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BACKGROUND OF THE PETITIONERS I , . . w l_“l _.(, ;_ , ,s__ 

Incorporated in the state of California, Wellness Lifestyles, Inc. (d/b/a American I 

Longevity) manufactures, distributes, and sells dietary supplements, including omega-3 

fatty acids-containing dietary supplements. i , 

The Life Extension Foundation.Buyers Club, Inc. was officially incorporated in d 

1980, but the founders have been involved in a&aging research since the 1960s. iLife 1~ 

Extension is engaged in the business of manufacturing, marketing, distributing, and 2 fr. 
selling over 400 pharmaceutical grade dietary supplements, including omega-3 fati*y . ” .,>,, is,, ) 

acids-containing dietary supplements. 

1 . .  

111 



June 23,2003 

PETITIONERS: Wellness Lifestyles, Inc. and Life Extension Foundation Buyers Club, Inc. 

ADDRESS: c/o Emord & Associates, P.C. 
5282 Lyngate Court 
Burke, VA”22015 

I. . ~ 

SUBJECT: Petition for Amended Health Chum: Cm,ega-3 Fatty Acids and Coronary 
Heart Disease 

Food and Drug Administration 
Office of Nutritional Products, Labeling, and Dietary Supplements 
HFS-800 /.. * / 
5 100 Paint Branch Parkway : 

College Park, MD 20740 1_ 
: 

Introduction &I &km&t of &mow -i _. 
: ; 5‘ 

The undersigned, Wellness Lifestyles, Inc. and Life Extension FoundationB&rs Club, 
‘ $, 

Inc. (hereinafter “Petitioners”), submit this petition pursuant to Sections 403(r)(3) andi(r)(5)@) 

of the Federal Food, Drug and Cosmetic Act (“FDCA”) (21 US.C. $9 343(r)(3) 
:., .” :_, f __) 
and (r)(5)(D) 

_, 1~ ., . . ._ 
with respect to the relationship between the consumption of omega-3 fatty acids’ and coronary 

heart disease risk reduction. Specifically, the Petitioners request that the disclaimer ,on the .; 
; .‘ 

current omega-3 fatty acids/coronary heart disease dietary supplement health claim beremoved 

and that the claim be extended to omega-3 containing foods. The amended claim is‘c$i&ined in 

section V below. Attached he&o, and constituting a part of this petition, are all of the items 

specifiled in 21 C.F.R. 3 101.70(f). 

This petition presents a logical and valid evaluation of the scientific studies an$clinical’ *’ .- 

trials published since FDA allowed a revised version of the claim,* first submitted to FDA by 

Julian M. Whitaker, M.D., et’al. in their November 22, 1999 Comments to FDA (Docket No. ! : 

“” _“,, i/ /  _a.* ^ __i ,,~ ; .  , . .  .,~(, , .  .  .  _, I  ;,:/ *j _,_, l_r .,I,_,. aI+,,% ‘“I i/ ,,i 
’ A used herein, omega-3 fatty acids refers to a group of polyunsaturated fatty acids (“LCPVFA”) comprisied of 
eicosapenaenoic acid (“EPW), docoszihexaneoic adid C‘DHX”). &Exhibit 1 at 145. 
’ FDA granted the revised claim in a letter from Christine J. Taylor, Ph.D. dated February f&2062. : 



91N-0103), concerning omega-3 fatty acid’s effect gn reducti;bri in t& risk bf corpqe: heart 

disease3 ’ Omega-3 fatty-acids‘ are lipids found in fish and other marine life&h’& ‘r ‘z’. ” ’ 

phytoplankton. See PDR for Nutritional Supplements (2001) at 145 (Attached as Exhibit 1). : i 

They are known to have ar@r+hmic and anti-inflammatory properties. See id, at 146;‘see also ;. ““!, “” ‘.;‘“‘̂ ,,” . 

Exhibit 2 at 13. The me&an&n by which omega-3 fatty acids work in the cardiovascular ” .&*.,.. 

system may be attributable to the incorporation of omega-3 fatty acids into the cell~membranes ,i 1 
of the heart. The attached scientific studies demonstrate,that consumption of omega-3 See id. 

fatty acids, in foods and supplements, may reduce the incidence of coronary heart disease. See / -..;i’ 
Exhibits 1 at 145-150.. The &rent scientific evidence in favor of the claim reveals the’presently I.,.“- i_,.+., ,;j” ? ..,-, *-.~i*‘~L.%- <>.7~:?r \. .^ ~k.l‘i;,~~.-~~ ,_ _, _Y_ ,s, -c- ;n.l‘w*c$$$$*~” 

, j,.,-, .; . 
required disclaimer to be ana&ronistic and i~na~~t.tratezz See Expert Report of Dr. W illfam 

‘i 
Connor (Attached.as Exhibit 2). It thus misleads the public and constitutes an unreas&able, 

r.1 ’ 
burden on protected speech. See Zauderer v. Office ofDisciplinarv Counsel of Supreme Court, ^* __ . ‘,.. ,. .“, *a^_” ,,e .,. ..,m+L.,L ,_ 

471 U.S. 626,651 (1985) ((‘We recognize that unjustified or unduly burdensome disclosure ,... 1 l.._/j rl,, 

requirements might offend the First Amendment by chilling protected commercial sp&ch.“). 
i 

The current disclaimer states that theVscie.nti.g% evi&nce ig,support of the claim is not \onclusive. 

As explained below, it is now generally accepted in the.scientific community that omega-3 fatty 

acids do reduce the risk,ofcoronary heart disease and the science on the point has established the 

risk reducing effected beyond reasonable doubt. Accordingly, the claim should now be approved !-:f 

by FDA under the significant scientific agreement standard or, if not so approved, at a minimum 

allowed consistent with the First Amendment but without requiring the present disc#mer. . .,* 0 ,.,., ., ,.Uh. “*w w,*, li ,. _, “‘_ _(, ,.*” ..,... \,I !,’ 



I  .  J  

i 

T h e  a m e n d &  & z & h  claim  responds-  to  a  m a jor  pub l ic  hea l th  concqq  in  th .e  IJ$ed S ta tes : ” *,. . i* , ,~  

co ronary  hea r t d i sease4 , wh ich  is a  type o f card iovascular .  d i .seqse.’ 2 1  C .F.R. 6  1 0 1 .7 5 . 

