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PETITIONERS:  California Walnut Commission

ADDRESS: 1540 River Park Drive, Suite 203
| Sacramento CA 95815

\ SUBJECT - Health Clalm Petltron D1ets Includmg Walnuts Can Reduce The R1sk of

. ,Heart Dlsease

- Office of Nutntlonal Products, Labeling and

‘Dietary Supplements (HFS-800)
Center for Food Safety and Apphed Nutrmon
Food and Drug Administration
Harvey W. Wiley Federal Building
5100 Paint Branch Parkway

, ,“cOnege Park Maryland 20740-3835

I Introduct|on

’ ”‘,  The under51gned Denms A. Balint, Chief Executive Officer, submits this petition

- on behalf of the California Walnut Commission pursuant to Section 403(r)(4) of the Federal

Food Drug & Cosmetlc Act (FD&C Act) 21 U S.C.§ 343(r)(4) requestmg that FDA approve

for use in the labelm0 of foods compnsmg whole and chopped walnuts health clalms

commumcatmg that diets 1nclud1ng walnuts can reduce the risk of coronary heart disease (CHD).

A” - of the 1tems spemﬁed in 21 C F R § lOl 70(f) are |nC|uded in or attached to thrs petltlon

The California Walnut Commission is a,non—proﬁt statutory corporatlon w1th all

" of the powers of a Cahfomra corporatlon Cal Food & Agnc Code § 77064. The Commission

is expressly empowered to engaoe n research 1nclud1ng the drssemmatlon and pubhcatlon of the

results of that research, 50 that the pubhc may be made aware of accurate and scientific

& ‘77095.
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 As discussed below and in the accompanying literature review conducted by the:

Life Sciences Research Ofﬁce (LSRO) of the American Society for Nutritional Sciences

(Attachment 1), the scientific evidence establishes that diets including walnuts can reduce the

- risk of CHD by ylowering serurn total and lowedensifty lipopkroteinl(LDL) cholesterol levels and

- other cardioprotective mechanisms. The cardioprotective benefits of diets including walnuts

have been attr'ibuted to the favorable fatty acid and overall nutrient profile of walnuts. Walnuts,

lil_{e other tjjee nuts, are Iow_ m Saturated fatty acids and rich in nionQSaturated and

polyunsaturated fatty acids. In addition, walnuts are important sources of protein, dietary fiber,

micronutrients,‘ and bioactive phytochemicals that may contribute to the ca‘rdi'oprotectiye“beneﬁts

'establi'shed fot diets ’iincludi‘ngk walnuts. While the body of scientific evidence suggests that the

- benefits of walnuts are attributable to multiple favorable metabolic mechanisms, the evidence

hnklng the u’niq’ue ‘fa’tt:y acid proftle of walnutsto the cholesterol-lOWerlng bekffects estahtished has |

 been characterizedm‘ost ﬁilly.k |

Walnuts are well recogmzed as bemg among the rnost concentrated dietary
sources of o- hnolemc ac1d avallable Alnha linolenic acid 1 is an omega‘ 3 fatty aCId essentlal for
human health, and functions as the parent compound used by the body to synthesizethe omega-3
fatty acids icornmonly found in fish and fish oits; eicosapentaenoic acid (EPA) and
docosahexaenoic acid (DHA). Chronic, widespread undernutrition of a.-linolenic acid and other
omega-3 fatty acids has been documented in the United States and is a,tt,rib,u,téblc to both the
underc'onsurnp'tion of ’o'r'nega'-‘3 fatty acids and the overconsumption of omega-6 fatty acids from

vegetable oils ‘and other common]y consumed foods. It is well established that the imbalance of

| 'fatty acids currently consumed in the Us. and other Western 1ndustr1ahzed nattons is grossly

d1storted 1n relatlon to actual human nutrmonal needs and 1s an 1mportant contrlbutor to the hlgh
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chopped walnuts health claims that are con51stent

risk of CHD morbidity and mortality. Public health experts in the United States and other

industrialized countries have issued dietary recommendations for a-linolenic acid and other

omega-3 fatty ac1ds and called for aggresswe measures to remedy d1etary deficiencies of these

" nutrients to reduce the risk of CHD

i . This petition requests that FDA authorize, for use in the labeling of Whole and

'th the followmg model claim: “Diets
imcluding vi/alnutscanreduce the’ r1sk of heart disease This claim satisﬁes all applicable Iegal
requiremerits, and would promote public health by encouraging improvements in omega-3 fatty
acrd mtake, through mcreased walnut consumption, andby promoting the reductions in serum
cholesterol that occur when walnuts are includedinthe ’die,t.,

”,,Tyhze proposed health claim is fully consistent with current nutritional guidelines

recommending moderate fat intake and modest intake of saturated fat and cholesterol.

Approvingj the claim would afford FDA an opportunity to facilitate health comrnunications with

' consum‘er's;concerning the cardioprotective and nutritional beneﬁts of walnuts that, because of

their total fat content, have been excluded from the diets of many consumers including those

relying on the total fat declaration required in the Nutrition Facts box to guide food choices.

FDA approval of the proposed health claim would help 'remedy the widespread consumer

: confusron concermng fat intake, and would encourage fatty acid mtake patterns that reduce CHD

risk and support nutntlonal health generally

»Ilr | Prehmmary Requlrements |

‘ Under FD&C Act § 403(r)(l)(B) 21 U S.C. § 343(r)(l)(B) FDAi is requrred to

‘i allow food manufacturers to promote the health beneﬁts of their products by means of labelmg

" claims * charactenz[mg] the relattonship of any nutrient ... to a disease or health-related )
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: con’dition » where such ela_ims are substantiatedby approbriate scientiﬁc evidence. FDA .

' 1mplement1ng regulations expand upon the statutory requirements for approving health claims

spec1fy1ng that health clairn petitions must proV1de 1nformation addressmg several prescribed
o “Prehmmary Requirements.” 21 C.F.R. § 101.70(f). The proposed walnut/CHD health claim

- satisfies all ‘applicable preliminary requirements under FDA rules.

First a health cla1m petition must establish that the article that is the sub] ectof the

o claim qualiﬁes asa’ substance Wthh is deﬁned as“a specrﬁc food or component of food

regardless of whether the food is. in conventional food form or another form. 21 C.F.R.

| § lOl 14(a)(2) Claims characterizmg the relationshlp between diets contalmng walnuts and the

reduced nsk of CHD concern the beneﬁt of walnuts a food constitutlng a substance w1th1n the

- meaning of FDA regulations.

Second a health claim petltion must estabhsh that the substance |

[1s] assocrated w1th a disease or health-related condltlon for Wthh the general U S

o populat‘ion .. .is at risk e 21 CFR v§‘ l’()kl.l4(b)(1). As already recognized by FDA in the |

_existing regulations authorizing health claims, CHD constitutes a “disease or health-related

condition” within the meaning of FDA rules. See, e.g., 21 C.F.R. §§ 101.75, 101.77, 101.81,

10182, 101.83. The relationship between walnuts and the reduced risk of CHD satisfiesthe

... second preliminary requirement..

Thlrd a health claim petition must establish that the substance that is the subJect

of the claim meets the deﬁnition of “food being consumed prmc1pally for taste, aroma or

nutritive value 21 CFR. § 101 14(b)(3)(l) Walnuts have a long hlstory of use as human food,

and walnut consumption for food purposes has been documented from as early as 7000 BC in |

Persia. See LSRO Review 20. While the safety and sensory attnbutes of walnuts help explain |
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the long history of walnut eonsumption as human food, the scientific evidence characterizing the

distinctive nutritional and health beneﬁts of walnuts has further justiﬁed the value of Walnuts as

human food. The growmg recognition among nutritional screnttsts ccncerning imbalance in the
consumptton of omega 6 relattve to omega—3 fatty aerds and the mcreasmg apprematton of the
link between omega-3 fatty acid imbalance and deficiency and CHD risk, have helped to
establish tne distinctive nutritional impaaaﬁc‘e‘*ar waln‘uts’; Data ‘defmon: trating the presence in
walnuts of other sigr.ificant bioae,tive s,uhStanees, suchas phytosterols, ’a so illustrate the nutritive
value of this food.

