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IA E-MAIL http: v mments K

Division of Dockers Management (HFA-305) .
Food and Drug Administration .
5630 Fishers Lane, Rm. 1061 [
Rockville, MD 20852 R

Re:  Comment from JFI and [II on NDI Notification Program,
Docket No. 2004N--0454 i

To Whom It May Concern: ‘ j

Patton Boggs LLP represents Jarrow Fotmulas, Inc. (“JFI”), which is a large Lo$Angeles-
based company, founded in 1977, that develops, manufactures, matkets, and sells dietary
supplcmente As such ]FI has submittcd new dietary ingtedient (NDI) Premarket Notifications
in the past, and has an intercst in the procedure by which a manufactuter or distributor of a new
dietary supplcment containing a new dietaty ingredient is to submit information to FDA' upon
which it has based its conclusion that a supplement containing a new dietary ingredicnt ) wﬂl
reasonably be cxpected to be safe. JFI docs not currently have any NDI Notificadons péndlng
This Comment is also written on behalf of Jattow Industries, Inc. (“]II”) a manufacruring
company ia Santa Fe Springs, CA, also owned by Jarrow L. Rogovip, as is Jarrow Formilas, Inc.

On October 20, 2004, via a Federal Registet notice, the Food and Drug Adminijtration
(“FDA” or “the Agency”) solicited formal comments on FDA’s premarket notification program
for new dietary ingtedients (“NDIs™), and on the content and evidence requirements for NDI
notificadons made undet the Federal Food, Drug and Cosmetic Act (“the Act”). 69 F ed Reg.
61680 (Oct. 20, 2004). As part of this call for Comments, the Agency presented a list df specific
questions to clicic pubhc and industty comnment on patuculax NDI issues, presumabl} those that
were of most concetn in its analysis of its own NI review process. JF1is pleased that) the
Agency has wclcomed comment ftom the industry as to the type and quality of safcty evidence to
be submitted for an NDI Prematket Notification, Howevet, JFI will not be responding to all of
those several questions, but instead will focus on a few issues on which it has 2 strong position.

As a threshold matter, we observe that a new dietaty ingredient is an ingredient kto be
included in 2 new dictaty supplement) that was not on the market in the U.S. as either av
supplcment or as a food before October 15, 1994, Section 8 of the Dietarxy Qupplement Hcalth
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and Education Act (“DSHEA”). However many such NDIs have been consumed as ei*.ber
foods, botanicals, ot herbal tonics ot remedies (or components of them) in other counnﬁes and
cultures for centuties. Hence, the FDA must, by regulation, consider the “history of use. of an
NDI as part of the Premarket Notification. 21 C.F.R. §190.6 (b)(4). , :

Accordingly, JFI offers the following Comments, in tesponse to the Nouace and cal] for
comments, primatily on: further deﬁmng the proper standard of safety review; how the; Agency
can ensure that it 1s receiving the approptiate quality and quantity of scientific evidence bhsed on
this standard; and whether the Agency 1s, in practice, tuly reviewing the safety information
submitted in light of the standard xequ.u:cd in Section 8 of the Dietary Supplement Health and
Safety Act (“DSHEA”). In this Comment, JFI will discuss and analyze five points:

1. The standard for prematket review of new supplements containing new dletﬁty
ingredients, a reasonable expectation of safety—not a demonstrated cerrainty of safety-dshould
continuously be kept in tnind. .

2. The safety standard for a new dietary ingredient should not be made to equaﬂ: to ot
approach the safety standard for drugs.

3. The FDA should not publish general Guidehlines for the safety evidence requued for
NDI Ptemarket Notifications, because--unlike for drug protocols--the safery testing and
protocols for botanicals are case specific.

4. The FDA should consides allowing a lower standatd or an abbreviated or expcdu:ed
process for NDIs that atre narurally-occurring constimuents of foods and grandfathered cﬁqetary
ingredients. X

5. In the case of new dietary mg:ted.lenm the history of safe use from other coup{rnes
should be given considerable weight in detcrmining a teasonable expcctauon of safety, %spcmally
if those NDIs ate components of foods routinely consumed in othet countrics.

