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These comments reflect the opinion of a broad-based coalition of tree nut orgamzatxons
who strongly support a health claim petition submltted to FDA by the Internatlonal Tree
Nut Council Nutrition Research and Educatmn Foundanon (INCNREF) This petmon '
solicits approval of a health claim on the ability of all common 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. i

The totality of scientific evidence supporting the card1oprotect1ve properties of nuts asa
group provides compelling evidence that a health claim should be authorized. However
the totality of observational and clinical data prov1des stronger ev1dence of the ab111ty of
nuts generally to reduce the risk of CHD, than the walnut data in isolation prov1de for
walnuts alone. Furthermore, there are insufficient data to justify authorization ofa
separate health claim for walnuts in isolation on the premise that they reduce risk of CHD
by a unique mechanism.

It is strongly recommended that FDA authorize a single health claim for all nuts as
requested in the petition submitted by INCNREF.

Ample evidence demonstrates that nuts, as a group, reduce the risk of
CHD. o |

Epidemiologic evidence
As discussed in the INCNREF petition, a large body of observational data show that nut

consumption is inversely associated with the incidence of CHD mortahty Subjects who

frequently consume nuts experience a reduced risk of CHD of approx1mately 30-50%
compared to non-nut consumers (Fraser, 1999). These conclusions are supported by
analysis of large epidemiological ‘databases including the Physicians’ Health Study
(Albert et al., 2002), the Nurses’ Health Study (Hu ef al.; 1998), the Adventist Health
Study (Fraser etal., 1997, 1995,'1992) and the Iowa Women s Health Study (Kushi ef
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 single nut, including walnuts are
unique in their ability to reduce CHD risk.



Clinical trials
FDA has accepted serum total cholesterol (T-C) and low density hpoprotem-cholesterol
(LDL-C) as valid biomarkers for CHD risk, and has employed this parameter for the

authorization of all CHD-related health claims to date dietary saturated fat and
cholesterol and CHD health claim, §101.75 (56 FR 60727 and 58 FR. 2739) the fiber-
containing fruits, vegetables, and grain products and CHD claim, §101 77 (56 FR 60582
and 58 FR 2552); the soluble fiber from ¢ certam foods ancT CHD cla1m §101.81 (61 FR

296, 62 FR 3584, 62 FR 28234, and 63 FR 81 19) “the | soy protem and CHD clalm

§101.82 (63FR 62977 and 64 FR 57700); and the plant sterol/stanol esters and CHD
interim final rule (65 FR 54686).

The INCNREF petmon provides a detailed review of 19 ohmcal trlals showmg that nuts

reduce the concentration of serum T-C and/or LDL-C when fed to healthy human

subjects in controlled settings. Six of these studies demonstrated that walnuts, like other
unsaturated-fat containing nuts, are hypocholesterolemxc when fed in reasonable amounts
to human volunteers for at least three weeks. Unsaturated fat (both monounsaturated and
polyunsaturated) has been shown to reduce serum T-C and LDL-C, and it is likely that
this mechanism is utilized by nuts (at least in part) to lower CHD blomarkers YThe fatty
acid profile of common nuts is presented in Table 1
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__Fatty Acid Class Distribution in Common Nuts

Source: USDA Nutrient Database for Standard Refé&n?:e, Release 15

Insufficient evidence exists to demonstrate that any i 1nd1v1dual nut

reduces the risk of CHD by a unique mechamsm

i
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Monounsaturated | Polyunsaturated | Saturated Fat Unsaturated Fat Total Fat
Fat Fat (g/1 oz. serving) (% of total fat) (g/1 oz. serving)
(g/1 oz. serving) | (g/1 oz. serving) )

Almonds 9.1 3.5 1.1 87.5 14.4
Brazil nuts 6.5 6.8 4.6 70.7 18.8
Cashew nuts 7.2 24 2.3 72.1 13.3
Hazelnuts 12.9 2.3 1.3 883 17.2
Macadamia 16.7 0.43 34 79.7 215

nuts

Peanuts - 6.9 4.4 1.9 80.7 14.0
Pecans 11.6 6.1 1.8 86.8 20.4

Pine nuts 54 6.1 2.2 79.9 14.4
Pistachio nuts 6.6 3.8 1.5 82.5 12.6
Walnuts 2.5 134 1.7 85.9 18.5

The intervention studies noted above demonstrate that T-C and/or LDL-C reductlon is a S

plausible mechanism to explain the cardioprotective effect of nuts 'shown by the
epidemiological studies. It is likely that this effect is ‘due largely to the unsaturated fatty




acid content of nuts, but these studies do not provide definitive information onthe
specific mechanism(s) involved. Therefore, the available mterventton tnals cannot be
used to conclude that any single nut, 1ncludmg walnuts employs a unique mechanism for
the reduction of CHD or its biomarkers.

Other potentially cardioprotective factors in nuts
Tree nuts and peanuts contain a wide range of components that may have

cardioprotective propert1es (see Table 2) These substances include protein, dietary fiber,
vitamin E, folate, magnesium; copper, zinc, potassium, phytosterols and n-3 fatty acids.