Fourth, a health cvlaim petition must establish that foods qualifying for the
proposed health claim are safe and otherwise lawful. 21 CF.R.§ 101.14(b)(3)(ii). The long
tistory of consumpt|on of walnuts as human food at a wide range of intake levels firmly
establtshes the safety of walnut consumptton Slnce the proposed walnut/CHD health clatm
would apply to walnuts only, and not to orls, or other extracts or 1solates denved from walnuts,

the exiSting limits on Walnut c'onsur'nption enforced by the ordinary mechanisms of human

sattety would contmue to safeguard publtc health For those persons Who are aI Ierglc to Walnuts,

the existing FDA food labeltng requrrements for walnuts would continue to ensure the continued

~safe iusecofthe food. Cf. 64 Fed. Reg- at ‘5 7,707 (“FD‘A does not believe that, because some

_persons may have allerg1c reacttons toa food itis unsafe ”)

1. Standard for Review of Petltlon
- Section 403MG)B)(A) of the FD&C Act directs FDA to authoriz¢ 3 health claim
when it ﬁnds “based on the totahty of pubhcly avatlable sc:1ent1ﬁc evrdence there is |

S|gn|f|cant suentlﬂc agreement among [qual|f|ed] experts “ that the Clalm 1s Supported by

such evidence.f’ 21US8.C.§ 3:431(})(3)(,;}3)’(1#); Thts“s1gntﬁcant s,e:ientiﬁc,_agreernent” standard is

flexible, and enables FDA to approve well supported health claims without regard to the specific

=5-



il
o

[

nature of "the‘seientiﬁc evidence the claim relies on. At the same time, FDA’s discretion to deny

- approval of ja health claim is confined to those»c,laims‘k that the agency establishes are false or

inherently misleading. In re RM.J, 455 U.S. 191, 203 (1982); Ibanez v. Florida Dep’t, 512 U.S.

136, 144-46 (1994); Peel v. Attorney Registration and Disciplinary Comm "n,496 U.S. 91, 99-

- 111 (1990). In addition, FDA does not have authority to deny potentially misleading claims that

can be expressed in a manner that accurately characterizes the nature and weight of the

~ substantiating scientific evidence.

While the specific language of the “significant scientific agreement” standard is

distinctive, the anti-deception principles the standard embodies are not. The legal standards

-~ which govern determinations concerning the potential for consumer-directed claims to mislead

- are well characterized in the large and consistent body of case law enforcing the antideception

requlrements of federal and state consumer protectlon statutes, 1nclud1ng cases interpreting

provisions of the Federal Trade Comm1531on Act in the context of health messages Itis well

: kestablished that claims,ﬁs_l‘lbstanti,atﬁed by competent and reliable seientiﬁc evidence are not
- deceptive and, therefore, cannot be prohibited on antideception grounds. See, e.g., Federal Trade

'Commission Act §§ 12 & 15, 15 U.S.C. §§ 52 & 55; FTC, Dietary SyupplementS: An Advertising

Guide for Industry (1998) (available at

. <http://www.fic. govibep/conline/pubs/buspubs/dietsupp.htm>); FTC, Policy Statement

Regarding Advertising Substantiation (“reasonable basis™) (available at

' <.httn://www.ftc.gev/bcn/guides/adSsubst.httnS)'; FTC, Poliey Statement on Deception (October

14, 1983) (available at <http://www.ﬁc.,qov/bcp/policystrnyt/adfdecept.htm>); FTC, Enforcement
Policy Statement on Food Advertising § II (May 1994) (a claim must have a “reasonable basis,”

meaning that it must be supported by “competent and reliable scientific evidence™) (available at
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<hpi e sobepipolieystmyad:food ). The corresponding rlationship beween te
established antideception legal standards and the scope of First Amendment protection of
commercial speeeh meansthat any exercise of government power to block the dissemination of
healthfclaims which are 'sussfaﬁjt;;a;eqiby‘campétent'\and rellab’lé scientific evidence ’is vulnerable
to constitutional challenge See National Commission on Egg Nutrition v. FTC, 570F.2d 157
(7th Cir. 1977) cert. demea’ 439 U. S. 821 ( 1978) See also Danlel E. Troy, Advertlsmg Not
“Low Value” Speech, 16 Yale J. on Reg. 85, 92 (1999).

- In Pearson the Umted States Court of Appeals for the Dlstnct of Columbla

Circuit evaluated the FDA pohcy 1nterpret1ng the ‘s1 gmﬁcant 501ent1ﬁc agreement standard, as

FDA has’ applied that standard to restnct health claims;—not only for dietary supplements,l but
also for conventional foods. See 59 Fed.Reg. 395,403 (January 4, 1994) (“Applying the same
standard and procedure to health clalms on dletary supplements as that [sw] that apphes to foods
in conventlonal food form | w111 subJect all segments of the food industry to regulatlon ina falr

and consistent manner.”); Brief for Appellees in Pearson v. Shalala (No. 98-5043) (D.C. Cir.) at

6, 8 (conﬁrmmg that FDA adopted a pohcy subJect[mg] dletary supplements to the same

standard that apphes to foods in conventlonal form”). FDA presented the panoply of arguments

~ithas made repeatedly since the NLEA was ’adopted‘to excuse its health claims policy from First

 Amendment scrutiny on the ground that health claims are inherently misleading and require

uniquely tight regulatory controls. The Pearson court rejected the longstanding FDA rationale in

“As best we understand the government, its first argument runs
along the following lines: that health claims lacking ‘significant
scientific agreement’ are inherently misleading because they have
' such an awesome 1mpact on consumers as to make it virtually
FE f‘rmposmble for them to exercise any judgment at the point of sale.
- It would be as if the consumers were asked to buy something while
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hypnotized ‘and therefore they are bound to be misled. We think B

this contention is almost frivolous.” 164 F.3d at 655.

It is Well established in Supreme Court Case law that claims that are not inherently

misleadmg cannot be proh1b1ted and even claims that have some potent1a1 to mislead cannot be

restncted by means of quahfymg language unless the specrﬁc restriction is established to be

necessary 'and effective in re,medymg genuine deception. On remand in Pearson, the District

' Court noted that the Court of Appeals “1mphed though 1t did not declare exphcrtly, that when

credible ev1dence supports a claim that claim may not be absolutely prohibited Pearson

v Shalala 130 F Supp 2d 105 114 (D D C. 2001) (c1tation omitted). See also Ibanez V.

Florzda Dep t, 512 U S. 136 143 (1994) (the oovemment’s “burden is not slight”) Edenf eld V.

iFane 507 U S 761 770 71 (1993) (the government’s “burden is not satisﬁed by mere N

l,r,r E

speculation or conj ecture rather a governmental body seeklng to sustain a restnction on

Commermal speech must demonstrate that the harms it recites are 'real and that its reStrlctlon will

in fact allev1ate them to a material degree ") (crtations omitted) See also Edward Dunkelberger

' & Sarah E Taylor The NLEA Health Claims and the First Amendment 48 Food & Drug L J .

631 (1993); International Dairy Foods Ass 0 v. Amestoy, 92 F.3d 67 (2d Cir. 1996).

_The approval of a health claim by FDA reflects the agency’s recognition that the

“scientific evidence substantiates the characterization of the idi,‘et/disease\relaﬁtionShip expressed in

the claim, and that the substantiation accounts for the “totality of publicly available scientific

evidence ” as that term would be understood by “experts qualiﬁed by scientiﬁc trainingand

experience to evaluate the scope of mformation relevant in evaluatmg the proposed claim 21

C. F R § 101 l4(c) In this respect the standard 1s consrstent w1th the guidance the Federal

, Trade Commrssron (FTC) has prov1ded concemmg the 1mportance of evaluating smentiﬁc

eVIdence in the context ofthe entire body of relevant sc1ent1ﬁc ev1dence See FTC Dletary

A e
ke S



~ Supplements: An Advertising Guide for Industry § IL. B (1988) (availableat

<http://www.fic.gov/bep/conline/pubs/buspubs/dietsupp.htm>) (“The surrounding context of the

scientific evidence is just as important as the internal validity of individual studies.”). In the

*context of nutritional claims for foods, FTC, like FDA, has recognized the necessity of
~ considering specific studies together with the overall weight of the relevant scientific evidence in
the public domain. FTC, Enforcement Policy Statement on F ood Advertising § IV.A (May

: 1994) ((avaiilable at <http://w‘\y\y.ﬁnc.gov/beb/poli‘c}vstr'ht/ad-food.htn1>), (In evaluating health

) clalms for foods both FTC and FDA “look to well desrgned studles mcludmg clmlcal research

< J\,( S
I

and other forms of rehable and probatrve smentlﬁc ewdence and evaluate[ ) s,bs- _rl a.t..o_- ‘pa
in the conte,xt of the surrounding body of ev1dence G

- As discussed in detail in Part IV of this petition, a sound, valid and consistent

 body of scientific evidence supports the claim tha diets containing walnuts lower total and LDL

cholesterolﬁ and can help reduce the risk of CHD. The studies dernonstrating this

 substance/disease relationship were controlled clinical trials, and the data from these trials are

corroborated by data from large-scale, long-term prospective cohort studies. The studies

appropriately specified and measured the substance and disease that are the subject of the

proposed claim, and were conducted with scientific accuracy and integrity. The results were

‘?QPSi/S,,t?m.,%91119,;5,5.?},%@??3’ of settlngsk and subject populationsr The LSRO Expert Panel

concluded that the clinical trials were well desi gned, executed and controlled, and found the
observational studies to be f‘supportive” of the clinical data. LSRO Review 28. Based upon the
entrre body of relevant screntlﬁc ewdence the LSRO Expert Panel concluded that walnuts as

part ofa heart healthy dret lower blood cholesterol concentrations. LSRO Revrew 29
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| As the LSRO review recognizes, and as thedrscussron below shows, based on the

_totality of the publicly ava‘ilablescienti‘ﬁc evidence, there is s»ig\niﬁcrant scientific agreement that

diets mcludmg walnuts can reduce the risk of CHD, mcludmg by lowering total and LDL

cholesterol levels Because the proposed health c1a1m satlsﬁes all legal reqUIrements of the
NLEA, the claim is entitled to approval by FDA.

