrl faod or mui 
rsplacemenf and intended to bs us6d to suppl6m6nt the di 
etc.) 

This par, the Institute of Medicine (“IOM”), in its Proposed Frwnwork for 
Evaluating the Safety of Dietary Supptements (‘YOM Proposrrl”), written purawnt to a 
referrat from FDA emphasized the broad spectrum of products that quattt as tiie~ary 
supplements” tinder DSHEA, categdzhg them GM Wtamin~. minerats, hgrbs or other 
b&Wats, amino acids, animaldertved produck, hormones and hcwmone ~W&QS, 
am&s, and coneem, metabotites, c2onstttuent6, or extra& afthe6e. within each 
ol: these catagotis, products may ba pure singte entities of known or &#I- Fcal . 
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. 
componentS, m*ktures.in which all of sofne components ati known qr. mijdurers af 
unknown chemical components.” IOM P,fopow& pg. 14?, 

Il. THE SAFEGUARD SURRd m l’HE CgAUSE F CAlcH-J&& 

. Congrew pla+d limitations on this broad d&Non of die&y tylpl@n&t 
E#zde assurances against unsafe dietary suppiernents being inhducad to fhe 

Fir&, DSHEA restricts the definition by permitting diehy suppI- 
only in special fomW (capsule, tablet. powder, liquid). It also rquiraar thqt they be 
ingested. Subsection (m(2)(A). This latter protisl~n pr@~nts againd the marketing & 
die&y supplements 4s nasal .spray& pafw@wals, creamu of sublinQu@a. 

Seoond, andfwwe crstlcal, is the new safety sectiOn. SetiOn 402m added 
a new dietwy ingredient adulteration @ause, a new %nreaqan_aMe rie oi ill- or 
i#@‘ stand&f@ dietary SUpp~8fll8flb~that”klllW’8 fi~f~OUS~lb~~ ‘&@ $iiWti~n 
402(a) standard, and a sect@ providing emergency HHS powers for dangwoua - 
pfoducts. 

The first safety screen is thus the 75day pre-market notification. FDAhas 
the abi&y to evaluate new substances under Ssction 413 and 402(f)(l):. 

[a product is adulterated if it] ‘5s a new dietary ingredient for 
whii there is Inadequate ihfwmhtion to provide reasonable 
assurance that such ingredient dotw not prwent a significant’ 
or unreasonable risk of illness or @jury.” 
The second screen is the higher safety standard in the 402(f) 8dultwation 

standard for dietary swplem- 

[a product is adulterated if it is a] ~dletary supplement of 
&Mains 8 dietary ingredient that presents s significrmt or 
unreasonable risk of illness or injury under (I) eondiions of 
use recommended or suqgestsd in labeling, or (ii) lf no 

2 Indeed, two of the six ingredients selected fiw the 1OM Prototype reMw8 incUe 
p&~cts which would not meet FDA’s proposed definition of diiry supplemw 
Ghcrrsamins, one of the tap 25 dietary supplements sold in 2001, which was on tha 
mmt in 1994 is made from ttw shetlr of shellfish. 
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conditions of.usa am suggwted or rea3mmended in ths 
labeling, under ofdmary cbrrditsons of use? 
Underscoring Congress’ awarwss of tha safety underpinnings d t)# 

&use U4024f) interrelationship is this testimony by th” FDA CommWoner  Keaak 

Mr. Chairman, I dorft have a problem if someon& want8 to 
self those products as long as them is no problem with  
safety, and as long as they don’t ma lte  6 d&m that can% be 
suppofted. tfsomeonewant6topu!slMldurt l116b&bnd . 
sell it for $14, it is ok8y w ith  me 88 long a6 they don’t put a  
claim that it is ussful to prevent cancer, hqrtdisease~ 
diabetes, o f arthritis. Thatlswherel drawthelina. VWwn . 
supplemgnts he really being sold aa dnigs in disguise 
promoted to treat sefiou6 disease, then I b&we W C ) have a 
problem. D ietary Supplemant Hearings befors a 
Subcommittee of the House AppmpriaVons Committee 
103rd congress, 1st sass., pg. 62 (19833). 
The third safety screen is Section 2Ol(ff)(3), wh ich states thet a  produd 

canm &a a .dWary supplemeMfibva&st markekdaca~neur-drug-wbido&’ (or 
s&m &J a  substantial, publiciz@ ND). That provision is bolstered by paint one uF the 
offidal legislative history? which once again reflects Congress’ aware- that non- 
food6 could be diet&y SU~i8mWltS. 