Co rona ry  hea r t d isease  is th e , l gad ing  cause  o f d e a th  in  thy  Un i t& W z+s , wi th 7 1 0 ,7 6 0  & e a ths  in  . 

2 0 0 0 . S e e  “N a tiona l  C e n te r  fo r  I$ $ $  S ia@ ics? F A S T A T S  2 0 0 0  o n  Heq r t D & w e ,” cen t? ! fo r  
: ?  

D isease  C q n @ 9 1 , h ttp ://T .c$c,aov/nchs/ fas ta ts/hea r t,b @  (last v is i ted June  5 ,2 0 0 3 )  iA tta c h e d  1  /n _  “U + ,rl.,.L , j.*,,*, I. a*  ,,_  ,... a .2 , ~ *..il’~ ~ .iT~ < .,.. ,.il^  ,,_ _  (, ._ . ,. _  II .‘,~  .~  I,ui,l, -  I, I,_  
as  E xhibi t  3 ) . In  th e  U S ., o n e  o f every  5  d e a ths  was  from . cqrc@ ry hea r t d isease  in  2 q O O . S e e  

( A tta c h e d  as”exl@ it 4 ) . H e n c e , the re  we re  2 ,4 0 0 ,O O O  A m e r i c a n  d e a ths  in  th e  year  2 0 0 0 , wi th 
* 

1 ,4 1 5 ,O O O  o f those  d e a ths  a @ iiu,t$ to  c a r d i ~ v ~ ~ .~ ~ a f~ ~ ~ s l~ ~ ~ e ,,,. S e e  id. O f those  card io iascu lq  . ..i!..’ 

d isease-re ]g tcd d e a ths  5 4 %  we re  a ttr ibuted to > g ~ o F o n * w  hea r t d isease . S e e  id. a t 8 . A cpord ing  to  _ _  _ _  ., 9  

th e  A r n e r & g .Heart  A ssociat ion nea r !y 2 ,6 0 0  Amer i cans  d ie  o f ca rd iqya+@ ar  d isease”& a c h  day , ^  *l..s.^l-l ..L ,. X r-;ur.i.,x”x -*, irn .! _  .I . ._  9 . .,..r\‘:.*-,& % , & ,h :- i :,:“,..x: s . . f 
o r  o n e  d e a th  .qvcry  th i r ty- three seconds . S e e  id. 

Th is  p e titio n  fu r th ,q q  n a tiona l  a n d  H H S  pol ic ies by  i den tifying a  low cost rne4s .to  he lp  , b -1  i.~  i-,.> ri~ d *.rv.r! “, 
* 

r educe  th e  eqk ,q f co ronary  hea r t d isease . ,h . a d c W ? n , @ e  p e titio n  fu r the rs  Q e  recen tly! ,> . . I*~ .- :. 
a n n o u n c e d  $ rec !ive o f th e  O ffice o f M a n a g e m e n t a n d  B u d g e t (“O M B ”) to  H H S  a n d  @ D A . “̂  /_ e _ % , _y?^  a -1 . d -s rwmsb , 4 ,.,.ni; ir i‘L :L < ~ ~  ^  ,( ” _  ” ” ! 
concern ing  th e  hea l th  b e n e fits o f q m e g a - 3  fa tty acids.  In  O M B ’s, “p r o m p t” letter o f M a y  2 7 , 

2 0 0 3  ( A tta c h e d  as  E xh ib$5 , whe re in  Dr . Johr .Q ,_ Q a .& n , A d m inistrator, O ffice o f$ for r@ ion  
:a .. 

a n d  Regu la tory  A ffairs, O M B , writes: “B o th  ep idemio log ic  a n d  cl in ical  stu& e ~  fin d , & a $  a n ’ 

inc rease  i,F cqsu% p tio n  o f o m e g a - 3  fa tty ac ids  resul ts in  r e d u q e d  *ge#hs  d u e  to  C H b ”). Dr . 

J o h n  D . G r a h a m fu fihe r  states: “T h e  g o v e r n m e n t shou ld  m a k q ,.tis l i fe-saving inform it ion & s _ )  IO ,._  \_  a , “. , %  x 2 , *a/-,-s. .a** I/n ,lW * (I 
w ide ly  ava i lab le  as  possib le.” Id . T h e  tr& @ l, succinct,  a n d  accura te  hea l th  in fpq+$ ion  * I 

conveyed  by  th e  P e titione rs’ q e n & c $  “l-+za l th  c laim  @ I! enab le  consumers  to  m a k e  p tid e n t a n d  ) “̂  . ,.il * _ _ 1 1 ..-. ,*< ‘% I*< - rr-:,ij .*a & . fd ~ ‘;~ *““~ ‘& +  ‘ri;. 4 m w ..~ +  & r z:s: ^*I;- $ e ”a ;y& &  (-,,, 8 , _ ” / 

3  



.‘ . . i 

c 
,a 

effective dietary choices, cognizant of omega-3 fatty tiids’ coronary heart disease risk i&li&iig~ 

_,,_. j “~, /, ” _,,_ hr.& /“__,‘ .IIC -,, ._ effects. Labeling conventional foods and dietary supplem ents with‘the amended. omega-3 fatty 
I 

acids claim  will inform  consum ers at the point of sale of the strong ‘scientific evidence now 

extant concerning dietary m eans by which omega-3 fatty acids lessen the risk of&or&y heart 
i 

disease.6 

A ttached hereto and constituting a part of this petition are the following: ’ ’ _ 

A . P relim inary Requirem ents B  

1. Omega-3 Fatty Acids m eet the definition of 21 C.F’.R. 8 lOl.la(bj ’ ” 

The proposed health claims  m eet the reIevint eligibility requirem ents of 2 1 C:$‘.R. 8 

101.14(b). Section 101.14(b) requires: ; 