V. Statement of Grounds
o ’A’.ﬁ Sclentlfic Overv1ew :

1.  Public Health Importance of CHD Health Claims

CHD is the most common and serious form of cardi0vasculardisease and the
leading causeof deathand dlsabrhty m the Un1ted States accountlng for more deaths than any |
other drsease or group of dlseases Reducmg CHD nsk is a nat10nal pubhc health pnonty, and

su bstantlal research publlc health and medlcal resources have been devoted to programs aimed

’k hat reducmg CHD rrsk in the Umted States It 1s well estabhshed that dletary mod1ﬁcat10ns wh1ch S
«can reduce elevated serum cholesterol levels have sgbgtgntrarppwe‘; to reduce CHD risk. See,
e.g., 64 Fed. Reg.t 57,700, 57,7‘00” (October 26, 1999l ... [T]here is general agreement that

‘development of CHD. ).

1 ‘ FDA s con5|derat|on of health cla|ms under the Nutr|t|on Labellng and Educat|on

Act of 1990 (N LEA) has recogmzed the valuable contnbutlon such claims can make in

' encouraomg dietary modrﬁcanons wh1ch can lower serum cholesterol levels and thus CHD risk.
F DA s approval of CHD- related health claims has acknowledged the 1mportance of early and

' hfe-long management of the risk factors related to CHD, and the substantral public health

beneﬁts that can be contrrbuted by even modest 1mprovements in dtetary 1ntake patterns dlrected

’ toward CHD I'lSk reductron Whlle FDA s health clarms pohcy generally has been restnctwe

oo 10-
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FDA has authorized several health claims promoting dietary intake patterns that can reduce CHD
risk. Of the approved health clalms codiﬁed in FDA regulatlons more are Concerned Wlth CHD

risk than W1th any other disease or health-related condition. See 21 C.F.R. §§ 101.74, 101.75,

1101.77, 101.81 101.82 101.83. FDA has approved CHD claims encouraging the consumption

of hlgher fat foods WhICh otherw1se would have been disquahﬁed under the FDA health claim ;

ipohcy where the pubhc health beneﬁt of the food consumption pattem was substantiated by

appropriate 501ent1ﬁc evrdence See 21 C F R § 101 83

In addition FDA has approved CHD CIaims encouraging food consumptiony
patterns that would be new to many sectors of the population where the evidence substantiated
the claimed beneﬁts to public health For example FDA has approved CHD claims encouraging
the consumption of psyllium husk, soy protein and plant stanol esters under conditions having no
estabhshed relationsh1p to histoncal or reasonably pIOJCCted food 1ntake patterns ;’ |

2.  CHD Health Claims and Dletary Intake Patterns

. In approving CHD health claims, FDA has sometimes evaluated the scientific

~ support for the CHD benefits claimed with ’reference to hypothetical dietary intake patterns.

While this method has provided a useful framework within which to assess the strength and

s weight’ 'of the body Of scientiﬁc evidence, in no case has the scientiﬁc merit of the health claim ,

depended on the probabihty that the hypothetical diet would 1n fact be adopted by any

population group. Moreover since health claim approval depends on the ‘accuracy of the

- message'cdnveyed, and not the anticipated consumer reSponse to the message, there would be no

legal basis for i imposing limits on health clalms through quahfying language or disclaimers

which convey conditions of a hypothetlcal d|et wh|ch have no relat|onsh|p to the consumpt|on

| ‘patterns that reasonably can be prOJected

oo-n-
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’Beca”use the benefits of walnuts have been shown under a broad range of dietary o

condmons any representatron that would suggest that the CHD beneﬁts of walnuts are avallable

only to those consumers who consume a spec1ﬁed “dosage of walnuts per day would not

‘ accurately characterize the body of relevant scientiﬁc evidence. Moreover, consumers could not

. .reasonably be expected to implement any specific dosage recommendation concerning walnut

intake conveyed in a health claim, regardless of the scientific evidence concerning any dose-

response relationship. For éxarnp‘le,"Whi‘lethémsc/ientiﬁc evidence supports the benefits of daily |

: walnut consumption at levels of two ounces daily, it would be unreasonable to expect consumers
to eat two ounces of walnuts dally, 365 days per year Out51de the confines of a controlled
« Vmetabohc dret study, no one could be expected to conﬁne food chorces in such a restnctlve

- manner. Accordingly, any requirement that would limit the expression of the walnut health

claim with reference to walnut dosage would be artificial, misleading and unjustified.

The deceptive potential of implied dose-response messages in health claims for

-~ conventional foods relates to the distinctive nutritional role of foods, whicharentended to be
| consumed as part of an ordmary ad lzbztum d1et This mtended use contrasts with that of drugs
| for whlch dosage hmltatlons and the clalms themselves operate to deﬁne the rntended condltrons o

i of ‘use. ThedistinCtionsin the intended usestandards for‘ foodsand drugs haVe justiﬁed'

H,correspondlng drstmctrons in the statutory standards govermng health clarms and drug claims.

FDA approval of a drug product is conditioned upon a determmatron that the drug, when

consumediat the approved dosagye level, is effective in preventing, mmgatlng or treating a

- specrﬁc drsease or condrtlon in the patlent Accordmgly, the drug formulatron and clalms are

regulated to enable the physrcran (for prescnptlon products) or patient (for oTC products) to

12-



'consume thedrugunderthe :specitflc condltlonsdeﬁned in the drug approval prOCESs which have

~ been shown to optimize the health beneﬁts_and mitigate the’ risks to actual product consumers.

By contrast, 1mp1101t in the statutory standards governing health claims is the
reoognmon that the consumptlon of conventlonal foods 1nvolves estabhshed patterns of dletary

intake whlch deﬁne the intended use and Justlfy the value of the product to consumers. This

Justlﬁcatlon orlgmates w1th the organoleptlc psychologlcal and nutrltlonal value the food

prov1des in supportmg the structure and functlon of the body. The mtended use of the food, thus,

~isnot deﬁned bya health claim. Rather a health claim simply adds to the existing rationale

Justlfymg the value of the food to consumers.

Health claims, unhke drug clalms never were 1ntended to charactenze the

purpose than deﬁmng the 1ntended use of a drug Health clalms for conventlonal foods are

1ntended to 1nform consumers about the health beneﬁts of foods they are already enjoying or

~ could read:ly incorporate into an orc inary diet,

, 3. ; Health Clalms and Consumer Motlvatlon o

The proposed model health clalm 1s con51stent with the pubhc health obJ ectlves of |

-~ the NLEA Lhealth;clai'ms,provisions. Health claims were conceived as an educational and

motrvattonal tool to promote healthy dletary 1ntake patterns and promote pubhc health The

' expectatlon and promlse of the NLEA health clalms pohcy was that by encouraging food

) 'm"arketmg experts to direct their creative energles and resources toward developmg attractive and

hlghly motlvatlng health messages for nutrmous foods over t1me the 1nd1v1dual food chmces

' made by consumers lncreasmgly would be shaped in dlrectlons offermg long term galns for B |

pubhc health. ‘ kThe proposed walnut health lclalm would,,pencourage mcreased consumptlon of

walnuts, which offer CHD benefits, and is consistent with a healthy balance of fatty acid intake.

13-
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- The NLEA requires FDA fo give careful consideration to the language of the
proposed claim, and the “take away” message conveyed by it. Under the NLEA, health claims
are not intended to serve the functions of a scientific monograph, but rather to convey motivating

health information to consumers. As evidenced by the creative health communication programs

s, FDA itselfhas employed, see Attachment 2, the health messages that motivate best are crisp and

| uneluttered by diStracting details or caveats. Creative, concise health claims that capture the

“bottom-line” consumer benefit have far greater value in influencing consumer food choices, and

- thus, promoting public health, than statements filled with scientific precision but drained of

meaning for consttmers. Health glaim‘s,that,,are, not meamngful to consumers will fail to motivate |

them and Ltltimately proVide no value to publicy health.
The proposed claim, “Diets including walnuts can help reduce the risk of heart
disease,” conveys the CHD benefit of walnuts to consumers in plain terms, and encourages the

simple dietary modification of incorporating walnuts into the diet. The scientific support for this

health inessage is undeniable. While the body o‘f“scientiﬁc“evidence'co'nceming walnuts and

CHD risk is rich and would fully support claims embelhshed with more detailed

‘charactenzatlons of the mechamsms by whlch the health beneﬁts of walnuts are achleved such

details are not reqluired to ensure the accuracy of the core health message.

