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Division of Dockets Management
Food and Drug Administration
5630.Fishers Léne, Rm. 1061
Rockville, MD 20852

AMRICAN
BOTANICAL
COUNCIL

[ ]
Re: Docket No. 2004N-0454 Premarket Notlﬁcatmn for HERBAIGRAM
New Dletary Ingredtents : ‘

To Whom It May Concern

. The Amencan Botanical Council (“ABC”) is subm:ttmg the following
" comments to the Food and Drug Administration- (“FDA”) in response to
the agency’s public notice published in the Federal Register on October

20,2004 (Volume 69, Number 202: “Dietary Supplements; Premarket
Not1ﬁcat10n for New Dietary Ingredlent Notlﬁcatlons, Pubhc Meetmg ).

ABC isa tax—exempt, non-proﬁt research and educatlon orgamzatlon
under section 501(c)(3) of the IRS tax code. ABC is.a member-based

. research and education orgamza‘aon, with over 3000 non-voting members .

from various areas of interest in the: ﬁelds of herbs and medicinal plant
products, 1nc1udmg research on their agronomics, chemistry,

_pharmacology;’ toxwology, and clinical apphcatxons, as well as their

productlon, marketmg and promotion, and their utilization, ABC

‘members include consumers, heaIthcare practltloners, ‘academic and

industrial sclentlsts botanical gardens: and arboreta, libraries, members of
industry; govemment scientists and officials, journalists, and more, ABC

- publishes numerous educational materials, including. Herbalem, :
~ quarterly, peer—rev1ewed journal, and HerbChp, a bi-weekly pubhcatlon

containing summaries and critical reviews of recent clinical research and

-other papers pubhshed abouit herbs and phytomedxcmes from the

scientific, medical, and related ‘1terature ABC licenses numerous

electronic databases of back issues of HerbalGram all HerbChps, and
. two of ABC’s books for health professwnals and researchers o various

commercial and noncommetcial licensees for educational purposes,

N 1nclud1ng the Food and Drug Adm1mstrat10n for posting on FDA’s.
 intranet site for use as a research resource: by FDA’S employees

ABC has had a long interest m 1ssues relatmg to the: safety of herbs and
related botamcally—based preparatxons in the Umted ‘States, 1ncludmg the
issue of New Dietary Ingredlents (NDls). ABC is grateful for the
opportumty to cominent ot the questions posed by FDA in its Federal

Regzster notlce of October 20 2004 (FDA 2004a)




~ ABC commends FDA for its ongomg efforts to ensure the safety of new 1ngred1ents used
in dietary supplements and other areas of the food supply ABC also appreciates the
FDA’s recent initiatives to further enforce the provisions of Dletary Supplement Health
and Education Act of 1994 (DSHEA) by offering draft guidelines for substantiation of
structure-ﬁmctlon claims under DSHEA, as published in November- 2004 (FDA, 2004b).
ABC urges FDA to continue to work within the legal framework: established by DSHEA
to promote a rational system for the evaluation of the relative safety of botanical and

other related materials that are intended to be used as ingredients in dietary supplements.

For several years ABC has been concerned that industry, media, health professionals and
other areas of the general public have not adequately understood or appreciated the
mgmﬁcance of Section 8 of DSHEA, the New Dletary Ingredrent provision (codlﬁed at
21 USC § 350b). For thls reason ABC published an article on NDIs in HerbalGram in
2004 in which the NDI provision of DSHEA and various aspects related to Section 8
were explained (Noonan and Noonan, 2004). ABC has also drsmbuted in its HerbClip
Educational Marlmg Service another significant article on the subject of NDIs that was
- published i in the past year (McGufﬁn and Young, 2004) :

ABC appreciates FDA S recent attentron to NDIs and the agency s apparent willingness
to.provide meamngful guidance in this area. ABC believes that a robust, rational
enforcement program by FDA coupled with effective self-regulatory programs
established by the responsible élements of the dietary’ supplement industry can help reach
the goal of providing the public with quality herbal dietary supplements that are-
.reasonably expected to be safe under recommended (or ordinary) conditions of use, \
~ provide health benefits that are documented by exrstlng knowledge of trad:tlonal use and
scientific/medical research, and are marketed with truthful and not mlsleadmg clalms
,concernmg beneﬁc1a1 effects on bodlly structure and ﬁmetlon

k Defimng “Grandfathered” or Old Dletary Ingredlents (()Dls) and Officral
;Recogmtlon of Lists of ODIs -