(b) Eligibility. For a substance to be eligible for a health claim : ’ ’ 
(1) the substance m ust be associated with a disease or heaIthrrelated condition “for i;rhich 

the general U.S. population, or an identified US. nopulat%n subgroup (e:g:, the 
elderly), is at risk, or, alternatively, the petition subm itted’by the proponen~~of the 
claim  otherwise explains the prevalence of the’disease or health-related dbndition in 
the U.S. population and the relevance of the claim ’in the t%ntext ofthe total daily&et ’ *l 
and satisfies the other requirem ents of this‘section. -- i 

(2) If the substance is to be consum ed as a com ponent of a conventional food at 
decreased dietary levels, the substance m ust be a nutrient listed in 2 1 U.S.C. 
343(qXl)(C) or W (W), or one that the Food and Drug Administration’ has 
required to be included in the label or labeling under 21 U.S.C. 343(q)(2)(&); or 

(3) If the substance is to be consum ed at other than decreased dietary levels:- ‘1 
(9 The substance m ust, regardless of whether the food is a conventional food or a 

dietary supplem ent, contribute taste, arom a, or nutritive value, or ‘any other 
technical effect listed in 3 170,3(o) of this chapter, to the food and m ust retain 
that attribute when consum ed at levels that are necessary to &&fjr g tillaim ; 
and 

(ii) The substance m ust be a food or a food ingredient or a com ponent of a-m ood 
ingredient whose use at the levels necessary to justify a claim  has%& 
dem onstrated by the lx-oponent of the claim , to‘FDA“s satisfaction; @besafe 

z 

5 Cardiovascular disease ,in+des: coronary heart disease, stroke, congestive heart failure, high blood pi$S& ‘&I _ ~ 
congenital cardiovascular defects. $& Exhibit 5 at 6. ._ _. 

6 The Petitioners view the evidence su$p&-t%‘~f 6%ga-3 fatty acids’ role in coron&y h&art disease ‘tisk iiduciion’ 
to equal in strength and validity that bddy of evidence FDA Ultimately‘fouGi supp&tive oI%‘I%lic ~r%&etiai &be 
defect risk reductionm&inT’ _ -‘~ ‘-r “* ‘.* ._, II..“.x ,,,.. e _, l.el.. ,**_x ‘I- ,__, , ? 4, ,,. 

‘“. : _ il. _ .- _j ,’ i. : $ ., 

4 



.,- &.. ““.,_1,_,_. -. I _“,_. ../ 

and lawful under the applicable food safety provisions of the Federai Food, 
.Drug and Cosmetic Act. 

’ ‘k‘ 1 .i ’ 
a. Ome a-3 Fat ti.iiibn, / tv.,.. 4. : 1: : a ,,p 1-1 Acids are associated with a disease affecting the peneral U.!.$. “: _: ..i.,Xi. “T 

PP 
o .:j. -.. ~-*- i:-y ,“i*- -_. ,*;*y*, “> “%, * .^ *;, :“.. ;“*‘;;c”*~~,,,;,. .” ;,> 1’ -;.-u ‘%+‘“-“:,,,?J,, “<,~..>“- i,,, . .,--~I.” , ., 

4 : 
A “disease or, health-related condition” means “damage to an organ, part, stn.&ture, or .v _,. .~: <,s * r*b\.,-il; I r..,,FII,IX‘$r_l.I^>.. .-,. U.illl ~“.“e*~r “.a+.\ .r;** .‘ ‘“p,. “i, ,, “. + / , 

system of the body such that it does not, &n&on properly (e.g. cardiovascular disease); or a state :” ._ * c>i :a” i.sw _-. ,““:I, ./ i.* c__. : “X : _ _,, =“,_( -l, + ,,, “$__ ,)i 1. ,..i, 
of health leading to such dysmntitioning (e.g. hypertension); except that diseases result&g from i 
essential nutrient deficiencies (e.g., scurvy, pellagra) are not included in. this definiti,on’~(claims ” “_. ,_ /+x”)_ r&” _r .“., ,__ - _, .,” ~-.,*.i 

pertaining to such diseases are thereby not subject to 0 101.13 or $ 101.70).” 21 C.F.4. $ 
! 

101.14(a)(5). The amended beal@., &&n_ mo.$iates the substance, omega-3 fatty acidsj with j ,.*a hi,?. *i.-*i- *I *(cl.~~~ il,“***ilr.+P.‘* 

reduction in the risk of coronary heart disease and states its anti-arrythmic activity. 
i 

_: .%.A. *,* 1 (( aa , r ” -._ “./i. _Is.y. ,/ 1_,., *j 

Coronary heart disease is a cardiovas&rr disease characterized by narrowing of the j ^. k”“,“, /:s.‘ ~i~---dl.~,~l.*lli.l~~~,.ri.“.fIx-j > 
coronary arteries, which prevents adequate amounts of blood ,and oxygen from reaching the 

heart.’ See “Co~q-mry Heart Disease Explained,” National Institutes of Health. j f 
i 

httr,://nhlbisupport+om/chdl/chdexp.htm (last visited June 9,2003) (Attached as Exhibit 7): ^.. ‘” .“=?.r’w:: ‘i” _* dL-.: x..F.‘ l; ; ” : -_ I, I . . . : ,., : ,, .,,, ; _; . .f = (., , ” 
when the heart is_deprived of oxygen-carrying blood, angina or heart attack.canresplt. See id. 

Coronary heart disease is caused by both controllable f&tom (high blood pressure, high ” 

cholesterol, smoking, obesity, physical inactivity, and diabetes) and uncontrollable fa&ors,,[ ” ., .*a ,x “. I,. < , . L ;. ,. (“.(<, f... . . . . . . : .,, ,_,” , 
(gender, heredity, and age). &$ “Facts about ,Coronary lIeart Disease,” National Instfutes of 

2003) (Attached as Exhibit 8). Causal factors,may act together or in sequence to initi$e or 

promote the onset. of coron.ry heart disease. See id. 

