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These comments reflect the opinion of a broad-based, coahtion of ‘tree nut organizations 
who strongly support a health claim petition’submitted to ‘FDA by’the International Tree Nut council Nutr.tion Research and’Education ‘poi;ldati6- (~~mFyTg”~ 4&h& 

solicits approval of a health c%m on the’ab;I& of a~Z$rmmon nuts to reduce the risk of 
CHD and applies to almonds, Brazil nuts, cashew nuts,, hazelnuts, macadamia nuts, 
peanuts, pecans, pine nuts, pistachio nuts and walnuts, (, / 
The totality of scientific evidence supporting the cardioprotective properties of nuts as a 
group provides compelling evidence that a health.,cfainr should~Gautho;izedI Ji&Gever,‘ 
the totality of observational and clinical .data provides stronger $dencecf the abihty of nuts generally to reduce the risk ‘of cm,.than $6 -~~l~~~.~~~~~~i~~~~~~~~~~~~~~~~~~. for 

walnuts alone. Furthermore, there are insuffrcient data to justify authorization of a 
separate health claim for walnuts in isolation on the jremise’that they reduce risk of CHD 
by a unique mechanism. 

It is strongly recommended that FDA authorize a single heaith ciaim for all,nuts as 
requested in the petition submitted by INCN%EF. 

Ample evidence demonstrates that nuts, as a group, reduce tlie risk of 
CHD. 

consumption is inversely associated with thefncidence of-CHD’mo&lity. $$bj&s’who - ’ 
frequently consume nuts experience a reduced risk of CHD of approximately 30:50% 
compared to non-nut consumers (Fraser, 1999). These conclusions ‘are supported by 
analysis of large epidemiologicai‘databases including the l%ysic&ns’ Heal&Study 
(Albert et al., 2002), the Nurses’ He&h Study (Hu et <{X998), the Adventist Health 
Study (Fraser et al., ! 997, 1995, ‘1992) and the Iowa Women’s &al& Study (k$d-$it 
al., 1996). 

The epidemiologic evidence is extremely consistent and compelling that nuts, as a group, 
reduce the risk of CHD. However, because these studies were based on consumption of 
all nuts, they cannot be used to conclude that any sin& nnt, including walnuts, alre 
unique in their ability to reduce C%D risk. 



. 

_, .,_.. _, .I ‘_ e, ^(,...“; - 
Clinical trials I 
FDA has accepted serum total cholesterol (T-C) and low density lipop;at~~n~~~~~~~t~~~i (LDL-c) as valid biomarkers, fbr cm $%.iE; -‘8.E-9;/..~f;ykd this pirimetkr & & _ 

authorization of all CHD-related he~th~claims~to date dietary’saturated fat and’ cho*estero* and CHD health claim; 4 1 * i.r5;(518 ‘~~~,~‘f‘&~d ‘5d~p#,27~~jJ t~d”~~er-, ’ 

containing fruits, vegetables, and grain products and C’IIb’clairii, $iOIy77^(56 FR ‘605@ and 58 FR 2552); the solublF fiber from ck~ain~~~a‘s~-~~~~~‘~laim; slo 1 .g 1 (61 FR 
*_ “me ~“‘-~*a...., I.* ,*+-‘?p-.?&+.y.+“*~~*k ,*:*,*“Q : 

296, 62 FR 3-584, 62 FR 28234~‘&d&?R 8 1.19); the soy protein and Cm>~claim 
0 101.82 (63FR 62977 and 64’FR 57700); and the plant sterol/stanol~esters and CIID. 
interim final rule (65 FR 54686). 