B. ... [Eyaluation of Scientific Fvidence =~
'Data regarding the mechanism by which walnut consumption promotes reductions

in serum tQtal and »LDchthesterQl, and is thus cardioptotective, are not required for kFDA to

kauthonze health clalms regardmg walnuts and CHD nsk reductlon A descnptlon of the unlque

nutrmonal characterlstlcs of walnuts and of the data regardlng the ratio of essential fatty acids

and the significance of that ratio for cardiovascular health, is nevertheless set forth in this part of
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the petition to provide context for the clinical trial data and Ebﬁdborative"épidemiol‘egiqn and
observational data described in Part IV.C.

1. The Proper Balance of Essentlal Lmolelc and a-Lmolemc Fatty Acnds
Supports Heart Health

R O .

aitinolenic acid ('omega‘-s""b'f ﬁ:'s‘)'andlinoleié acid (om“e‘g'a‘-é‘of ﬁ-a)‘; In the bddy, a-linolenic

acid functlons as the parent of e1cosapentane01c acid (EPA) and docosahexaen01c ac1d (DHA)

B Wthh are the omega—3 fatty amds found in ﬁsh oﬂs EPA and DHA can be synthesrzed from a-
lmolemc ac1d in the body through a process of desaturatlon and elongatlon The health beneﬁts
 of a-linolenic acid are believed to be attributable, in part, to this synthesis. (Cunnane 1995;

 Gibson & Makrides 2000.)

* Alpha-linolenic acid, EPA and DHA each play a distinctive role in the structure

and function of membranes in the retina and central nervous system and are especially important

_ in the development of the brain and retina during the prenatal and infancy periods. Alpha-

linolenic acid is also one of the precursors for eicosanoids, prostaglandins, leukotrienes and

o thrornboxanes, which are irnportant for cell membrane function. (Gould 1997.) Alpha-linolenic

_ acid has been shown to inhibit platel’et reactivity and'prevent 'arrh'ythrnias and also has anti-

mﬂammatory beneﬁts (Kang & Leaf 2000 Connor 1999 J ames etal. 2000. )
~ Clinical trials and epldemtologlcal and observattonal studles have demonstrated
that oc-linolenic acid,can reduce the risk of CHD.” In' the Lyo‘n‘Diet Heart Study, a secondary ‘

preventlon tr1al among patxents w1th MI a 70 percent reductlon in CHD was observed in the

,expenmental group on an a- lmolemc ac1d nch Medlterranean dlet even though cholesterol

‘1’¢y¢1s qid ,f;‘o¢‘¢h,ahge;' (de Lo“r‘ge‘ri‘l,"1‘994,‘“‘1‘"9’9’@'.“) "'Sigrriﬁcan’tly,“amongi "fattiy" acids, only -

S15-

There are two fatty acxds that have been estabhshed as essent1a1 for human healthf -
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linolenic acid was signiﬁcantly asso,ciated with an improved prognosrsTheresearchersdid not -

: vﬁnd any correlation between EPA and DHA and recurrence -

In the Nurses Health Study (Hu et al. 1999) a higher mtake of a- 11nolemc acid

. was 31gn1ﬁcantly assocrated w1th a lower relative risk of fatal ische ic. heart disease (IHD) in

;. women, This association Wasbehevedtoresult from the antiarrhythmic effect of.a-lmolemc

racrd and possrbly from its antlthrombotlc effect.

In a study 1nvolv1ng a ilarge cohortof healthy men 1n the Umted States 1ntake of o

e a-linolenic acid was inversely assocratedelth ML, independently of other dietary and non-

dietary riskfactors. (Ascherio, et al. 1996.) As in the Lyon trial, intake of marine omega-3 fatty

acids (EPA and DHA) was not inversely associated with the risk, ’suggesti’ngt’hat the’

 cardiovascular effects of a-linolenic acid may be different from those of the longer chain omega-

3 fatty acids. This study also cites others i which a-linolenic acid intake was associated ,withk

reduced I‘lSk of coronary death or may have contnbuted to reduced coronary dlsease mcludmg

the Mult1p1e Risk Factor Intervention Tnal
e : The Amerlcan Heart Assocration (AHA) recogmzes that recent randomized

controlled trials have demonstrated beneﬁc1a1 ef'fects of o- lmolemc ac1d on both coronary '

| morbidity and mortality in patients w1th coronary disease. American Heart Association, Fish"Oil R

* (AHA Recommendation) (available at <htip:/216.185.112. S/presenter jhtml?identifier=4632%)

(“{S]tudies have demonstrated beneﬁcial effects of .. .alpha-liinolenic acid (8 percent of energy)

" in subjects with CHD.”).  Epidemiological data show inverse associations between dietary o.-
linolenic acid and risk of MI or cardiovascular mortality. An inverse association between serum
- EPA, DHA and o-linolenic acid and hemostatic factors has also been reported. (Freese and

Mutanen 1997.)




i The same enzymes are mvolved m the synthes1s of EPA and DHA from a- "
hnolemc amd and the synthesxs of arachidonic acxd from hnoleic ac1d Because of this

competition, the ratio of intake of linoleic acid to a-linolenic acid is important, for lower ratios

~ increase endogenous conversion of a-linolenic acid to EPA and DHA. An optimal intake of

linoleic acid relative to a-linolenic acid is considered crucial for normal metabolism.

- The clinical data highlight the importance of the proper ratio of linoleic acid to o-

 linolenic acid. Studies show that as the ratio of omega-6 to omega-3 fatty acids in platelet

phospholipids increases,y so does the death rate from cardiovascular disease and the prevalence of

 type 2 diabetes (Slmopoulos 1999. ) In the Lyon Diet Heart Study, only the trials that lowered

intake of omega -6 fatty acids while increasing omega-3 fatty acids lowered cardiovascular and

| all-,cause mortahty. (Leaf 1999.) The two populatlons With the greatest life expectancy, the

Japanese and the Cretans, have a high intake of a-linolenic acid and a low intake of linoleic acid

and saturated fatty acids.

' 2 " The Gross Dietary Imbalance of Essential Fatty Acids and a-
Linolenic Acid Deficiency Are Signlﬁcant Risk Factors For Heart
Dlsease in the Umted States -

An expert panel of nutrition scxentists has recommended an 1ntake of 222 g/day
of a-linolenic acid and an upper limit for linoleic acid intake of 6.67 g/day. (Simopoulos, et al.

1999.)" Some researchers have observed that a dietary intake of 0.5 to 1.0 percent of energy

from a- hnolenlc ac1d gives max1mum t1ssue ]evels of DHA and also av01ds any apparent

deﬁc1ency symptoms Others have estimated that the daily intake of o- hnolemc acid requxred to

! The NAS Food and Nutrition Board’s Panel on Dietary Reference Intakes for Macronutrients currently is

-+ evaluating the human nutrmonal requirements for macronutrients 1ncludmg linolenic acid and other omega-3 fatty

acids.

=17
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“avoid deﬁCienCy symptoms iskappriOXim'atelyLO.i’» to 0.5 percent of energy.” (Gibson & Makrides -

2000.) Several sc1entists have recommended a hnolenlc o- hnolemc acid ratio of 4:1

(Slmopoulos et al 1999 Holman 1998 Yehuda & Carasso 1993)

Current average 1ntake of omega—3 fatty ac1ds in the Umted States is estimated at

~-about 1.6 grams/day (about 0. 7 percent of energy) of Wthh l 4 g is a-hnolenic ac1d Based on
th1s estlmate as much as half the U S population may be consumlng diets deﬁc1ent in o-
finolenic acid. In addition, current 'ye‘stimates of aVerage inta’ke' indicate that the ratio of omega-6

to omega-3 f’a’tty' acids in the‘di"et i§ 'app‘r"okiinatély 9”’8’”‘- 1, a“g‘r'agga‘f‘gtartiaﬁfin'reiatian ‘to‘t’lie"'z“B‘“l B

and 4: l ratios recommended for meetlng human nutritional needs (Kris—Etherton et al 2000 )

As Harper and J acobson observed in the1r 2001 review of the epldemiological and clinical tnal

evidence of the cardioprotective beneﬁts of omega-3 fatty acxds, “One challenge facing

= physmans and other pnmary care prov1ders is recomrnendmg palatable sources of ALA EPA,

and DHA.” Walnuts are a readily available source of omega-3 fatty acids.