Cardiovascular disease is the leading cause of death in the UmtedXStates, :$&I@ibits 3 _te‘l ,___ “,.d ,~ -* b( * .’ ,“lv*. ,i:,;.-be-t, ” 

5 



since 1’9O(I, with the exception of one year: 1918. & Exhibit 4 at 5,. In the U.S., one of every -’ ’ 

2.5 deaths is from, cardiovascular disease. See id at 8. hr.1997, fifteen milhon new c&s of b,ll,.A. ..,I#_/_. _w> h 
j _. 

heart disease were diagnosed. See Exhibit 3. In 2000, about 764,100. deaths were attributed to 

coronary heart disease, more than 2,093 deaths per day. See Exhibit 4 at 5. 

of cardiovascular,~~~~~~~ &the year 2003 will be $351.8 billion. See Exhibit 4 at 5. The 

American Heart &so&ion-reports that in 1999, $26.3 billion in payments were madeito 1- 
Medicare benefic~“~~e~“forhpspital expenditures related to+cardiovascular problems. See id. at 7, ” _,- PaI .il. / ,_ . 1‘ 

1998, Medicare beneficiaries,~ere paid $10.6 billion for ceronary heart disease alone ($10,428 
L 

per discharge for acute myocardial infarction; $11,399 per discharge for coronary ’ 
. 

3 1. ^ ! t 
atherosclerosis; and $3,617 per discharge for other coronary heart disease claims). See id. at 12, 

citing “Health Care Financjng Review, Statistical Supplement [2000],” Centers for Medjc,are and ; “’ 

Medicaid Services. Consequently, reduction in coronary heart disease risk is a hea$r&l n .[.. I..-. _~ / : 

economic policy necessity for the United States. ‘ ,.)., I 
; ; 

b. Omega-3 fattv acids contribute nutritive value at the levels present in supblements 
and foods -’ 

I.,~ (,, ” a-.‘~.~“. “P_ .I .,_.,’ ,.,((_. _. _,/ _ ~;,~/+,,.‘:; ,.:*.>..r,“‘~~,;e. ‘, . $. , :_ ‘;y *, ‘p cd” ‘,s$$ <,c ‘,4 ‘,?, . ; ? ” 
i ,., E . ~,. .,. I .\ 

h accorldaslce~~th~~~~ti~~, !$l.t~e4@ W )( 1, i omega-3 fatty acids contribute nut$ive value. _. , _ _ ’ 

While therejs no Reference Daily Intake (DRI)for omega-3 fatty acids, the nutritive i I . ,s. . /. ,, --< / 1 

contribution, of omega-3 fatty acids is widely recognized. See Exhibits. l-2 and 6. &PDR for _,. -_ j ; ;, I :. 
‘Jo, 

Nutritional Supplements includes anti-arrythmic and triglyceride-lowering activities Tong :+. 
omega-3 fatty acids’ actions and states that omega-3 fatty aic’ds may also have anti- - . (. d” “‘,, ‘.. b”,. --*.,w,. 

6 



inflammatory, anti-thrombotic, and immunomodulatory activities. &e~ Exhibit 1 at 145; Exhibit 
6 I. i “, -.._ 

2 at 13. 

Omega-3 fatty acids are r@urally occurring lipids found in fish and other marine life. 
3 (” 

& Exhibit 1 at 145. Althou@ the amount of EPA/D&4 in foo& -and mdietary supplements _ 8. ‘3 I. , / _; 
varies, omega-3 fatty acids from supplements have been” reported to be as bioavailable lm humans ” 

as foods containing omega-3 fatty acids. & Exhibit 1 at 147. The amended health claim does > .._” .;‘.,‘# ^ ,_ 

not identify specific intake quantities for omega-3 fatty acids. Studies have measured omega-3 

fatty acids supplementation to hiiuve,n~~tive”value from 200 mg to 28 grams a day. S&Exhibits -.~.w~x~“*l F.,.i..a, “_lll/,*> 411”~ : f 
/_ 

2 and 6. Omega-3 fatty acids are typically supplied in solid oral dosage form in capsules , . i’ 
containing 400 mg, 500 mg, 1000 mg, 1200 mg, or 2000 mg. w Exhibit 1 at 149. ,As ! i. 

mentioned above, the omega-3 fatty acids content of ,fcod ,depends upon the type of fish or 

marine,life with per serving amounts varying from 0.2 grams to 3.3 grams. & Exhib! 6 at 1X 
i 

“For each such ingredient listed, the petitioner should state how the ingredient complies i 

with the requirementi~.of 6 lOl.l4(b)(3)(ii), e.g., that its use is generally recog@?ed Bsjsafe _I __ ,_ 

(GRAS), listed as a-food adhti-ve, or authorized by a prior sanction issued by the agency, and 1 b 

what ,fhe basis is for,the CZJk$cI.&n, the food additive ,s$$us, or prior sanctioned status.” 21 / 1 I 

C.F.R. 5 10 1.70(f)(A). In accor$nce with section l~l.~,l3,(b)(3)(ii), omega-3 fatty aci?ls are both 
i . 

a food and food ingredient and are safe-and lawful &the. levejs..n~eces~~ary to reduce the risk of 

coronary heart disease. As mentioned above, omega-3 fatty acids are an ingredient cfcotion \., .* ..A *. I A”,* “) “.i,e4,u 

foods such as cold water fish and other marine life (i.e., plan@on). The, FDCA deems: dietary * ‘ll<l,lil ‘I Is, h %l*, <*,w .w x 51 _ -:~r~4$y r ;:w,;,; ,,/ . . . 8 y ,6 : ._ k 
supplements a food,~der,,~!..v,S.C. 3 321(ff). Accordingly, omega-3 fatty acids are both a food 

and a food ingredient under 2 1 C.F.R. 0 lOl.l4@)(3)(ii). 
$ i 

I 
i 



Omega-3 fatty acids are generally recognized as safe and lawful at the levels n&essary to 
x 

reduce the risk of coronary heart disease. General reco’gnition of safety is based on tki vie$$ of ’ 

experts qualified by scientific training and experience to evaluate the s.afety of substances 
, 

” ., :j,‘.. 
directly or indirectly added to food. & 21 C.F.R. $ 170.30(a). The basis for such vieys may be 

r .I, 
either (1) scientific procedure or (2) in the case of a substance used in food prior to January 1, 

z b 
1958, through experience based on common use in food. Id. 