One of the prrmary reasons DSHEA was passed was Congress’s. response to.the pubhc s -

demands for continued access to dietary supplements as well as information on the

beneﬁ ts of these supplements. Thus, satisfying the public’s demand for continued public

access to supplement ingredients was a primary consideration in the minds of

- Congressional sponsors of the Act as well as Congressmnal leaders when Congress .

passed DSHEA in October, 1994. Thus, DSHEA provided protections to dietary
supplement mgredlents that had been marketed in the U.S: prior to October 15, 1994 to

~permit continued access to such dietary ingredients. For these ingredients, no FDA

- premarket review or approval is required. Such ingredients are commonly referred to as -

“old dletary ingredients” (ODIs) or “grandfathered” ingredients, although these terms do

“not appear in DSHEA. On the other hand, the DSHEA established a mechanism by which

~ certain “new dietary ingredients” are subject to premarket review and acceptance by
FDA. Section 413 of the Federal Food Drug, and Cosmetic Act, as amended by DSHEA,



states that the term “new dietary mg;redrent;’ means a dietary lngredrent that was not
. marketed in the United States before October 15, 1994 and does notinclude any dietary
- ingredient whlch was marketed in the Umted States before October 15,1994, (21 USC §
, 350b(c))

’ Durmg the intervening decade smce DSHEA was passed, there has been some confusron
in the marketplace — at least with respect to some herbs and botamca}ly-derwed
ingredients - as to which dietary rngredrents are ODIs and which are NDIs. ABC -
believes it would be most constructive for industry as well as. fcr theresearch and
regulatory commumtles if the F DA were to ofﬁcrally recognize a pesmve list of ODIs

: Llsts of ODIs or Grandfathered Ingredrents. In 1ts F ederal Regzster notrce of October
20, 2004 the. agency asks the foIlowmg :

Is there an authontatrve list of dretary mgredrents that were marketed prior to October 15,
1994, and therefore are not NDIs? If fiot; should there be? Who should. compile such a list
~and ‘what criteria should be consrdered for placement of the dretary mgredlent on sucha
hst'? (FDA 2004b) ’ . ,

As the Agency is aware, the Amenean Herbal Products Assocratron, the leading trade
association representing the herb growing, importing, and manufactxmng industry,
‘published a list of approxnnately 1,500 plants (2,048 separate specaes) with the pmposed
= ,standardlzed common names of herbal products sold in the U.S. that were presumably
sold in the U.S. prior to the passage of DSHEA. Thrs list, complled asa book titled The
American Herbal Products Association Herbs. of Commerce, 2d. edman (McGufﬁn etal.,
2000), comprlses an-excellent self—regulatory mechanism rmtlated by industry to
standardize the common names of herbs sold in the U.S. and provrde corresponding Latin
binomials accordmg to the most recent. conventrons in modern botanical taxonomy. ABC
“commends the Agency for its wise and approprlate recogmtron of this self-regulatory ’
‘publication as official- nomenclature of common names for herbal mgredrents in dletary
_supplements (FDA, 2003). | o \

As the Agency is aware, accordmg to: AHPA this hst was based on mwtatmns to its .

- member companies and to mdustry experts to submit names of plan:ts that the companies’
either sold and/or the eompames or the experts knew were sold in the U S. pnor to the

hpassage of DSHEA: \ . (

This work represents a compﬂatlon of submlssmns from compames mvolved in the trade
of products contalmng botanicals and from expelts in this class of trade. These were in
response to written requests from AHPA that speciﬁcally stated that only dietary S

. ingredients marketed prior to October 15, 1994 should be mcluded in such submissions.
In addition; the editors [of the AHPA pubhcatlon] included species that were theught to
‘have been overlooked in this process. To the best of our knowledge,_ only plants marketed
‘prior to this date are included herein, though nerther AHPA nor the editors have
expended any effort in mdependent verification of this. assumptlon The listing of a

~ particular species-of plant in this work is not, therefore, in and of itself, evidence that

. such species was marketed in the United States prior to October 15, 1994 (McGul"m et
al., 2004, p. xx).