3, Walnuts Are A Concentrated Source of a-Linolenic Acids and Possess B R

Other Unique Nutritional Attrlbutes Important for Cardiovascular '
-Health '

English walnuts (Juglans regia L.) are a high-energy food relatively high in protein, potassium,

" phosphorus and folate. They also contain significant quantities of fiber and vitamin E, and are

- low in sugar. Selected nutrient values for whole and chopped walnuts, Which are the foods in the

Iabellng of which the propOSed claims would be used are shown below in Table l as required i

o by 2l C F R § 101 70( t) Additional values are set forth in the accompanymg LSRO Rev1ew

LSRO Review 20-21.




., k Table l Selected values for Juglans regza L (per 100 Ledlble portion)
;r : o e “Energy T 654 keal
. Fat 65.21¢g
Protein 15.23¢
: ,& R e PhOSDhOI'US : : : s 346 mg
Potassium 441 mg
. ..., . [Folae S ... 98pug
e Vitamm E \’ ’ k 2.9 mg ATE
S thtoSterols . T2mg
f e Walnuts are relatlvely hl gh in polyunsaturated fats A 100 portion contains
. 4717g, eompn51ng linoleic amd (3¢, 09 g) and a-linolenic ac1d»(9 08 g). Saturated fats S
:‘(pnnc1pally palm1t1c and steanc amds) by contrast are present at approx1mately one elghth that |
§‘ level, and the concentratton of monounsaturated fatty ac1ds (vn‘tually all oleate) is only shghtly
greater. See Agricultural Research Service, USDA Nutrient Database for Standard Reference
Release 14 (2001) (avatlable at <http //www nal usda gov/fmc/foodcomn>) A detarled analysrs
S of the nutrltlonal proﬁle of walnuts is prov1ded in the LSRO review.
- The relatively high concentration of "a-linolenic and fatty acids distinguishes
- , walnuts from other nuts. LSRO Rev1ew 29 Walnuts hke other nuts, are r1ch sources of
: essentlal fatty a01ds and contnbute little saturated fatty acid to the dlet 1d. These propemes
b confer unique cardloprotectlve beneﬁts on walnuts.
~ . _C.  Thereis Significant Scientific Agreement That The Totality of Publicly
ol e Avallable Scientific Evidence Fully Supports the Claim: “Dlets Includmg

Walnuts Can Reduce The Risk of Heart Disease”

L EV'dence From Cllﬂf,'al Trl isu"Estabhshes Thy  Be
Including Walnuts in ‘Reducing Serum Total an 'LDL Cholesterol

 The results of controlled clinical trials

lower serum total and LDL cholesterol thereby reducmg the I'lSk of CHD These results were ,

observed whether the walnuts were mcluded ina usual dlet h1 gher mn fat a diet based on

zx\ww]
BN b

,,:.mgn,s;tiraté,that,‘d'ie;tsﬁébntainiﬁg walnuts
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1 d1et of the Natronal Cholesterol Educatxon Program (NCEP) a low fat dxet a cholesterol-

lowenng hlgh monounsaturated fatty acrd diet or a diet already 1ncreased in polyunsaturated

- fatty acrds A summary of the chmcal tnals demonstratlng the effect of walnut consurnptlon on

i

plasma lipids and lipoproteins, appears in Table 2. o
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o
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 recommendations from the Amencan Health Association (AHA) or the Expert Panel on the Siep
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Table 2. Effects of Walnuts on Plasma Lipids and Lipoproteins: Summary of Clinical Trials (adapted from Kris-Etherton ef al. 2001)
Diet Composition Baseline Lipids1ipoproteins Endpoint Lipids/Lipoproteins
Study and Subjects  Study Design Treatment Duration TF SFA MUFA PUFA Chol TC LDL HDL TG TC LDL HDL TG
(% total energy) (mg/day) (mmeoL/L) {(mmoL./L)
Sabaté et al, 1993 Randomized, Walnuts 4 weeks 31.3 6 74 165 125 51 NR NR 132 414 243 116" 116
n=18M controlled, (84 g/day) ‘
single-blind,  Step 1 diet 4 weeks 29.3 9 8.8 9.5 237 5.1 NR NR™ 1.32 4.71 290 1.22 129
crossover
Abbey et al, 1994  Consecutive Almonds 3 weeks 359 82 173 8 199 5.15 NR NR NR 481> 321° 096 143
n=16 M supplemental (84 g/day)
field study Walnuts 3weeks 36.5 8.9 99 1538 235 5.15 NR NR NR 4.92°  3.26° 0.99 1.47
: (68 g/day)
Control 3weeks 357 159 115 6.6 205 5.15 NR NR NR .5.17 3.58 096 141 .
Chisholm et al., Dietary Walnuts 4weeks 38 10 10 16 230 624 430 106 195 599 394 121 200 &
1998 advice, (78 g/day) o
n=21M with randomized, Low fat diet 4 weeks 30 12 10 5 320 6.24 430 1.06 195 6.11 410 1.18° 1.86 &
hyper- crossover
cholesterolemia
-Zambon et al., Randomized, - Walnuts (41- 6 weeks  33.2 60 135 117 166 7.16 5.05 1.44 1.54 6.52° (4.48° K42 142° |
2000 ' . Crossover 56 g/day)
n=26M,23F Mediterranean 6 weeks  31.2 69 175 4.8 221 7.16  5.05 1.44  1.54 6.81 4.77 B37  1LS51=
“with hyper- ; diet ‘ ‘ o
“cholesterolemia’ . L
Muiioz et al., 2001  Randomized, Walnuts (41- 6weeks 318 55 129 112 ~ 167 NR NR NR NR 645 448 129 140 &
n= 10 M with controlled, 56 g/day) X A C :
polygenic hyper- crossover Mediterranean 6 weeks 309 6.0. 175 39 222 NR NR NR NR 6.73. 477 129 - 148 ©
cholesterolemia : diet e TR L
Iwamoto et al., Randomized, Walnuts (43- 4 weeks 26 48 6.7 145 252 M475 NR NR NR M40 1.85 132 1.83
2002 controlled, 57 g/day) F 4.53 NR NR NR F4.05 1.86 1.65 1.16 .
n=10M, I0F crossover Japanese diet 4 weeks 24 69 103 6.8 279 MA4.75 NR NR NR M4.17 2.02 1.32  1.86 -

F453 NR NR NR F426 2.08 1.68 1.13 °
Note: M=male; F=female; TF=total fat; SFA=saturated fatty acids; MUFA=monounsaturated fatty acids; PUFA=polyunsaturated fatty acids; Chol=cholesterol; TC=total
cholesterol; LDL=low-density lipoprotein cholesterol; HDL=high-density lipoprotein cholesterol; TG=triglycerides; NR=no reported values.

 *P<0.05, "P<0.01, * P<0.001, *P<0.1, compared with values from control group or baseline.

$p<0.001, *P<0.01, ¥P<0.1, compared with values from cholesterol-lowering diet groups with nuts.

221 -



!“I 2
#is
i}
o

o Ty

i

ETEAR 2

PR

bt |

(i

ot

~circulating lipid levels. k

| : ‘ Half were random1zed to the wali

- walnuts. Zambén et ql.’ pointed to ”the%antiarrhyth’mic and otherkanti‘atherogenic effects of o-
| linol‘enic ac1d 'Almar’io et al, andAlm'a’rio &KaSIm-Karakasfound thataddmg walnuts to the B
diet caused a redistﬁhutlon ofLDLcholesterolfromthe moreatherogemc small, dense IDLto
- larger LD’L particles and caused a redistribution of HDL cholesterol from larger into smaller
partlcles They observed that hpld partlcle changes occurred in the absence of hpld lowenng,

, suggestmg a favorable antlatherogemc effect of walnuts that is mdependent of any changes in

Reduced Serum Total and LDL Cholesterol By 12.4 and 16.3
Percent Respectlvely ’

i A s'ingl'e-blind, randomlzed Crossover trial repOtted by Sabaté and ‘co’ll’eagues“in

1 993 inyestig'ated‘lt”hé "effec“ts‘ o'feoﬁsﬁiﬁing walﬁﬁts"cn“’s‘éfnhi"linld 'I'éy'els""and"Bl‘ood‘"pfe"s“s"\i‘r‘e““"”
»among free hvmg healthy men. The subJect populatxon (n—18) compnsed healthy adult males
' aged 21 43 (mean 30 y) of normal welght (mean 73 kg) hp1d levels (20th to 80th percent1le) and |

'bIOOd"pressUre'(ayérage 1‘09’/72":1&;&1“1{@1‘ S

o Following a ﬁve-day nin-in period'dttring Whi’Ch snbj ects consumed'a'refer‘ence

diet based on the NCEP dtet the subJects followed each of two consecutwe four—week dlets

- walnuts by having three servings of 28g each of walnuts substituted for ather foods. The other

half continued the reference diet. Meals were prepared in the research kitchen. Personnel

~ conducting measuring and analysis functions in the study were blinded to the sequence of the

.. Subjects’ diets.