Safe or safety means that there is a reasonable certainty in the minds of competent 
scientists that the substance. is not harmful” under the intended conditions of,us<. I_ a*\ -, ,x Y - ‘“..‘;‘A . ;.ziz ;; “.: -: ^;:. < I_ 
impossible in the present state of scientific knowledge to establish wrth complete 

Jt is 
^ 

certainty the absolute h&iessness of the use of ,any”bub&ce. Safety may be” 
determined by scientific procedures or by general recognition of safety. 
safety, the following factors shall be considered: 

In ~det@nining 

(1) 

(2) 

(3) 

the probable consumption of the substance and,of any substance formed in or on food . ~ _ ,. ” .t I I. 
because of its use. ] 

il‘I .$, .,” ;;, / -I _ ,> .< L\, ~ / 

The cumujatjve effect of-the~substance jn, the‘.diet, taking into account any chemically 
or pharmacologically related substance or subst,~~~,s,,;in,such diet,., 
Safety factors which; in’the opimon of experts‘quahfied by scientific,traming and 
experience to evaluate the safety of food and food ingredients, are gene&$ ” 
recognized as appropriate. 

21 C.F.R. 6 170.3(i). 

Omega-3 fatty acids have been a naturally occurring ingredient in foods consumed safely 
: I 1 

in the United States prior to January 1, 1958. There is no evidence that omega-3 fatty *acids i ! 
consumed either in~,foods or as dietary supplements have a cumulative effect in the diet th+t.is .^ .- “, c, ., /& .‘a 

unsafe. See Exhibit 1 at 149. Interac~ons may occur between omega-3 fatty acid supplements i 

and aspirin.and other nontstercjdal anti$$‘l~atory -drugs and herbs (i.e., garlic andginko 

biloba). See Exhibit 1 at 149. The,PDli_forN,~.~ti”?nal.Supplements states that the most , **,a,‘ ,,, 

frequently reported adverse reactions associated -with consrnption of omega-3 fatty acids are 
A “I b L .d.. 4 u,.. ̂ “.. __ 1-,, 

increased susceptibility to bruising, nosebleeds, hemoptysis, hemateniesis,~~emr’~a biood‘ I , _ 2. 

in the stool. See id. Nonetheless, the PDR states that most people who consume omeba-3,fatty 

8 



acids and the above-named drugs and herbs do not suffer from serious adverse, rea.ctions. See 

id.8 The PDR indicates no contraindications associated with consumption of omega-3fatty 

’ 

acids. Id. 

The maximum (safe) daily intake of omega-3 fatty acids ‘is generally well above’the > I 

amount reasonably required to accomplish the intended nutritive e-&et. 21 C.F.R. $ 172:5: The 

PDR recommends a safe. upper limit for omega-3 fatty acids of 5 grams a day for those who have : i 
I had successful angioplasty and are trying to prevent restenodid; however, a rriore conskrvative 

I 
upper limit of 3 grams a day is recommended for hypertensives who have not been previously P i 
treated. See Exhibit 1 at 149. N~~~tive_effect.i,~,.le~~cing the risk of coronary heart. disease has 

been recorded in daily doses ranging from 1 to 28 grams per day, with most studies : i ;.. 

supplementing at 6 grams per day. See id.; see also Exhibits 2 and &Therefore, the amended ,I, /“,x:_*~> .A‘L”i”~-,“~-.Wl&‘w ,# .,ei~~.>,~~>.~~lu~~.” Ix,<,IL*” _/ I ,‘_“:,. 6p/> .,. _*, x (.,_Il_s.~.jI %,lV. ,*,,,a,*, .“““.” / _( 

health claim complies with the safety and lawfulness requirements of 21 C.F.R. § 1 i 

101,14(b)(3)(ii). 

In summary, since omega-3 fatty acids meet the requirements, set forth in 2 1 ;CiF.R. $ i 

lOl.l4(bj, the preliminary requirements of 21 C.F.R. $ 101.70 are fully satisfied. 
i 
F 

,. j 

: 

. ;  
, ._;  _ ,“.._ ,“/.I* I ,  , *  _” x”., . i , .hP u ,__” ,l_ “_,., ‘2 “‘” _,“ “ . . ‘ < . . . __( _” i ts,,._ 

* ’ In this regard, the Petitioners wo$d be,.wi,lling to include a warning on product labels and labeling th?t co?sumers 
taking nonisteroidal anti-inflaKatory drugs, such as aspirin, should consult a physician before ta%g! this product. 



Summary of Scientific Data Stititiorting the Amended Claim 

1. Significant scien”tifik agreement e&&s to SuppOd the aniended claim 
‘ 

’ ” ” .^ ’ 
2 ‘. “’ 

There is significant scientific agreement among experts who study the effect of omega-3 i 

fatty acids on coronary heart disease that omega-3 fatty acids are an effective modifier*(reducer) 
i 

of the risk of coronary heart disease. See Exhibit 2 at 1; Exhibit 6 at 11. The scientififhter&.tre~ .,_ ,_ 1 
shows that omega-3 fatty acids have triglyceride lowering, anti-a+&mic, anti-inflammatory 1‘ .’ ._ .. : 
and anti-thrombotic effects.,, See Exhibit 1 at 145; Exhibit 2 at 13; Exhibit 6 at 11. ! 