It should be noted that while the AHPA list constltutes a camprehenszve list of plant
specnes putauvely sold in tne United States-prior to October-15, 1994, the list is not

* proposed as exhaustive; it is pos51ble that it overlooked plants that could be recogmzed
subsequently as ODIs, presuming; ewdence of marketmg exists to support such a.

cIassxﬁcatlon The AHPA authors wnte ~ ~

Snmlarl}{, the. exolus1on ofa partlcula:r plant sheuld not be seen as proof of oran
indication that such plant was not marketed in the United States. prior to October 15,

1994, AIﬂ'\nn(rh t:-vpru ﬁ‘f‘f‘nﬁ was mculn to kvgar“v rhnmbute the ‘v‘\'thfl.m lvquvoto Lufcubd

to above, no evaluatlon has been made of the thoroughness of thls  process in 1dent1fymg
. all such botanical mgredlents (McGufﬁn et al,, 2004 p. XX). -

The FDA declined to recogmze the AHPA list in Herbs of C’ommerc:e Zd edztzon as
having any. official status as a positive list-of botanical dzetary supplements. for-ODI status
~ when the Agency officially recegmzed the AHPA list-as an official nomenclatural gmde

. for the. common names of herbs sold inU.S. commerce (FDA 2003) :

: éIn addition to the AHPA list, both the Council for Respons1ble Nutrxtlon (CRN) and the
Utah Natural Products Alliance (UNPA), both trade associations representing various
members of the dietary supplement mdustry, have compiled comprehensive list of ODIs

-that is comprised of herbal/botanical 1ngred1ents plus conventional nutntronal mgredlents
and related compounds (CRN, 1998; UNPA 1999) -

The CRN hst pubhshed in September, 1998 is. based ona hst comp:tled prewously by
~ the National Nutrmonal Foods Association. (NNFA), another trade association in the
- dietary supplement and natural foods 1ndustry CRN members added more items to the -
- basiclist prepared by NNFA ' \ \

The UNPA list was 1n1t1a11y compmled in September 1997 a relatwcly short period of
time after the passage of DSHEA. Thislist reflects the combined conventional w1sdom
and the best efforts of the dietary supplement 1ndust1y and other experts regardmg which
dletary ingredients were sold in U.S. commerce prior to Octeber 15, 1994. 1t is based on
UNPA’s own research from its various members, plus it is the- subsequent -addition of
ingredients. found in similarly-developed lists from: other mdustry groups, i.e., AHPA, -

" CRN and NNFA. The UNPA list contains the names of over 2800 dxetary 1ngred1ents

(and their various synonyms) and is probabiy the most comprehenswe list'of putatlve
ODIs available in one source. Do

These hsts do ot contam 1nfonnat10n about the types of preparatxons who they were

- prepared (e.g., mode of process:mg, extractlcn, concentration, etc ). Instead, these lists are

abaseline of recognmon by the industry of the mgredxents that were sold in dletary
Vsupplements prior to October 15, 1994. ,

ABC asks FDA to reconsider its prevmus w1thholdmg of ofﬁczal reeogmtlen of the
AHPA Herbs of Commerce list as an official list of botamcal ODIs. ABC respectfully
requests that the FDA adopt the AHPA, CRN and the UNPA lists as official registers of
ODIs and that the FDA recogmze these. 11sts as legltlmate positive hsts of botamcal ODIs
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- at least insofar as recognizing the poss1b1hty that any pIant specxes ‘and other dletary
ingredient included on these lists is presumably an ODI,-so long as these mgredlents meet
other criteria for an OD], e.g., a dietary ingredient: derived from the plant species oonsxsts
 of either crude botanical material (whole or cut or powdered herb) or a concentrate, - ‘
. metabolite, constituent, extract or any combmatlon of these mgredlents (meludmg gums
N essent1al oils, etc.). , :

‘ "\ABC appreciates the FDA’s questlons that tmply a preference for an “authontatlve” list
of ODIs in which the marketing history of all ingredients can be posmvely documented
-with clear evidence of sale. However, so far as ABC is aware, there are no provisions of -

' _DSHEA and/or any other applicable federal’ legislation that impose an affirmative duty on
the seller of an ODI to show evidence of marketing prior to: October 15, 1994 to conﬁrm ”

~“the ODI status of that mgrechent ie., that a dletary ingredient is not. an NDI

Further in response to FDA’s questton about the development of an’ “authontattve” hst
whﬂe ABC understands that such a list m1ght be able to be constructed by a formal .
review of each herb and/or other dietary mgredlen,t that members-of industry and other
qualified experts believe are ODIs and then’ requ:mng the type of evidence that FDA
would want to confirm such status (e.g., an invoice, b1Il of ladmg, hstmg in a catalog, an
advertisement, etc. ), the amount of time, resources, and: expenise mvelved in the attempts