: a) Substituting Walnuts for Other Foods In an NCEP Diet
- Among Free—lemg Healthy Men With Normal Lipid Levels

t dm gr oup and recelved 20 percent of thelr calorles from o o o
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~ Blood samples were taken during the ruri-in phase and again at the end of each

dietary period, and were analyzed for cholesterol and triglyceride concentrations. The subjects’

' serum fatty acid compositions were also determined. Blood pressure was measured throughout

the study )

o+iThe walnut diet redyced mean serum total cholesterol by 12.4 percent and LDL
cholesterol ‘by 16.3 percent, r‘elativeto the reference diet; The responses were consistent in both
groups,amongsubj ects of all haseline"Seruni cholekSterol valuesand hody rnass indexes. No |
effect on tlood pressure was observed, and the researchers reported no side effects from the
walnut diet. The favorableeffects of consuming walnuts on the subjects’ lipid profiles Were seen

bdd

“relatively low base-line cholesterol levels . . . .

* 68

desplte the subj ects

| b) Substituting Walnuts for Other Foods In a 36 Percent Fat Diet
b i i --.Among Normolipidemic Men Reduced Serum Total and LDL
Cholesterol By 5 and 9 Percent

In 1994 Abbey and colleagues reported the results of a study comparmg the

, effects of't two types of nuts hav1ng d1fferent fatty ac1d proﬁles on plasma hplds They compared

- a reference dIEt reﬂectmg the rat1o of polyu nsatu rated to monounsaturaled to saturated fats

typlcal of the Austrahan dlet to two nut-rlch dlets a d1et contammg almonds, w1th their high

concentratlon of monounsaturated fatty a01ds and a walnut d1et nch in polyunsaturated fatty |

’acxds.\ The study subjects were ‘16 normolipidemic (mean 5.15 mmol/L) adult males, of mean

age 41 and mean weight 86 kg.
After a two-week “familiarization period,” the subjects were given each of the
three diets sequentially for three week periods. The walnut diet was continued for a further three

weeks. Blood samples were drawn on three consecutive days at the end of each three-week

period following twelve hours of fasting. Sixteen subjects completed the study.

23
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percent, respectively. Although the almond diet yielded similar reductions (7 and 10 percent),

signiﬁcant increases in plasma levels of a-linolenic acid were observed only with the walnut

diet.

... ©  Among Hypercholesterolemic Men, Statistically Significant
Cholesterol Reductions Were Observed When Walnuts Were
Included In A Relatively High-Fat Diet
In this randomized, crossover study reported in 1998, Chisholm and colleagues

compared the effects on lipid metabolism of addmg walnuts to the dlets of 16 moderately

hypercholesterolemic males (mean age 45 y) w1thout CHD farmllal hypercholesterolemxa

& famlhal combmed hyperllpidemla or secondary hyperhpidernia Followmg a one- week run-in

e period during which a standard llpld lowering diet was advised, the subJ ects were randomized to

O Y,

two groups one continulng the reference dlet and one consummg awalnut d|et The walnut dle'[

' wa's ‘a 2500: kcal diet containing 46 gkfatfrorn walnuts and 37 g fat from other foods.

Blood samples were taken at the end of the run-in period and at the end of each

expemnental penod and cholesterol concentrations 1n plasma and llpoprotem fractlons were

" ‘measured. L1p1d fractions were separated and the fatty ac1d composition of each fraction

i “méﬁsﬁ‘tfed. ‘

Both expenmental dtets showed mean total and LDL cholesterol levels that were

. »'/;:«tui.,, :

| lower than at basehne (TC: 624 mmol/L vs. 5.99 walnut diet and 6.1 l reference diet IDL-C:
430 mmol{L vs. 394 walnut’dieti,and 4] 1 O_re_ferencedlet)‘, but only the walnut rd1et yielded

. reductions that were statistically significant. Total and LDL cholesterol were lower at the end of

| ’the walnut diet than atthe end of the refeience diet, but‘thisﬁdift'etence was not statistically

significant.
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e Diets Includmg , Walnuts Reditced Serum Total and LDL |
Cholesterol By 10 Percent Among Hyperhpldemlc Mean and

In 1998, Zambén and cyolleagneys‘ repdrted resnlts fr'om' th‘e"Barc‘elona"Wainm “

" Trial, a randomized, crossover trial evaluating the effect of walnuts on serum lipids in 49 male

o ‘k_and female hyperlipidemic subjects of mean age 56 y (rnean TC‘ 278 Vmg/d" mean LDL-C 193

mg/d) The subjects were randomly a53|gned to one of two |socalor|c dlets a walnut dlet (—50

g/day, 33 percent fat) or a “Mediterranean” diet relanvely hlgh in monounsaturated fat (30

- percent fat) After SIX weeks on each expenmental dlet b]ood samples were taken for serum
hpoprotem analysxs
Total and LDL cholesterol levels decreased 10 percent each (p<O 001) aﬂer the

~ walnut diet compared with the “Mediterranean” diet. Both male and female subjects exhibited

similar reductions. The investigators concluded, “walnut consumption favorably modifies the

- plasma lipid profile in hypercholesterolemic subjects.”

e) Includmg Walnuts As Part of a Low-Fat Diet Reduced Serum
" Total and LDL Cholesterol By 7.7 and 12.3 Percent Among
o Men and Postmenopausal Women

In 2000 and 2001, Almario and Ka51m Karakas and Almario and others reported
the results of their assessment of the effects of a walnut diet on plasme lipids and lipoproteins in
patients with combined hyperlipidemia. The study population comprised 13 postmenopausal

females and five males, of mean age 60 y. Each subject completed four diets in free-living

~ conditions: (1)a nabitnal diet‘fcr‘jfcnr weeks; (2) a habitual d1et plus walnuts for six Weeks;V (3) a
~ low-fat (20 ‘percen’tk fat) diet for six weeks; and (4) a low-fat diet plus ,waylnuts for"six weeks. | -
‘Blood samples were drawn at the mid- and endpoints of each diet, but only the latter samples

~were used for analysis.

- -25-
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i subj ects on the walnut diet the mean concentration was 4.48 mM. 1 kThe walnut diet thusreduced;

 decreased f from 5,840 5.39 mmol/L and LDL cholesterol fell from 367103, 22mmolL. The

ylow fat d1et w1th walnuts also 'ylelded 51gn1ﬁcant decreases in total dserum cholesterol compared o

T with the hab1tual d1et (5 97" versus 5 39 mmol/L) In addltlon although plasma llplds remamed

Constant the small den51ty fractlon of LDL cholesterol Wthh is among the most atherogenlc

hpoprotems decreased when walnuts were added to the habltual dlet

S ) Tbe Reductrons in Serum Total and LDL Cholesterol ma
~ Small Group of Men With Polygenic Hypercholesterolemla -

Corroborate The Results of the Larger Trials

In 2001 Munoz and colleagues reported on the results of a randomlzed crossover

... feeding tnal--a substudy of the Barcelona Walnut Tnal—-evaluatmg the effect of addmg walnuts |
. toa Medlterranean—type cholesterol lowerlng control dietina populatlon of ten men (aged 48-
71 y) w1th polygemc hypercholesterolemla F ollowmg a 4-week premclusmn penod subJects

- were randomly as51gned to one of two d1ets a “Med1terranean control diet relatively high in

monounsaturated fatty acids and a walnut diet in which walnuts replaced approXimately 35

percent of the total energy supplied by sources of monounsaturated fat. Each experimental

~ period lasted six weeks.

: Bldc)d Sam'ple'S weie také"ﬁ“diiring the"tagt t’Wo"wééks 6’f ‘ea'ch"'éxpéﬁment‘a’l“peﬁod" o

-~ and analyzed for serum hpld and l1poprote1n concentratlon At the end of the onitrol dlet the T

mean serum total cholesterol level was 6.73 mM. In subjects consummg the waInut dlet the

serum total and LDL cholesterol concentration in then subJects by 42 (p—O.l76) and 6}0' percentm S

| (p=0 087), respectlvely
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The investigatorsattribited the lack of sttistial significance to the small sizeof

 the sample and noted that the effect observed was 51mllar in magmtude to that seen in the larger

study (n—49)

g) o Includlng Walnuts in The Diet Reduced Serum Total and LDLN :
Cholesterol In J: apanese Women

In a controlled smgle bhnd Cross-over study to be pubhshed in 2002 Iwamoto .

and colleagues exammed the effect of walnut consumptlon on the serum 11p1ds of a populatron of »
| young male and female subjects (n—40) consummg a  diet based on the Nat10na1 Nutrltlon Survey -

. of Japan and the Recommended Dletary Allowance for the J apanese

Following a five-day lead-in period in which all subjects consumed the reference
diet, each subject was assigned (with stratification based on age, baseline serum cholesterol

concentration and BMI) to either the walnut diet group or the group continuing the reference

e dlet and then crossed over to the other dlet Each group mcluded ten men and ten women.