* 
A&ho@ the mechanism of omega-3 fatty acids’ ant&rrythmic activity is not known 

definitively, omega-3 fatty acids have been shown definitively to produce beneficial I . . ,^ .-, 

physiological and biochemical effects, such as: triglyceride lowering, raising heart rate : 

variability, and reducing fatal arrythmias. See Exhibit 1 at 146; and Exhibit 6 at lo-! i. Omega- 

3 fatty acids (1) decrease adversely high levels of triglycerides and very low density’ lipoproteins . /, _ ..,. *,i 

(thus decreasing the risk of coronary heart disease), (2) increase heart rate variability and thereby 
t 3, 

decrease the risk of sudden death from heart attack, and (3) help prevent second heart attack in : 
individuals who have sustaineda first heart attack. See id. Human clinical trials and : i /. (_f%X. . . ,kS” _,~+%.> II_ * “, _* -* 

epidemiological studies are discussed in the followjng section. 
:$ 

2. Scientific evidence c&~ops~~@s~ the public health benefits of Omega-3 fal!t$ kids 

Since 1999, when FDA requested comments on the relationship between omega-3 fatty . 

acids and coronary heart disease, several major studies have been published that support the r 

claim and render the present required disclaimer unnecessary and inaccurate. Since, 2700, eight I. ,,. 

human clinical tr@rs have evaluated the effects .of omega-3 fatty acids consumption’on the . I _)^ .‘, “““>/_ .>a- bl,V.. (,, ._+,, ,__a”\, *-., I. ,, J,,+sJ j .i 
incidenceof coronary heart disease. The most supportive studies are the Harvard Physicians’ ,“‘. .._ . . . . ~,.$ _ 

Study and the Nurses’ Health. Study. See Exhibit 2 at 2. Last year those studies revealed 



baseline blood levels of long-chain n-3 fatty acids to be inversely related to the risk of sudden 

death. See id. Hence, there was a reduced risk of sudden death’in men’who.had highei blood 

levels of n-3 fatty acids (EPA and DHA). Similar results were found in the &i&s’ &$h 

Study. In the latter, higher intakes of omega-3 fatty acids lowered the risk of coronaryjheart . . “,, / ‘I(.,, 

disease, especially for coronary heart disease deaths, See id. at 3. ’ :I ,,. .I 
z 

The next important clinical trialwas the CIsss-PRE~~zI~~,.,,~~~, which:was a large 
, 

clinical trial conducted on, patients who had experienced a myocardial infarction., See id. at 4. . 1,” . . j ,t,,--. _ I 

The study was originally conducted in 1999; however, it was reanalyzed in 2002. In that report, 
., .- : ;j!” ,. * ,,J - . i I & 

Marchioli, et al. concluded that y&e, riskVof sudden death was signif&ntly prevented by & a. ., -.(.‘*““171*/ /,*_a. /i/,b*,‘ ,,, u.ai#<*‘. ,a,“,, ; 1 

Hence, the benefits obtained f$om,,consumption of fish oil were profound. : I 

Earlier this year, the Cardiovascular IIealth Study of Seattle, Washington, pubhshed its 

findings. That population-based prospective cohort study followed 3,910 adults over the course : $” ,~ I _ “, _ I” 

of 9.5 years. Mozaffarian, et al. found that “mere~+w,as a 49%lo.wer. risk. (if is@emiq I See id. at 5. 

, 

heart disease de”aths and a 48% lower risk of at-rhythmic deaths among person&s consuming ., _ .b . ,g ,j( Li_, I .,.,. I ““d -_) _.._ <,,* -2 i..,+ . . .“, 
j 

tuna/other fish three or more times per week compared to those consuming less than once per 

month.” & Thus, increased fish consumption directly corresponds to decreased incidence of , i‘ 

Association made the following recommendations: (1) patients without coronary heart disease ._ 1 kh _. . . ..b”“__. L. .._+, 

should consume a variety of preferably oily fish at least twice per week and include foodsrich in 

alpha linolen$ acidas &well; (2) patients with documented ,qoronag heart disease should 

consume 1 gm of EPA plus DHA per day, preferably from oily fish or supplements in 9 t 



consultation with a physician; and (3) patients who need plasma triglyceride lowering should :.i . 

consume 2-4 gm of EPA plus DI-IA per day, provided as fish oil capsules under a phy&ian’s 
,i 1 ’ I,._ 2 * 

care. See id. at 6. 

In addition, eight recent animal studies corroborate the findings of the clinical trials. Id. ,, ,q ,.1 _, : * 

at 11. Those animal.,studies have shown the anti-arrhythmic effects of omega-3 fatty acids and \ ., I/ ‘I,* i( ._l.L1< 1 .-a/. > a,> .^,,il.*VX.I, .,,“.~ 1 i 
conclude that “fish oil~fatty acids are a powerful but simple modality to prevent the 30&000 a., *.I ,, . 
episodes of sudden ,cle-ath occur&g in the United States annually.” Id. at 12. The rnoit i ^ 
important animal study conclusively found that consumption of n-3 PUPA improved ventricular 

function by reducing the oxygen required tc produce a given work output, See id. at # ,, .” _/ i .a:,. i: 3v.c .,/ il. ._i $‘.4,~ _I, .*,. . 
3. Scientific @mppry Issues 

a. 

Clinical trials have tested omega-3 fatty acids’ effectiveness v&h,doses up to 28 grams 
: ,: 

per day. See e.g., Exhibit 6 at 11. There is no evidence of ,anoptimum level of omega-3 fatty ; i i 
acids to be consnnedbeyond which no benefit is expected. : 

b. Is there any level at which an adverse effect from the substance or Tom foods ..,~_-1.< ,.,s., .,_, ^,*^x.,” -“““rN”I%* ‘a~~,~a~~~~‘“~~~~~~~~~~ i 41 I ,v- :.a-.. > x -a.*’ Y-1.c 1 ‘A-c+“’ L L .,.. 
containing the substance occurs for any segment of the population? ._ .*_ 1 -I ,;_I_. ..,, i **: .,.*._ Ic.f. *i*‘.i-‘t,“~-*~-Il J. +;,>.*~... ..,**. ,!, i* j _^(_ 

There are no serious. adverse event.s.reported in conjunction with consumptioniof omega- 

3 fatty acids supplements, even up to 15 grams per day of omega-3 fatty acids for prolonged i .,I. ‘. :, .$ 
periods of time, See Exhibit 1. at 149. Mild side effects, such as: nausea, diarrhea, halitosis, . s 
eructation and “fishy” smelling breath, skin and urine” hsv”e, beenreported. See id.’ i 