I. Thc srandard for safety of ie inpredients, nable expectatiop|
safety”” 1s mu n the standard for an a d food additive o 3RAS status. The
standard for GRAS ingredients, as is well-known, is a general recognition of a reasonable
certainty of safety. In essence, the following rwo paragraphs from the FDA’s pzoposadl rule on
GRAS substances published in the Fedetal Register on Apnl 17, 1997, sumrmarize the elcments

of a GRAS determinaaon: 9
l

.. a determination that a particular use of a substance is GRAS tequires bdth
technical evidence of safery and a basis to conclude that this technical mdcnceﬁof
safety is genetally known and accepted. In contrast, a determination that 2 fopd

additive is safe requires only technical evidence of safety. E
|
|
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The common knowledge element of the GRAS standard includes hb’b
facets: (1) The data end informaron relied on to establish the technical elemdnt
must be gencrally available; and (2) there must be a basis to conclude that thete 1s
consensus among qualificd experts about the safety of the substance for jrs
intended use. Neither facet is, by itself, sufficient to satisfy the comtmon
knowledge element of the GRAS standard. n

(62 Fed. Reg. 18938, 18940; emphases added.) Another contrast between the safety evidence
requited for NDIs and that required for GRAS status is that while the GRAS standard fequites
that the information be “genetally available,” for an NDI Premarket Notification, forcign
language arricles on the substance’s safety are acceptable, provided that an English langyage
translation is also submitred to the Agency. What concerns ]FI is that, in practice, the FDA in
rejecting some NDI Notifications scems to be essentially requiring evidence of GRAS s'fzms ot
the same level of safety evidence that would be required for an FDA-approved food addluve
This is simply not the standard for NDIs, not are “grandfathered” dietary ingredients ot:existing
dietaty supplements on the markct required to meet such a high standard of safety. Indeed the
very definition of chetary supplements in Section 3 of DSHEA exempts thetn from the GRAS
requirement. Thus, the imposition of 2 GRAS standard—in pracdce—in the Agency’s teview of
NDI Notifications, itnposes 2 much higher standard of safety than for dietary supplements
already on the market, some of which contain non-new dietary ingredients of dubious dmvadon,
punty, and quality. L

|
\

II. The 1d for a new dietary ingredie 1d not be made to equate
approach the safety standard for drugs. In the experience of JFI and that of other manufactuters

and distributors known to JFI, often in response to an NDI Ptemarket Notification, the FDA
requests, seeks, or seems to requre 100-fold safety and toxicology studics. However, amy
tequitement of a 100-fold study or LD-50 study to show the safety of a new dietary ingtedient
would have two problems: fitst, it imposes a higher standard than the reasonable expedtation of
safety tequited for new dictary supplements containing NDIs; and second, it supetitnpdses a drug
safety standard and protocol on a food supplement ingredient, and privileges 2 phm:ma¢euucal
review standard and approach—an apalogy which is neither scientifically warranted or necessary,
nor legally dictated, required or permitted. 1
Specifically, the toxicology studies and animal studies required for drug safety tésung as
the Phase I for drug approval, usually LD-50 tests and 100-fold studies, should not be sequired
for NDIs. Instead, what is more appropriate are 5-fold or 10-fold tests. Rather than a drug
model, for NDIs the manufacrurer or distributor and the FDA should look to comtnod food
stuffs for guidance as to a reasonable standard of safety. Caffeine provides an excellenﬂ example.
Coffec, tca and other sources of caffeine ate ubiquitous in the Amencan diet. A cup oﬂ coffee,
depending on brewing, will usually supply 120 mg of caffeine, and a cup of tea, 50-60 mg of
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caffcine. ‘This amount of caffeine seldom poses a problem for consumets, especially as | ;
individuals become habituated to the physiologic effects of caffeine. The generally—accuptcd
opinion is thar caffeine consumpuon watrants concetn only when it reaches apptoxlmate{ly 600
mg per day, that is, ten times the amount found in the morning cup of tca. In addition, .
methylxanthines caffeine at a dictary level of .5% fed to rats have been found to cause tésncula.r
problems. :. ‘

In ptactice, a margin of safety of five-fold to ten-fold is quite typical of kitchen flavorings,
hetbs and spices, many of which have official GRAS status. Information from Dr. Siva;Han,
Ph.D., President and CEO of ]mow Industries, Inc. A person tmay safely consume a qaarter
teaspoonful of ground nutmeg, yet ingesting ten times this amount will prove to be toxit.
Another example is thar ingesting a quarter teaspoonful of table salt is safe, whereas corisuming a
tablespoonful at one time at the vety least may cause nausea, and is not safe as a level of chronic
intake—even over the course of one day. There have been studies of yet another common food,
chocolate/cocoa, which now is recognized as a significant source of health-protecting |
antioxidants, and which is consumed by many individuals in quite Jatge amounts. Yet when
chocolate is consumed at 5% of the diet in laboratoty anirnals, it cleatly leads to some form of
toxicity. See Tarka, S.M., Jr. et al. Chronic toxicity/carcinogenicity studies of cocoa powder in
rats. Food Chem Toxicol 1991 Jan: 29(1): 7-19. Hershey Foods Corporaton Techmcz.l Center
PA 17033-0805. v