Meals were prepared ina un1ver51ty research kltchen and a reg1stered d1et1t1an welghed and

apportloned foods for the subJects Each expenmental penod lasted for four weeks
 Serum cholesterol was measured at the end of the lead-in period and at the end of

each expenmental penod In women, the mean serum total cholesterol concentration decreased

by 4 9 percent w1th the add1txon of walnuts to the reference dlet In men, the mean decrease was” o

3.8 percent. For serum LDL cholesterol, the reductions were 11 percent in women butnot

statistically significant in men.

2. Data From the Walnut Clinical Trials Are Corroborated by
... Epidemiological and Observational Data

‘Large-scale, long-term human prospective 6b'seryati'onalstudiés demonstrate an

- inverse association of CHD with the frequent consumption of nuts, inc'luding walnuts. The

association was observed in both sexes and across racial lines, with a 30-50 percent decreased

727_”r,r.
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" relative risk of CHD reported. LSRO Review 29. The effects were achieved with levels of nut”
k consumptlon much lower than those used m the walnut chnrcal tnals

:il/) U The Adventlst Health Study Showed An Inverse Relatlonshlp - o

Between Nut Consumptlon And Risk of MI or Fatal IHD

In the Adventlst Health Study (AHS) 26, 473 non—H1spamc whlte males and

 females Without heart drsease or drabetes were followed up for six years and were evaluated for

- ﬁrst events. Mary pote,nlla.l con.ﬁou.nd.ers CQl.Ll.d. t»e ruled out for the populatxon was 'k

predomlnantly non-smoking, d1d not use alcohol and generally followed a lacto-ovo-vegetanan

diet, and there was not any 51gmf cant confoundmg by other foods "LSRO Review 15,

) Investigators Concluded that freq]uency of nut consurnptiron was related ‘inversely to the risk of |

MI or death from IHD The effect was not dependent on age gender, relatrve wei ght srnokmg

B or other estabhshed cardrac nsk factors Relatlve nsk of MI and IHD of persons who ate nuts at .
o yleast ﬁve tlmes per week was about half that of subj ects Who consumed nuts less than once
weekly | People who ate nuts one to four tlmes per week had a 22 percent reduced risk of M1,

“ compared w1th those eatmg nuts Iess than once a week ’ (Sabate l999)

V Se\‘yfieralpublicationshy‘ Vinyes‘t’igator‘s inyolved in the AHS observational studies

further analyzed the cardloprotectrve effects of nut consumptlon One demonstrated that the age '

of onset of CHD in both males and females was delayed by about 4 years ‘when cornpanng hrgh B

o (Sx/wk) to low (rare) nut consumptlon and that the predlcted hfe expectancy free of CHD was

,sromﬁcantly longer (5 6y, p>O 05) with hi gh nut consumptlon (Fraser et al. 1995) The study

predlcted that llfetlme nsk of IHD was 12 percent less in hlgh nut consumers compared to low

' Frequent nut consumptron was assoc1ated with lower mortahty in whites, black and the elderly -

vim 28 -
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" b)  The Iowa Women s He | y'Showed An Toverse
Association Between Nut Consumption and Coronary
Mortahty

In the Towa Women’s Health Study (IWHS) a prospectlve cohott study of 41,837
| postmenopausal, predominantly white ’fe‘males,' the subJ jects were as'ked:aboutthe' freqUency Of‘ |

: nut consumption as one-ounce (28 g) portions. The study over ﬁve years showed that coronary _

k’ mortahty was lnversely assocrated w1th nut intake, with an adjusted relatlve rlsk of 0 6 for eatmgm .

nuts 1-3 trmes a month 0. 75 for eatmg nuts once a week and 0.43 for eating nuts 2- 3 times a

week. (Prineas, et al. 1993)
| c) ‘In The Nurses’ HealthStudy, Nut Consum) atl‘oyn'W'as -
‘ Assoc1ated wnth Lower Nonfatal MI and IHD’ R

" In the Nurses Health Study (NHS) a prospectlve cohort study ofa large
populatlon of female regrstered nurses followed up for 10 years subJects consuming at least 5

ounces of nuts per week hadka 32 percent lowering in nonfatal MI compared with those eating

less than 1 ounce of nuts per month. (Fraser 1999¢)
 Hu er al. (1999) reported data relating dietary intake of o-linolenic acid and the
risk of IHD among the subjects in the NHS study. ‘Energy‘-adjusted intake of a-linolenic aoid, a

) found in exceptlonally elevated amounts m walnuts was 1nversely assoc1ated W1th nsk of fatal

IHD Among women w1th prevalent MI the 1nvest1gators observed a trend toward lower nsk of

o fatal HD ardong subjects with higher a-1in¢‘1erii‘c’ acid intake.

oo d) The Physncnans’ Health Study Observed a Link Between Nut
~ Consumption and a Lower Risk of Cardiac Death or Sudden
Death

| In'1998, Albert and colleagues reported the results of their examination of the ~

relationship between nut consumption and the incidence of sudden and total cardiac death in the

cohort of over 22,000 U.S. male iihysielans established by the Physi’cians’ Health Study (PHS'). o
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. The mvestlgators found a srgmﬁcant age and treatment adjusted mverse assoc1at10n between the

: quantlty of nuts consumed and the nsk of cardlac death (P for trend 003) and sudden death *

for trend, 047) The linear relat1onsh1p per51sted after adJustments were made for other potentlal

; cofounders such as smoklng (Albert et al. 1998b)

. 3 There is Significant Scientific Agreement That The Totality of the
Publlcly Available Scientific Evidence Supports the Cardioprotective
Effects of Dlets Includmg Walnuts ‘

: The chnlcal tnals demonstrated a srgmﬁcant beneﬁaal effect on blood cholesterol

levels when walnuts were incorporated i'ntothe’d’i’et | The results were Observed WHether" the o

“ subjects were nor'mollpldemlc or hypercholesterolamc and whether the Walnuts were added toa

diet relatlvely hlgh in fat, a low-fat dret or a “Medlterranean” dlet Both men and women o

o subjects reported statistically signiﬁcantreductlﬂonskin'serum totaland "LDL cholesterollevels -

Collectlvely, the subJ ects in these tnals are representatlve of the 51 percent of the adult ’
populatlon in the U S. now at h1 gher nsk of CHD LSRO Rev1ew 14 (c1tat10n omltted)

.. The observational studies provide substantial, competent and compelling

scientific evidence that diets containing nuts, and particularly walnuts, may reduce thenskof

CHD, and round out the picture presented by the clinical studies. The observational studies

demonstrated the cardioprotective effects of nuts,k‘includingxwalnut‘s,k in tens of thousands of o
N subJects showmg that the results of the chmcal tnals can be legmmately extrapolated toa much
‘ larger population. "The concordance of the cl1n1cal and observattonal data is compelhng ev1dence' o

- of the consistency and generalizibility ofthebeneﬁcral cardioprotective effect of diets containing

walnuts.

‘The consistency of the 'ﬁndihgs“‘among the clinical trials an‘d‘b'etwleenthe'cliniCal

. tr1als and the observatlonal and epldemrologlcal studles supports the va11d1ty and rehablhty of f i

the ev1dence that dlets mcludmg walnuts reduce CHD nsk across a broad range of dletary

- -30-
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- conditions. The observational and epidemiological studies also confirm the suggestion from the

_clini y_adding as 'ttl’eas‘ one Serving Of walnuts per

week. The observatlona} studles observed that the greatest beneﬁts were achreved by subjects e

who ate only four or ﬁve servmgs of s 2 week——-51gn1f cantIy less than the two to three

servmgs (about 28 g each) of walnuts per day admmlstered 1n the chnlcal tnals F mally, the ‘

observatronal studles corroborate the ﬁndmgs in the chnlcal tnals that the walnut diet did notk

yield slgniﬁcant siiverse effects and 'that vvalnut‘COnSumptioncould besu‘Stai‘ned over time.‘ |
The scientiﬁc evidence of the eardiopjrotective b'eneﬁts of vvalnuts‘vis reﬂected‘in

"‘ dietary guidance issued by sc1ent1ﬁcorganlzatrons ’4 i’fhe rev1sed AHAguldehnes reco gmze the -

: importanceof consuming foods cOntaining”long—chain omega-3 pOlyunsaturated fatty acids, such

as walnuts because of their cardloprotectxve effects LSRO Revrew 4

The Natlonal Academy of Sc1ences through a umt of 1ts Food and Nutrmon -

Board has estabhshed a Panel on Macronutnents “to review and evaluate the screntlﬁc hterature '

and interpret the depth of current knoWIedge on,” among other macronutrients, fatty acids,

including specifically omega-3 and omega-6 fatty acids. The Panel will “analyze the scientific

'khterature'refgardin(g“hurnan requlrementsformacronutnentsthroughout thehfespan, rncludlng R

the relationship to chronic diseases and data on dietary intake.” The Petitioner expects that the

, Panel s report which is scheduled to be re]eased in 2002 W1II address the cardloprotectlve