:- I 

nausea or diarrhea, should discontinue use of this product. 
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C. Are there certain Populations that must receive special consideration?’ i - ./ I . . . I “. . ‘ A.4 

The PD&for Nutritional Supplements cautions that children, diabetics, pregr&t women . . /.,. /,, .I ,s. *.~,“,n”~~,+ , a_ . ‘.‘_ . L -y 1 _._ _._l^,~ 

and nursing mothers should con&t a physician before taking omega-3 fatty acids su~&~ents. ./, e 

See Exhibit 1 at 148. s ,_ . 1 .1 &, , i ” 
>. 

d. What other nutrition& or health factors-” o&v& and’& ~&~e’~a$im ortant 9 ), i .,$ .:.A ; 
;, . ..” - . f 

InteractioIis may occur between omega-3 fatty acids supplements and.g!pirin &d other i 

non-steroid41 anti-inflammatory drugs and herbs. -I rli--.*. ~.~““i.“,~l<&n,.urr See id. Those i$eractionq are rgk, kwever, .% 

and are elimiqq@ with a lower dose ambunt of bmega-3 fatty acids supplementation. See id. .a. ,w. ,“j.e~jx*ai . . “‘p, :**a., .e . ) _ I j* I% 1 b.4 .T v*,/_,l, i** t.**Li. , WR Y _>. Lf’ “’ 

4. Potential effect of the use of the amended claim on food consump$on, i&ding ,,,a,,, i ,, _.~. ei “> -irir-l~l-.w’~ : Ill\ _( xn‘,r,.~,Me&&*, “?,&, , a?%*&& g,*.> g~p~&~~~~~~ 
significant .alteqtiqqs ip e.@!ng habits and corresponding changes in nu&@ ’ 
intakes ;- ^ 

The tieqqled ,clz$rn.F~gy increase public intake of qmega-3 fatty acids in foodiand I_ 

supplements, including by populations at greater risk of coronary heart disease. Thy &#&i~~~ - 
._; _ , _L . . . > . . ,)I_” “~ ,I .$. 

do not believe th_at t&z qnF@ed claim will have any deleterious effect on food cons&ption or “*^a. (““a,‘ :* ,)./II “,. < ,.,w RI/ +<,e* ._‘( “I . / ,- 
eating habits. T& only change in nutrient intake regu@@g from the amended claim$.$~~~~~A~fo~ _ _ - . ,__ ‘: i 
those wbo.choose to supplement their die@ with omega-3 fatty acids. The effect one s&h people 4 ,,,~l~-.a_,. . f. _, 

is expected to be ben$icial, reducing the risk of corOi;aiy heart disease, including &d&en death 
k 

heart attacks and Saving lives, potentially as many as three hundred thousand per y&r. & 
,i. 

Exhibit 2 at 2. ‘3 < ” 

in the United Stat??: @e. &idence of, and mocality caused by, c%i~oiiarjr heart disewb. 21 / ,.. s , .,*_ I /(I, is8 Y *i:-.inrft,*.c&,e ,, ,,* 

C.F.R. $ 101.75(b). Cardiovas@ar disease is the le+G?g cause of death in the W&$ St&s_:: ‘/ i .1 
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- 

& Exhibits 3, 5,9 and 10. In the U.S., one of every 2.5 deaths is from cardiovascuiardisease. ,. ,b.& .r _ ** .“,. 

Iii 2000, about ‘764,100 deaths were attributed to coronary heart disease, more than 2,093 deaths 

per day. See Exhibit 5 at 5. Most studies have shownomega- fatty acids supplementation to be 

effective in coronary heart disease risk reduction at, leyes,of,l-5, grams per day, depending on 
;.I I,-.., ” 

the patient’s condition, See Exhibit 1 at 149; see also Ex@bits 2 and,6. Thus, omega-T*fatty ,. ’ : 

acids offer a safe, inexpensive, readily accessible means for reducing the risk of coronary heart i. i ,-_ 
disease population wide. ; ’ 

Omega-3 Fatty Acids meet the definition_ of21, CR& i 101.14(a) 

x j 
’ 6. . ,, t Ii 

The Petitioners seek-FD& approval of the amended claims for,use on diet.ary supplements 
1 _ 

and foods.contain&rg omega-3 fatty acids. Omega-3 fatty’acids in foods and dietary supplements f \...L,,. . rig ‘ , ,_ +. ,.” *’ ’ I 
i 

meet the definition of a “substance” provided by 21 C.F.R. 0 101.14(a): “Substance means a e-1 ~‘..*~-^_‘~.~“~L “-)‘~~‘~~~~~i,-J,,~ m 8. 

specific food or component of food, regardless of whether the food.is, mconventio~nal food form In . ai ,y Xi*“-I;im~“,~,.fb’. I 
; . 

ora dietary supplement that includes vitamins, minerals, herbs, or other similar nut@onal ‘, z. ._ 
substances.” Omega-3 fatty acias are a group of polyunsaturated fatty acids (“LCPUFA”) / b 

comprised of eicosapenaenoic acid (“EPA”‘), ‘docosahexaneoic acid.(“D,HA”), and ln!i$en~c a&l 

(“LNA”). See Exhibit 1” at 145. Cmega-3 fatty acids are found in @sh and @her ma&e life. ,- _“.^-.,,A ““,u*.*...r ,.,,, Iw^“x, ,,, * . ,,. ‘. *” 
These fish .o@ <are rich so~uces of long-chain polyunsaturated fatty acids oftbe n-3 See id. 

(omega-3) type. &e Exhibit 1 at 145. The, amount of omega-3 fatty acids in foods ,depends on -, I ,s _X.w/“‘ ic”vh”,. “,%.a~&+: 

the source, ranging from 0.2 grams (in flounder) to 3.3 granis (in sardines). See Exp&&port of / $ <- 
* 

Dr. Mary Enig, submitted to FDA .on ?$ove,mber~22, 1999 with Whitaker, et al. Coqents at 12, t f 
reincorporated here by reference (Attached as Exhibit 6). Of the numerous fish oils present in 

cold water fish and other marine life, the two most studied ,ar-e: eic,osapentaenoic acid’ (EPA; .~ ..I _ ” ,. .) *_, ..,,.” . I ” ,a, ,+*. ._jl i ,a 
C20:5n-3) and docosahexaenoic acid @HA; C22:6n-3). See Exhibit 1 at 145. EP$$ontains ‘, 

.i 

14 ‘i. _,. 