" torecreate such a thoroughly documented affirmative list would be; in. ABC’s view, a-

misallocation of resources on the part of mdustry and/or the Agency and/or nonprofit .
organizations ‘that may be involved in such an undertaktng This is espemally true-for an
undertaking of this magmtude more than-a decade after the passage of DSHEA in
October 1994. Understandably, few companies will haveretained records of invoices, -
bills of lading, catalogs and/or other. types of ewdence that the Agency would consider
adequate proof of sale of a purported ODI prior to October 15, 1994. In h1nds1ght ABC
would have prefetred that the Agency had taken the. 1eadersh1p to suggest such an
undertaking a decade ago, or some reasonable time after the: passage of DSHEA that is,
the Agency had what appears to. be ample opportumty 10 work with mdustry assoc1at10ns
- to compile such an “authoritative” list but apparently dechned to do s6.ABC does not

, beheve that the initiation of such a project is in any of the: stakehol“ders best interests, -

: ‘~1nclud1ng consumers of dletary supplement products containing these ODIs. Furthermore,

- “in consideration of the express language of the DSHEA, ABC does ot believe that FDA
would have the requisite: statutory authonty to 1nst1tute such requ1rement ‘

ABC beheves that the euxrently avallable ODI hsts from AHPA CRN and UNPA that -
have been put forth as de'facto hsts of pre-DSHEA grandfathered ODiIs should be

recognized by FDA as official 11sts of “grandfathered” ingredients, and thatall
ingredients based on the botanical speeles on these lists should formally recognized as

' ODIs, unless FDA has credlble ev1dence to'the contrary, or FDA be,eomes aware of such
‘evidence. , : A

: Further, ABC emphasizes that the recogmtlon of sueh a list should not be 6XChlSlVC That
is, other 1ngred1ents mlght be. subsequenﬂy determmed to be ODIS, laek of inclusion of a



, partlcular mgredlent on an ofﬁc1atly recogmzed list Of ODIs should not exciude that
- ingredient’s bemg recognized as havmg ODI status by the agency. ‘

.‘ “Lawfully” Marketed ‘The séction of DSHEA that defines an NDI (as set forth above
~ at 350b(c) of the USC) requires initial “marketing” of the 1ngred1e11t in the U.S. after

‘October 15, 1994. ABC is aware that i in some of FDA’s recent warning letters, FDA has
asem‘fpﬂ that to qualifv for ODI status, an ingredient must have hear “lawfilly marketed”
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(e.g., Satchell 20@1) ABC respectfully disagrees with FDA’s appaxent mterpretatlon of -
this provision of the law and maintains that FDA is in error. Indeed, prior to the passage-

- of DSHEA, FDA asserted that numerous substances, including. botanicals preparations .
such as evening primrose oil (from the. seeds Oenothera biennis). am;l black currant seed

oil (Ribes nigrum), were unlawful food’ addmves Notw1thstandmg the agency’s previous - '

assertions, such 1ngred1ents are clearly within the scope of mgredlents that are ODIs
within the meaning of the law.. ABC notes that the term “lawful”.does not appear in this

“section of the DSHEA. If Congress had wished to impose’ ‘this requirement, it could have -
included the term “lawfully” to qualify “marketed.” ABC’s position is that, according to
the plain language of the statute, “matketed” would mean simply that an ingredient was
“sold or offered for sale.” It should also be noted that an 1ngred1ent need not have been
marketed as a “dletary supplement” mgredxent in order to qualify as-an ODI. ABC
believes that it is reasonable to interpret this provision to mean marketed for oral

- consumption or for useasa food substance \ :

As the Agency is well aware, one- of the primary motlvatxons for t'he passage of DSHEA
was the concern among a s1gmﬁcant portion of the population that, prior to DSHEA
FDA'’s interpretation of the law and the agency’s enforcement policy with respect to the -
sale and marketing of substances for which no Dally Reference Values had been
estabhshed was not- IegaHy supportable (and/or was overly hosttle) Moreover, the law
- and FDA regulations in effect prior to 1994, (1ncludmg FDA regulations being

- promulgated pursuant to the Nutrition Labeling and Education Act of 1990) were in faot

_inadequate to. appropnately address this class of products. Therefore, it is at least

: theoretlcally possible that an lngredxent may not have been “Iawfully sold™ according to
‘FDA -i.e., the ingredient may not have been GRAS or an approved food addmve
Notw:thstandmg, such 1ngred1ents may be safe for their intended use; i. e,asan’
ingredientin a dletary supplement In other words, the fact that a dletary mgredtent may

have been sold:prior to passage of DSHEA on October 15, 1994 in a manner that wasnot

“lawful” in the eyes of FDA under the madequate regulatory framework of the tlmes ‘
: should not mvahdate its status (and safety) as an ODI in teday s regtalatory system.