' attrlbutes of spec1ﬁc foods because of thelr favorable fatty ac1d prof Ie, and that the report w111

Bt corroborate the data descnbed in the LSRO Teview and in thls petmon demonstratmg that diets

[ %

-

)

_including walnuts can reduce the risk of CHD
One of the NAS panel members in May 2001 pubhshed the most comprehenswe

review to date of the ep1dem1010g1ca1 and chmcal ewdence supportmg the ab111ty of nuts to

=31 o
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 claim rulemaking proceedings and has authorize

- ftom whole soybeans, even though the foods

o incl'usion‘of nuts in : healthy' diet that’ meets energy needs to "reduc':e rxsk of CHD "'w:hich o
| empha51zes the need to prov1de dletary guldance to help people understand how to plan heart -
- "healthy dlets that 1nclude nuts . | R -

L VL Proposed Model Claim -

| Petrtloner requests that FDA prornulgate a regulatlon authonzmg use of a health

. clalm assoc1at1ng dlets 1nclud1ng walnuts w1th reduced nsk of heart drsease on the label or in the -

N 1abe11ng of walnuts Petitioner further requests that the regulatron provrde that the foods for R

whrch such clalms may be made are whole or chopped walnuts FDA should authorrze the

model healih laim, “Dits inclacing waliutscanreduce e ik of heart isease,” but Petioner

requests that the regulation express1y authorize theuse ’of all suCh health' claims that accufa’ta‘y‘ o

charactenze the nature and welght of the substantlatmg screntlﬁc ev1dence concermng the ”
beneﬁts of drets mcludmg walnuts in reducmg the nsk of heart dtsease when made for whole or

chopped walnuts A

Authonzmg CHD clalms for walnuts would be cons1stent w1th NLEA prov151ons '

k relatmg to federal nutntlonal guxdehnes Under Secnon 403(r)(3)(A) and (B) of the FD&C Act B

- 21UsC§ 343‘(‘t)'(3)(A) &’(B)‘ which were added by the NLEA, in issuing health claim‘ "

regulatrons FDA must take 1nto account the role of nutnents to encourage consumers to adopt

healthy dletary practices. Pursuant to th1s provrslon FDA relies on dietary gurdehnes in health

L1

ght not conforrn w1th the “dls u"uahfymg

clalmsforfoods containing Soy profein

leve]s S
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o pr‘o&is‘{bn ofthe lléalthclaim’re,gulatlon or meet the regulatory reqmrementsfor “low fat”

FDA s treatment of soy proteln supports the grantmg of an exceptlon from 21
CF. R 8 lOl 14(e)(4) in the instant case. Current dletary guldelmes reﬂectmg the state of
scientific ev1dence assign ﬁrst pnonty to reducrng cholesterol and saturated fat and no longer

snnply recommend a “low fat diet. Walnut consumptlon meets these recommendat1ons because

‘ Walnuts are low in n saturated fat and eholesterol and confer sx’gmﬁcant nutritional and health

other foods, and therefore consumers would not easily be able to obtam this beneficial substance

from other lower-fat sources. Far from increasing the risk of CHD—the concern underlying the )

| disqual lfylng levels rule for fat—the proposed claim would. encourage consumption of '

cardloprotectrve foods and advance the pubhc health goal of promotmg dletary practlces that

‘ reduce the nsk of CHD

Authorizing the proposed claim also would be fully consistent with the First
Amendment principles appliedto FDA'’s health claim policy in Pearson. The disqualifying

levels rule sets an arbitrary nutritional contribution that a food must make to the diet to qualify

‘ | for any clalmr,even though the clatmrnlghtbe truthful and nonmisleadlﬁg when made with

respect to that food ThlS pohcy subj ects health clalms to greater regulatlon than is necessary to ‘

' reahze the pubhc health goal of encouragmg consumers to make dletary ch01ces that promote
“good health. To the extent that.the,\d.lsquallfwng lcvds rule s based on a concern that consumers

- will be unable to make appropriate dietary choices at the point of sale because of the influence of “
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labeling claims, the rule presents serious

ms. See Pearson, 164

57. See also 44 quuormart Inc v. Rhode ]sland ‘ 517 U. S 484 503 (1996) (“The F1rst I

Amendment d1rects us to be especrally skeptrcal of regulatlons that seek to keep people inthe

dark for what the government percerves to be their own good ”) (plurahty) Informatron

.

regardmg fat and other nutrient levels is read

/ enabhng consumers to evaluate for themselves whether a food is an appropnate addltron to therr

- d1etary practrces Thls approach———dlsclosure rather than suppressron————rs mandatory under the

First Amendment,
Use of a dlsclalmer In conjunctlon w1th CHD cla1ms for walnuts would be

mappropnate because the proposed model clann 1s tarlored to the substantlatmg screntlﬁc A

~evidence. The ab111ty of walnuts to precrpltate 51gmﬁcant reductrons in serum total and LDL N

. cholesterol Is accurately and comprehenswely captured by the word “can ” The sc1ent1ﬁc D

ev1dence consrstently demonstrates the cardloprotectrve propertles of walnuts rather than a

 particular constituent of walnuts. Under these circumstances, additional qualifying languageis o

not required.
VL. Description of Attachments

‘ Included arnong the attaéhnients accompanying this petition is a review,

- commlssroned by the Petmoner and conducted by the Life Sciences Research Office (LSRO) of

' the Amencan Society for Nutritional Sc1ences of the pubhcly available scientificevidence

L regarding the relatlonshrp between mgestlon of Walnuts and the I’lSk of CHD.’ See"Attach'ment .

The rev1ew was prepared by well quahﬁed sclentxﬁc experts Together wrth the supplementary

‘evrdence dlSCUSSCd in thls petmon the review demonstrates that the proposed health claimis

fully supported in accordance wit:_ the legal requirements 0 theNLEA “signiﬁcant scientiﬁc o

agreement standard Whrle the convenmg of an expert panel of the kmd represented m the
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LSRO review is not required by the NLEA, the statute ’r‘e*'c'ag‘mzeg~ﬁe’>"<‘;'511‘é‘it1‘y“'fﬁaf scientific

; conclusrons fonnahzed through consensus reports of thrs krnd are 1mportant and deserve to be

given specral werght by FDA See FD&C Act § 403(r)(3)(C) 21 U S.C. § 343(r)(3)(c)

Attachment 2 contains examples of publlc health messages developed and

. dlssemmated by FDA and other federal publrc health authormes See supra pages 13- 14

The LSRO report was completed in December 2000 The Petltloner has

conducted a hterature search to 1dent1fy any pertrnent pubhshed data and 1nformatron not

= mcluded in the LSRO report (z e, because 1t was publrshed aﬁer the cut-off date for the report)

and attaches the results of that search hereto (Attachment 3)

- To the best of the Petltloner s knowledge all non—clmrcal studies rehed uponin

i the LSRO revrew were 'conducted in comphance wrth FDA S good laboratory practrces -

regulatrons (21 C. F R part 58) and all chnrcal 1nvest1gat10ns relred upon were erther conducted

in compliance with the requlrements for 1nst1tutrona1 review set forth at 21 C.F.R. part 56 or

, were not subject to suCh requirements by operaﬁon ,df 21 ‘C:F.‘R.""§"§ 56.104 or 56.105. To the

best of the Petitioner’s knowledge, the clinical trials relied upon i the petition were conducted in

compliance with the requirements for informed consent set forth in 21 C.F.R. part 50.
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. are mcluded iran accompanymg bmder set orgamzed alphabetlcally accordlng to the last name

' of the ﬁrst c1ted author A llst of the sc1ent1ﬁc references is 1nc1uded as Attachment 4

VL ,\E!tvt,,l,mnmenot_al,.Impact

The issuance of a regulat1on by FDA in response to a health claxm petltlon as

descnbed in21 C FR. § 101. 70 is one of the classes of actlons hsted 1n FDA regulatlons as

_categoncally excluded and therefore does not requlre the preparatmn of an Env1ronmental
' "Assessment or an Env1ronmental Impact Statement 21 C F R § 25 32(p)

,VIII Conclusmn and Certlﬁcatlon G s L L e e T e T e e

For the foregomg‘ reasons, the Petitioner recjuests that FDA approve the proposed

health claims. On behalf of the Petitioner, I hereby certify that, to the best of my knowledge, this

petition is a representative and balanced submission that incl des unfavorable information as

 well as favorable information known to me to be pemnentto the evaluation of the proposed

‘health claim.
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COVINGTON & BURLING

1201 Pennsylvania Avenue NwW
‘Washington DC 20004-2401

Tel 202 662 6000

Fax 202 662 6291

E staylor@cov.com
cklasmeier@cov.com

" Counsel to the Petitioner

Respectfully submitted,

@M/zw

- Dennis A. Balint
Chief Executlve Ofﬁcer

SachE Taylor, ID,RD,MPH.
"Coleen E. Klasme1er ESC] » i S
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