The INCNREF petition provides a detailed review of iP clinicai’t~ia~s~slibw~~~‘tlh~~nuts ” 
reduce the concentration of serum T-C and/or LDL-iS when fed to h&i~h) human 
subjects in controlled settings’~ 

,..& -?c! ,~ >L;.&. &a& : SF,- ~-‘*;* I 
six oftlie~~~~~~~~ies-demonstrated,that walnuts,’ like other 

unsaturated-fat containing nuts, are hypocholesterolemic when fed in reasonable’amounts 
to human volunteers for at least three weeks. Unsaturated fat ‘~~~~~‘m”onounsa~ and 
polyunsaturated) has been shown to’reduce serum’T:C and LDL-C, and it’islikely-that 
this mechanism is utilized by nuts (at ieast in part) to lower CIS@ bio,markers. J%%++fatty 
acid profile of common nuts is presented in’Table 1 

I lwl oz. servmx) I 1~ I Fit Fat (g/l oz. serving) (% of total fat) I ,I . \ ’ /l oz. serving) 
(g/l oz. serving) 

75 1 1 Q7C^ 1n n Almonds 9.1 .,.d “I .J *-t.-t 
Brazil nuts 6.5 6.8 6 70.7 18.8 
Cashew nuts 7.2 _, ̂ 2.4, 2.3 ‘~ 72.1 13.3 
Hazelnuts 12.9 2.3, L 1.3 88.3 17.2 ~~ 

1 Macadamia 1 I 21.5 
nuts I I 

I 

Peanuts “ 6.9 4.4 I 1.9 80.7 14.0 
Pecans 11.6 6.1 1.8 86.8 20.4 
Pine nuts 5.4 6.1, ., 2.2 79.9 
Pistachio nuts 6.6 3.8 1.5 82.5 12.6 
Walnuts 2.5 13.4 1.7 85.9 18.5 

14.4 

=I 
Source: USDA Nutrient Database for Standard Refer&e, Release 15 ‘- 

-- 

Insufficient evidence exists to demonstrate that any individual ndt 
reduces the risk of CHD ‘by a unique me&a&G ’ 

,‘,,, / “_,)a _ . ,, . ., - (. . 
i 

/ \~ .- I, ,,.a _, ,_ ” . , (2, _ j;,,.<- , . “,.. II 
The intervention studies notea‘~~dve’demonstrate~~hat T-C and/or LDL-C red&non is a 

-^ 

plausible mechanism to explain the cardioprotective effect of nuts shown by the ’ 1 r _.“_-“~ .,... q_,~. j;. “: ,“C 
epidemiological studies. It is likely&t thise~@ect’is’due largely to the unsaturated fatty 



acid content of nuts, but these studies do not provide defmitive information on the _,_, ., I, ,- . _I”_ .,t; specific mechanism(s) involved. Therefore, th~“~~~iib;~~~t~~e”~~i~~.~~~l~c~;~~~’be’~ ‘. : 

used to conclude that any single nut, including walnuts, employs a unique mechanism for 
the reduction of CHD or its biom&kers. . ’ ‘. 

Other notentiallv cardionrotective factors in nuts 
Tree nuts and peanuts contain a wide range-of components that may have ,. 
cardioprotective properties (see Table 2). These substance&n&de protein, dietary fiber, 
vitamin E, folate, magnesium;- copper,* zinc, potassium, phytosterols and n-3 fatty acids. ._ ; 

Kris-Ether-ton et. al. (2061) s$eculated that nan-lipfd-do;niidrients of nuts may’contribute’ ” 
to their hypocholesterolemic effect because~the.‘reduction in”?% arid~~~~;C?1 observed in “,* : d::.- _ / ‘&,L ..:., ‘:.:i..&; & x&&am .‘.A% .*.ri _ * 
at least four clinical trials exceeded that predicted by the’eouatrons of Mensink and Katan 
and that of Hegsted et. al. It was also found that the reduction in incidence of Cm . ,~~~~~iaa~,;~~~;~~~~*.~~ ii;,;rai*x% g+n+L ” :a_ ^_. -, ,W’ i .* ” found in the Nurses, Health’ siud4; ~~ceededt~~w~~c‘h~~~~~be expected from the : 

reduced level of serum lipids due to eating nuts. The authors ccncluded, ’ ’ 
- _* -,._ ‘.-+-.“------dr, ,--- - ,* . .%Y _“_,‘.a”.i_ c^:..“‘.-l : . .  ( /  :’ ‘I .‘,_ ” ” 

“This suggests that the fatty acid profileof nuts contribute to only 
part of the total reduction in CHID risk. The results ofour’%Glysis 
suggest that other bioactive components may be present in nuts that 
further reduce CIIIXrisk.: . . Additional~clinical studies are neededto” 
verify this and to determine whether other bioactive con&u&& ‘I. :*-\.:v,i.. rr.“,.,,,,~,.*,,;:,” I .,‘/ _ 3 
contribute to the reduction in Chid risk with nut consumption.” 