18. THE AUGUST 2B, 2002 lNTERPRETATlON OF CLAUSE E 
READS OSHEA O lJl OF THE LAW AND ELIMINATES 
A MAJOR SEGWNT OF  ~SiW G  MARNET , 

DSHEA added a new category to the FFCDA The definition af4distary 
Supplement” is, 66 FDA recognized in it6  1997 Federal R@ster pu~ication. m  
expJic&,h - not B delimitation. Were FDA’s cwent theory cmect, tbn ?%@y 
~,~ppkment” couid not includs any produd meting clauses GF  of S+on al(n). 
p8~1ple have not traditionally %OJTWI~~~H consumed botanical metab~lit~~ ff 
synthetically derived isolated amino acid6 jbr meats. 

&&ion 201 (f), the definition of “food,” existed since 1938 and awerud 
commonly us@d food or drink That is prbisely why, a fter FDA refkmed to rewgni#, 

3  Note that COW6SS implicitly included biolo&s as potential dietary imdigm (as 
well as synthetic dws). 
4  &ngresaioti Record October 6,1994 at Hl?90. See also Congr&hna~ ~emvd 
August 13, Is4 at swQ9. 
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dietary st~pplsfn8ntS C@W than ROA vitlrmins and minerals as “fiood,” DSHEA was 
necmsary. The oroduf+ cwerBb by claussarr GF are precisely thinga ot+r fhan : 
commonly-u& fiDod QT drink. 

In addition, subsection (2)(6) states that a dietary ingmdiek cmmt brr 
“‘represented as a comfenticml food of 8s a sole item af a meal oc the diet?. If it m 
be a conventi~d w, bU most, as FDA suggests, be from commonly+sed food or 
drink, then It can dy be a“Concenttats, metabori, cernrstitrient, extract of8ome 

. tj~rbdhd~ of a food or drink If that isjhe case, Congmss would have wmbii thh 
cmcept with sob~ectior~ F, h~ause E would have been superfbus. i . z . 

Finally, the fast deuke in the ckflnition of Vkts,ry s~pplsmsrtt” m that, 
with the exception! of the used the term “foods~’ in the dsfin~m of dnylrr, sup#m 
are fuwfs. There would be no need to say tlwt a dietary supplement is a f&d or drink 
twice. Subsecth E becomes superituous. Subsedion E means what it saYs: yMsnr 
di&afy ifbgf’di~ - ‘yhoS6 that 8f9 intended to supplement the c&t by incre&ng t&l 
diPrtary in2ak0“~ 

otkr- ._ . . - . 
FDA’s ~rfent position is incwwlstent with positions It has taka~ on a 

number of other Not’s, the moart telling Wng plant stanol&twolr. Desp’lbr, the ub~) of 
the term ‘plant” In plant stanolskterols, these products are WI oil, which ,Is derived as a 
by-pro&Jot of the bft PaPer pulping pnxx?ss - not something commonlY used for food 
or drink, but a Waste product Oodcst NCW. OOP-1275 and OOP-1276. P~Y~ow&s ere 
not vitamins, minerals, hubs or botanicafs, amino acids, or a concentr&e, m&bo~I& 
mnt, &act or comblnatlon of any of thm. Yet, FDA voiced no &je&n to the 
ND] filings for thgse substances. Humifulvate, a byproduct of klungarian p~l;at fered 
similarly. (II- NO. gWO3’l6) : 

The phytosterol emmple is strikingly similar to the product at i88ue here. 
This substence iS not constructed Worn other &em&Is or modiied by addIng .rJlremical 
m&titi of substituents. h is de@ved from ;SUI edibl8 dil cunsumed 8s food, urmdr is 
s~cturally altered bY Wposufe to a set crf conditions. It is al80 fourd in other food f#ms 
& varying cofW8nhratiOns. It has knoym functiaal effects in the body, and hUnank 
consume it rSgwY* 
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- Melatonin, fcund In animal tissue but produced SyntheticMy 

- Zeexmthin, a carctenoid found in f&i& and vegebbbe but produced 
s;yntt&tlCallY 

- Arechodonic abd and tooosahexaonic acid, pent in flrh oil, but : 
rnanufacturf3dthro*rafermw&&3nprwws 

- Coenzyme Q lO, found in meat but manufactured synthetidy 

- Shark cartilage, discussed earlier 

- Ghxosamine, derived from the shells of shellfIsh 

-0lariduler~ . .’ 

. . 

We’respedhrlly sub& that this submlssbn meets the Wb&Hh# 
requiremef’d Set forth in YOU September 1 lth letter. A$ we discussed w ith FDA, we 
hop to follow UP with: (a) a meeting with the O fffEg of Chii Counsel and three indus$y 
&omeys; (b) 8 possiMe meeting w ith ONPLDS and representatives of qr client ta : 

&SCU& the scientffic statements in your recent ND1 Wer. 

tSB:dmp 

‘1 
1 

cc: Christine Lewis Taylor, Ph.D. 
Daniel Troy, Ecrq. 