Kris-Etherton et. al. (2001) speculated that non- 11p1d components of nuts may ‘contribute
to their hypocholesterolemic effect because the reduction in T-C and LDL C observed in

at least four clinical trials exceeded that predicted by the equations of ] Mensink and Katan =~

and that of Hegsted et. al. It was also found that the reduction in incidence of CHD

found in the Nurses’ Health Study exceeded that whlch would be expected from the
reduced level of serum lipids due to eating nuts. The authors concluded, o

“This ¢ suggests that the fatty a01d proﬁle of nuts contnbutes to only ‘

part of the total reduction in CHD risk. The results of our analysis

suggest that other bioactive components may be present in nuts that -

further reduce CHD risk.... Additional clinical studies are needed 1o

verify this and to determine whether other bloactlve constituents

contribute to the reduction in CHD risk with nut consumptlon g

Therefore, while the myriad of potentially cardloprotectlve substances in nuts are lxkely
to contribute to their beneficial effects, additional studies are needed before these effects
can be attributed to any specific component(s) )

n-3 Fatty Acxds

Walnuts are the richest source 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 thls
food. However, the following observations suggest that there is little scientific or
regulatory rational for such a claim:

*  Significant Scientific Agreement (SS4) for n-3 fatty acids has not been establzshed
FDA has concluded that unqualified SSA has not been establ'”"b'ed to cc 3
fatty acids reduce the risk of CHD. The agency has explained, “(1) The evidence is
suggestive but not conclusive for a relationship between omega—3 fatty acids and
reduced risk of CHD in the general popula’uon (2) 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 p0351ble
effect on a reduced risk of CHD; and (3) it is not known what effect omega-3 fatty
acids may or may not have on risk of CHD in the general population.” (Lewis, 2000).

T N I



= There are no controlled clmzcal trials investigating walnuts as a source of n-3 faﬂy
. acids on CHD risk ‘
* -3 fatty acids do not lower serum cholesterol
Biomarkers for CHD (e.g. T-C, LDL C and o a lesser extent hlgh den51ty
lipoprotein-cholesterol [HDL- C]) are the only biomarkers EDA has accepted for
assessing reduced risk of CHD. FDA has concluded “ omega-3 fatty acids
generally have no effect on LDL cholesterol, a vahdated surrogate marker for CHD,
and, therefore, are not useful in estabhshmg, through the mechanism of lowermg (
LDL cholesterol, a direct benefit of omega-3 fatty acids on reduced risk of CHD for
the general population.” (Lewis, 2000).

= The DRI for n-3 fatty acids is based on physiological parameters (e.g. membrane
structure, precursors o eicosanoids) and not on CHD disease prevention
The DRI Macronutrient report (Food and Nutrition Board, 2002) discusses the
possibility that n-3 fatty acids (pr1mar11y from’ ﬁsh) reduce the incidence of CHD, but
- the DRI does not take this consideration into account. Therefore, the fact that a DRI
has been estabhshed for n-3 fatty acids does not lend credence to a CHD-related
health claim for walnuts.

Conclusion and recommendations

consumption of reasonable quantmes of nuts reduces the risk of CHD in healthy adults.
Epldemlologrcstudles reveal that nut consumption is associated witha 30-50% reduction
in the incidence of CHD. Controlled chmcal trials with 1nd1v1dual nuts show that feedlng ‘

individual nuts causes sxgmﬁcant reductions in T-C and/or LDI,—C In addition, a wide
range of nutrient and non-nutrlent components in nuts may contnbute to their

‘ There is an abundance of clear and consistent scientific evidence to show that frequent

cardioprotective effects. This mformatxon is sufﬁment for FDA to conclude that the SSA .

standard has been met, and to authorize a health claim for all common nuts as a group.

Authorization of a separate health claim for walnuts based on a unlque mechanism is not
justified based on existing science. Substances with potennally cardioprotective
propertles beyond lipid- lowermg unsaturated fat (e.g. fiber, folate, n-3 fatty acids) are
present in walnuts, as they are in other nuts, but there are msufﬁc1ent data to conclude
that such components prov1de a umque cardloprotectlve mechanism for walnuts Tfthe ~
walnut petition were to rely exclusively on such factors to demonstrate a health benefit
FDA would have no choice but to deny it.

The health claim proposed by INCNREF has a significant potential to contribute to
public health because most consumers like the taste of nuts, and are likely to consider
eating more nuts to be a viable option. However, consumers respond best to simple,
direct messages Authonzmg a separate health claim for walnuts is hkely to lead to

‘ consumers It is therefore strongly recommended that FDA move swxﬁlx to authorlze a
. single claim for all nuts based in the petition submitted by INCNREF.,
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Table 2
Potentially Cardioprotective Substances in Common Nuts

. Nut Protein n-3 Dietary | Vitamin E Folate Vitamin B; | Magnesium | Copper Zine Potassium | Phytosterols

(per 1 oz, ® Fatty | Fiber | (mg ATE) | (ugDFE) (mg) (mg) mg) | (mg (mg) (mg)

serving) Acids ®

® : :
Almonds 6.0 0 3.3 7.4 8.2 0.04 78 0.3 1.0 206 34
Brazil nuts 4.1 0.02 1.5 2.1 1.1 0.07 64 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 . 3
Hazelnuts 4.2 0 2.8 4.3 32 0.16 46 0.5 0.7 193 27
Macadamia 22 0.06 24 0.15 3.1 0.08 37 02 0.4 105 33
nuts .
| Peanuts 73 0 2.4 2.6 68 0.10 48 0.3 0.9 200 62

Pecans 2.6 0.28 2.7 1.2 6.2 0.06 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 43 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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