Therefore, while the myriad of pbtentially cardio$rotective sub&noes in nuts ke”likely 
to contribute to their beneficial effects, additional “studie@e needed&&&-e these $t?ects 
can be attributed to any specific component(s). 

,_ 
n-3 Fattv Acids 
Walnuts are the richest spurce- of,n,3 fatty’ acids among the common nuts, and the walnut 
petition cites this component as primary justification for‘a separate health claim-for this -..,_ ^) .n. I;/, 1. , 
food. However, the-following &en&ions suggest that there is.little $cientificor 
regulatory rational for such a claim: . 

<-.‘$.I ;,+ ,/, -..,a.~..‘ _,_., “,, _.a. .“) ,1,41 ‘., 
= Sign$cant Scientifi AgPeement (SSA) for n-3faky && Otis h& been &tablished m)A has concitid&d ihit~.;;;.kglified ss.A has not been”e;iigiis~eil.to co~E+L~x;t.n-3 :, 

fatty acids reduce the risk of’%~. Tli~ iii;k$.” Las k;;‘~~~i~~~~~‘~il~~~~“~~~~Ctnce ;; 

suggestive but not conclusive for a relationshifi between omega-3 fatty acids and 
reduced risk of CHD,in the general po$ulation;‘(ij the studies in the general 
population have looked at diets containing fish and not at omega-3 fatty acids and 
have not shown whether diets or omega-3 fatty acids in fish may have a possible ” I. ‘_ *‘*,A* , I .A\ ~,‘Ill, .", ‘ ,< * a, > _ ,I effect on a reduced ii& of cm;‘ i&J (3) It 1s not l$&-$‘Gf&ia&&ct omegai$ f&y 

acids may or may not have on risk of CHD in the generalpopu1atidn.j’ (Lewis, 2000). 
. 



. 

s There are no controlled c~ini~al~~+ ir&@g&ing w&mts as a source of&fat& 
acids on CHD risk 

.I 

a n-3fatty acids do not lower serum chol&terol ~~~~~~~~~~ for cm (e.g. ‘+jy;C;“T_~~-C ‘g&e;& &‘i~$s~rk;rt~& &igh dgi;ity ” . J 
lipoprotein-c~.lesierol ~~ltrcT>‘.~~~~~~~~~‘~~~~~~~~~~~~has a<;epted for 

assessing reduced risk of CIXD. ‘I&$ has con&d& -“ __ ‘,,l. :, .,.,. -iomega-3‘ fatty acids 
generally have no effect on LDL Cholesterol, a vahdated surrogate marker for CT, 
and, therefore, are not useful in establishing, through the- mechanism of lovering 
LDL cholesterol, a direct benefit of omega-3 fatty acids on reducedrisk of%%D for 
the general population.” (Lewis, 2000). 

m The DRTfor n-3 fatty acid is based on physiological parameters (e.g. membrane 
structure, precursors to eicosanoids) and not on”.C~~~~s~~~~ijrevention _ 
The DRI Macronutrient report (Food and Nutrition Boar-cl? *22@2) discusses the ^, ^; 
possibility that n-3 fatty acids’(p;rm”a;il~~~~~.‘~~~~~e the ‘incidence of CHD, but 

_ . ..-_ the DRI does not take this-consideration into account. Therefore, the fact that a DRI 
has been established” for n-3 fatty aiids does not lend credence to a &ID-related 
health claim for walnuts. 