In light of the above, it appears reasonable that a five-fold to ten-fold safety ma*gm (that
is, the point at which senious rather than rivial side effects begin to appear) is quite reaspnable in
terms of everyday experience with foods that ate not staples. Another considetation is fhat
putchasers of dietary supplements will sometimes ingest two or three times the maximum
amount recommended on labels, and responsible supplement manufacturers and distriburors
usually take this fact into account. A ten-fold safety tmargin is certainly sufficient in the hlght of
notmal consutnet behavior. Such a margin of safety is already greater than that which i$:used for
aspirin and quite a number of othet OTC drug products. Information from Dr. S. Hari, Ph. D.

II1. The hould not publish eneral f Guidelines for the safe idence
required for NDI Premarket Notifications. This is becausc the safety testing and proto*::ols for
boranicals are case specific, and any general guidelines based on dtug testng ptotocols would be
inapplicable and inappropriate. For example, phytochemicals and phatmaceuticals are ‘kxy
different; thus a drug testing model applied to ncw phytochemicals would not be a tenable
argument. As shown above, LD-50 studies on food and herbal ingtedients are not nppi'opnate
safety studies for dietary ingredienes. Moreovet, dietary supplements ate consumed in 4 mode of
providing long-tetm health-maintenance and disease-prevention benefits (in accordanc¢ with the
Congtessional findings of Section 2 of DSHEA), and ate not intended for or taken for the cure
ot treatment of a disease. Thus, dietary supplements are used for their cumulative effeclt and not
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for a single-dose or short tetm effect. Thi:

dose or short term effec tk son why the usual
and toxu:ology protocols used for drug testing are not applicable for an NDI Prematke
Notification. '

ls vet
7

Thus, a more ratonal, science-based approach would be a flexible requirement Li'nal:
considered the many different exttacts, constituents, and concenctations of comutuentsmf 2
botanical or phytochemical NDI on a case-by-case basis. For example, in the next sccnbn JFI
proposes that onc pardicular category of NDI be reviewed through a different perspecnﬁ, and
that they be accorded a “favored treatment.” {

IV. The FDA should consider requiring fewer safery studies or an abbreviated ptocess
for constimients of foods and constituents of grandfathered diemry ingredients. JFI obiczv;s
that many NDIs are not completely new and novel ingredients, not synthesized from a non-food
of non-natural source tmaterial, and are not substances that have not (before October 15, 1994)
been ingested by human beings in the U.S. Many of these naturally-derived NDIs are simply
constituencs of known foods or older dietary ingredients, e.g., the carotenoid lycopene which is a
naturally-occurring constituent of tomatoes and other foods. JFI believes thar there could be and
should be a lower standard of evidence, and pethaps an abbreviated NDI teview pxocesg for such
known substances. Indeed, science and medicine are finding that many of these natum]]y—
occurring constituents are essentsl to good health, e.g., lycopene being essental for ptostate
health. ‘Thus, especially for NDIs that are food components, there should be a priority | for FDA
acceptance rather than an unreasonable bar to their inclusion in new dierary supplemen$—
because of their futute benefits to public health. ‘

Y

We start with Congtess’s definition of “dietary supplemenc” which also implies ihc same
definition for “dietary ingredient”: ¥
The term “dicrary supplement” means a product (other than tobacco) intended 'cb
supplement the diet that bears ot contains one or more of the following dietary - i
ingredients: i
(A) 2 vitamin; .
(B) a mineral; ¥ .
(C) an hetb or other botanical; ,
(D) an amino acid;
(E) a dietary substance for use by man to supplement the diet by mcreasing the
total dietary intake; ot L
(F) a concenttate, metabolite, constituent, extract, ot combinaton of any; '
ingredient described in clause (A), (B), (C), (D), or (E). 21 U.S.C. 31,1 (tH(1).