: i 

five double bonds, while DHA contains six double bonds. A]1 double-bonds are in the kis .,_ 
. 

configuration. 
ii- 1._._ 

EPA and: DHA are found naturally in the form of tiacylglycerols or See id. ,/I^ ._~ 

TAGS. Id. The DHA.in the,TA%s of f&oil occuys pr;imarily in the sn-2 position (i:e.i the 

middle carbon) of glycerol, while the distribution of EPA is more raii;;fo;m~y di&ibuted over all f 

three positions of glycerol. See id. ” 
., 9” .j- --(I I ‘.-. * ~ ‘-,’ 

Omega-3 fatty acids are found in most cold-water fish (i.e., tuna, salmon and,mackerel), a I, 

fish oils (i.e., unhydrogenated menhaden oil), and fish liver oils (i.e., cod liver oil). @ Exhibit 

6. Omega-3 fatty acids in dietary supplements are most commonly available from fish; liver oil 
; > ,, 

(i.e., cod and shark), herring oil,“menhaden oil, salmon oil, and tuna oil. See id at 13. The _I : 4 

amounts of EPA and D&&vary depending on the fish source. See id. A more concenbated type 0 

of fish oil is alss.av~~l.~~l,e,in,~~g,,~~~ of a semi-synthetic ethyl ester products that contain 85% ., I ..w,. I h, -dd ,I ‘9.,., 

EPALDHA. For example, a one gram ethyl ester capsule contains 490 mg of EPA ethyl ester and 

350 mg of DHA ethyl ester. See Exhibit 1 at 149. (, 

Thus, omega-3 fatty acids found in foods and, dietary supplements are a “subst&ce” as 

defined by 21 C.F.R. $ 101.14(a). 

15 



i ! 
c. Analvtical Method “Z 

” _ ~. ” iz, ,I.’ -’ / 
The amount of omega-3 fatty acids contained in a food or dietary supplement that may be 

a candidate for bearing the revised health claim can be ascertained, by several gas Y _ s+,*,. 4. 

chromatography methods, including: the Association of Official Ana&tical Chem$ts’ i(AOAC) 

Official Method #991,39: “Fatty Acids in Encapsulated Fish Oils and Fish Oil Methyl’and E&G ! L : 
Esters.” See Exhibit 9. The assay method described in Exhibit 9 is applicable to finished 

a ’ 
, products. ‘” . ’ ..’ 

i- z 

i i 



D. Proposed Amended Health Claim 

Petitioners propose that the approved model claim for omega-3 fatty acids be amended by 
_. 

removing the disclaim,er and permitting its use on foods, and dietary supplements contz$ning 
! ; 

‘omega-3 fatty acids. The claim.+wou!d read as fohows; 
* 

, i f’-‘,-. x ,“._. j _ . ..” 

Consumption of omega-3 fatty acids may reduce the risk of coronary he& disease. 

Multiple studies have shown that, consumption of omega-3 fatty acid-containing foods)nd 

dietary supplements reduce the ,risJ~ of coronary heart disease. Moreover, recent clinical trials 

have, proven to a near conclusive” degree its safety and efficacy for use by the general population. I 1, ‘ --” , , 

17 
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E. Attachments .i~, ,, 

Attached are copies of the scientific studies (Exhibit 10) and other information: referenced 

in, and constituting the basis for, this Petition. To the best of the Petitioners’ knowledge, all non- 

clinical studies relied upon were conducted in compliance with the good laboratory practices I j ,). 

regulations set forth in 21 C.F.R. Part 58, and all clinical or other human investigations relied 
, .$ ,.. .’ 

upon were either condu@d in agcordeangWe with” the requirements for @tit$onal rev&v set forth 
i,“.. .l ,“, ‘ 

at 21 C.F.R. Part 56 or were not subject to such requirements in accordance with 21 G.F.R. 6 : ;. . ., , 

56.104 or 56.105, and were conducted in conformance with the, requirements for informed- 
(I- 

i ,,‘ , 
consent set forth in. 2! C.P.R. 8 50 et seq. see neneraltv, 21,C.F.R. 6 101.7 (c)-(d). “_. . . . ..‘ , I k 
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; . ,  

F. Environmental Impact i : 
_, ,.,.., a 1 ‘ 

The requested health claim approval contained,m,t$s. petition is categorically e<cluded _, , * : f: :.: i-.. 
from the.environmental impact statement under 21 CF.& $25.24. Lli.l.l( 4hw*~Lu.<~~~” 

G. Conclusion and Certification .” I, .e. -.,3”_ .,1 .r * ̂ *1XI.7-~~-.- I. ; ., r ,.s, ,, .,, ;x_ ._: __ __ ,. ,! i 

For the foregoing reasons, the Petitioners request that the FDA approve the ame@@ I,_, _Ij_ 
.\ 

health claim. 

Any questions c,on~~&ng this Petition may be directed to Jonathan W,.Emord, Esq. 

Emord & Associates P C., 5282 L-yngate Court, Burke, VA 22015, (202) 4666937. ’ I. * ..,_.-____ ‘x*d*.. ¶ ; . ..+.e ,,._, _._+ .^” ._ ̂^ si 

The undersigned certify on behalf of the Petitioners that, to the best, of their, kno$edge .L %_ ,.I,. _*a, in. s 

Their Cqunsel I 
Emord &Associates, P.C. _ _, _, ~../..~./.blL(“~*~., ,. _ 
5282 Lyngate Court 
Burke, VA 22015 
P: (202) 466-6937 
F: (202) 466-4938 
Email: iemord@emord.co,m, 11 
Date submitted. June 23,2003 1 ~_ “_ldj__ x ‘. __, ;rnn:~,+l+,,s. 