Conclusion and recommendations 

There is an abundance of clear and consistent scientific evidence to show that frequent 
consumption of reasonable quantities of nuts reduces the risk &C‘GIXn healthy?.iduIts~ -_.._ - ,-_ _ II 
Epidemiologicstudiesreveal that nut‘-Ll;onsuirrfstion-isassisciated &ha 30&O/, reduction in the in.dence-f c.$Q.), Cbntrollkd &ical trials with d&w&u~k--“ts -h,&“t~;;-gw&=-$ 

;, *ii;‘? ,:y ‘<;:;I’ ” ‘-,,,,,’ r “~ :;-. ‘“: ,,<i e;: ‘ii~ “. ,: 
individual nuts causes significant redu&ions‘in’T-C and/or LDLC. In ad&on, a wade 

- 

range of nutrient and non-nutrient components in nuts may contribute to their cardioprotective eR&,ii. ,‘T.Gs ,inf.;;aii;j& ,SiA’iG$ict;;t<for FDA,td.con~l~.;: Th;t.ii;e %-* ~ 
; ‘i~~~~:*s~“;.‘-,~*..-j~~,-~.-~~ _“,I. II . 

stafldard has been met, and to authorize a health’&imf% all common nuts as a group. 

Authorization of a separate health &Gm for &&&ts based.on a’unique mechanism is not 
justified based on existing science. Substances with potentially cardioprotective 
properties beyond li$d-lowering unsaturated fat ‘(e.g. fibe.r?,folate, n-3 fatty acids) are ,^m,‘” .,,__ *.Iw>_ .l,, a _ / 
present in walnuts, as they are in’&% nuts, but there-are tnsufficient data to conclude 
that such components provide a unique &rdiom-otective mechanism for wainuts.~‘“Ifthe“ 1 
walnut petition were to’rely exclusively on such factors to demonstrate a health benefit, 
FDA would have no choice but to deny it. “I 

“__.. “.. , 

The health claim proposed by INCNl&F has a significant potential to &&ibute to ’ 
public health because most consumers like the taste of nuts, and are likely to consider 
eating more nuts to be a viable option. ‘~I?&i%%er, consumers respond best to simple, 
direct messages. Authorizing a separate health claim’for ‘&&nuts is likely.to l&d’to 
confusion, and has the potenr‘ial to underrn~~;:.t~e;crerii~~;i~~ o’f’the&aim among”ti.S. “” I.._ ., 
consumers. It is therefore strongly recommended that FDA move~&+Gftly to authorize a , c’,‘-,“, :p a%F*r,.: _ : 
single claim for all nuts based in the petition submitted%y%KNREF. 

), , . , ” , 
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Table 2 
Potentially Cardioprotective Substances in Common Nuts 

. Nut 
(per 1 oz. 

Protein n-3 Dietary Vitamin E Folate Vitamin B6 Magnesium ZhlC Potassium Copper 
t&9 Fatty Fiber @?f3> ATE) @g DFE) 

Phytosterols 
6-w) 6349 (mg> hd (md (mP;) 

serving) 
I -. -. -. 

Acids 63) 
6s) 

Almonds 1 6.0 1 0 ) 3.3 1 7.4 8.2 I 0.04 78 0.3 1.0 206 34 
Brazil nuts 1 4.1 1 0.02 ( 1.5 1 2.1 I 

1 
1.1 0.07 I 64 1 0.5 1.3 170 N/A 

Cashew nuts 5.1 0.02 0.94 0.41 7.1 0.12 83 0.6 1.6 187 N/A 
Hazelnuts 4.2 0 2.8 4.3 32 0.16 46 0.5 0.7 193 27 
Macadamia 2.2 0.06 2.4 0.15 3.1 0.08 37 0.2 0.4 105 33 
nuts 
Peanuts 7.3 0 2.4 2.6 68 0.10 48 0.3 0.9 200 62 { 

Pecans ?C n 90 ?-I L.” , “.LO , L., , 1-i l.L ! C? “.L ! n nc V.“” ! 34 0.3 1.3 116 29 
Pine nuts 6.8 0.19 1.3 0.99 16 0.03 66 0.3 1.2 170 40 ’ 
Pistachios 5.8 0 2.9 1.3 15 0.48 34 0.4 0.6 291 61 [ 
walnuts 4.3 2.57 1.9 0.83 28 0.15 45 0.5 0.9 125 20 

Source: USDA Nutrient Database for Standard Reference, Release 15 
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