209639v3
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Expanding on sub-secdon F above, a substance can tneet the definition of d.lefag
ingredient provided in 21 U.S.C. 321(ff)--provided that it is not tobacco, or a drug, antibiotic or
biologic explicitly disallowed by 21 U.S.C. 321(ff)(3)(B)--if it is any of the following:
» An ingredient descrbed in clause (4), (B), (C), D), or (E) 2bove. (a “DI”)
e A concentrate of a DI;
* A metabolite of a DT; ‘
e A constutuent of a DI; 1 :

s An extract of a DJ; vi
¢ A combinanon of DIs, or concentratcs, metabolites, constituents, or cxtr:actd of DPs.

|
}
|
]
i
I
i

||
4{

By analogy, JFI would like to suggest that if an NDI is simply a constituent ot a | ‘
metabolite or an extract (though not a concentrate) of a food consumed in another country ot of
2 pon-NDI, that is of a food or dietary supplement that was on the market in the U.S. before
October 15, 1994 (hereafter collectively “IDI”), that it be considered as having a thtcshold level of
a reasonable expectation of safety, and that the manufacrurer or disttibutot of a new sugplement
containing such a food-detived or natutally-derived NDI not be required to submit the same
detailed safety evidence as for a truly novel ingredient. The teason for this is clear: Ifa substance
is a metabolite or constituent of a DI, or an extract that is not a considetably higher %trchgth or
concentration as 2 naturally-occutring consticuent of that DI, then there are inherent guatantees
of safety from the consumption of the source food or gtandfatheted dietary ingredient. |
Common examples would be Sulphorophane glucosides (SGS) from broccoli, and lutein and
zeathanthine in spinach. Other examples of substances notmally present in the body from
dictary sources would be beta cryptoxanthin from tangerines, and zeaxanthine and luteui
carotenoids from Marigold flower extract and maize (Zea maize).

Looking beyond food sources to the full scope of the namral wotld, other instzr;q':cs come
to mind: silicon as orthosilisic acid, as found in minetal water, and particularly beer, and also
present in ocean water (and which is essential to ocean life); and vatious enzymcs such ds
nattokinase found in soy bean narro, as well as vitamin K2 also found in natto. In fact, 4h ironic
example of this phcnomenon is that folic acid is actually the non-natural, syntheu: form of the
nutrient, while foods contain 5-MTHF and related molecules. The same is true of vitarrbm Bi12.
Cyanacobalamin is synthesized, while in natute methyl cyanacobalamin and related rnolecules are
found. The point is that molecules found in food and those synthesized by living creatu.:es
including humans, should be viewed favorably by the FDA in terms of their safety proﬁleq
unless there is a reasonable basis for concern. X

Arguably, new dictary supplements containing such food-based, namta]ly-occum'hg new
constituents should be reviewed under 2 differcnt standard. And one possible abbreviated and
shortened review process might involve simply requiring affidavits from both the new fb’od
I §
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consatuent ingredient manufacturer ot matketer, and from an independent chemist, biof[:hemjs t,
or toxicologist that the subject “NDI” is simply a naturally-occurring constituent or metabolite of
a known food or of an grandfathered botanical or other ingredient (or a non—concentmtéd extract
of the same). x
i

V. The history of safe use from other countties should be given considerable wiéight in
detcmumng a reasonable expectation of safety. Both established traditional use and md#:sprcad

acceptance in another counrry with scientific standards comparable to those in the Unitéd States
should be given preat weight in coming to conclusions about reasonable expectations oﬂ safcty
for a new dietary ingredient. First, long term historic use by large numbers of mdxwdualh is itself
a type of natural clinical trial which also has the value of lasting much longet and with much
latger numbets of “subjects” than any formal, structured clinical trial can ever be mamtajned

For cxample in Japan millions of people have been consutning soy for centuries. One qf the
majot constituents of soy is isoflavones and two of the primary isoflavones in soy are geniistin
and daidzin (becotning genistein and daidzein in the body). Thete are several srudies m]apan
including epidemiological studies, of the safety and health benefits of genistin and daidzid,
because of their high concentrations in soy foods, cspecially in miso soup. Information ’from Dx.
S. Hari, Ph. D. If genistun and daidzin were being offered as new dietaty lngtechents—m the
same ot lower concentrations as found in soy, and in the samc ot less daily amounts as alrc
consumed with soy—then the extremely long and widespread (often daily) consutnptlori of soy
and miso in Japan would be highly indicative of the safety of thesc componcnts. :

In sum, all five of the reasons ptesented above ate interrelated. Preciscly becausk: dietary
supplements are not drugs, and NDIs are not drugs, drug safety standards, protocols add
analogies are not wartanted or apptoptiate duting an NDI Notification teview. Prcciselybecause
the standard for NDIs is a rcasonable expectation of safety of the resulting new supplemént, and
because constituents routinely consumed in foods (which ate identical to the NIDIs under
consideration) offer in effect a long-term clinical trial on thousands or mllions of peopllé,' 4
history of safe use in foods in other countties is vety significant, and should be given grdater
weight by the Agency.

{

|

. . |

Thank you in advance for your senous considetation of these Comments. i
B

. i

Sincerely, |
Susan D. Brienza '

Susan D. Brienza,

On behalf of JET and JII
SDB:dmh
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