Defining a N ew’Dietary Ingredient (NDI)

‘As ABC understands the relevant provisions of federal law, there are two types of NDIs:
~ one requires FDA notification and one does not. The law states (21.USC § 350b) that a
. dietary supplement shall be deemed adulterated under section 402(t) (the “mgmﬁcant or
,unreasonable risk” safety standard), unless it meets one of the: followmg requlrements \
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(1) the dietary supplement contains only dtetary 1ngred1ents that have been
. present in the food supply as an article used for food ina form in wh.tch the ‘food has‘not
‘been chemlcally altered; or .

(2) there is- hlstory of use or other ewdence establishing that the dietary mgredrent s
‘when used under the conditions-of use suggested in labeling will reasonably be expected

to be safe and notification and information fo.mmmg the basis of the safety determination -

. is prov1ded to FDA at least 75 daysi 1n advance of marketmg

" In paragraph #5 of the “Statement of Agreement” constltutmg the entire legxslatlve

- history of DSHEA, and. accompanymg S. 784 (the Senate version of the bill that was - ,

enacted as DSHEA) the term “chemxcally altered” for purposes of secnon 413(a)(1) does

not include the- followmg physical modifications: minor loss of’ VOlatﬂze components, :

, dehydratlon Iyophﬂlzatmn (ﬁ'eeze-drymg) milling, tincture.or solution in water, slurry,
‘powder, or solid in suspension. [Congressional “Statement of Agreement” on DSHEA -

"~ (Oct. 7, 1994), Senate Report (Labor and Human Resources Comrmttee) No. 103-410,
Oct. 8, 1994to acoompany S. 784] ‘

' ABC interprets thxs tor mean that not aH NDIs require ] FDA notlﬁcatxon and premarket
“review. An NDI that is a component of food that has been present in the food supply may

- be freely marketed: so leng as the food in which the ingredient is found has not been -

chemically altered as described above. ‘This means that substances found in the food
supply, at any level and regardless of their prior safety evaluatmn, would be excluded
from the 7 S-day premarket notification requlrement

Asis well known Section 3 Qf DSHEA amends Section 201 of the Food, Drugand -
Cosmetic Act. (FDC Act), by adding sectlcn ff, defining the term “dletary supplement” as -
“(A) a vitamin; (B) a.mineral; (C) an herb or other. botamcal (D) an: -amino acid; (E) a
dietary substance for use by man to supplement the diet by mcreasmg the total dietary
intake, or (F) a concentrate, metabolite, constituent, extract,or- combmat:on of any

: mgrechent described in elause (A), (B), (C), (D) or (E) ? (DSHEA Sectlon 3yt USC\

- §321 (ff)(l)(A)-(E))

ABC is concerned that the Agency may be attemptmg to narrewly mterpret the: universe '

- of ODIs, including those consisting of or derived from herbs or other botanicals, in

- contravention of the FDC Act, as amended by DSHEA. In pamcular, ABC is concerned

that FDA may try to broadly interpret the “chemlcally altered” language included in the

- “Statement of Agreement” for purposes of section 41 3(3)(1 ), and apply it to section

41 3(a)(2), to attempt to limit the sale and avaﬂablhty of certain dletary ingredients by
asserting © new dletary mgredlent status reqmrmg FDA premarket notxﬁcatlon

ABC maintains that dletary 1ngred1ents denved from 1 or grandfathere ” herbs and

“botanicals that have been processed: beyond the:processes mentioned in the. Statement of |

- Agreement, referencmg 41 S(a)(l) above, are properly conmdered ODIS



ABC’s position is that the process of producmg standardlzed extracts in whreh some of
the components of the extract are either congcentrated beyond the- namrally-occumng
levels of said components, or even isolated from their original botanical matrix — would
.produce. ODIs, assuming the plant from which they are produced is recogmzed as an
ODI. ABC believes that such concentrated extracts and/or isolates are not NDIs per se if
they were not themselves articles of commerce prior to October. 15,1994, since DSHEA
states that any ingredient in the form described in sectron (F) above is a dietary '
supplement. Thus, a dietary- supplement that quahﬁes as an ODI by. vn‘tue of the. plant’ v
~ identity and nomenclature should not be considered : an NDI when itis extracted in such a‘ ‘
manner as to be vrewed ds a'concentrate, metabolite, constituent; extract, or:any ’
L combrnatton, 1nc1ud1ng isolated concentrates, meta;bohtes, eonst1tuents or extracts. )
‘Indeed, the definition of dietary supplement in Section 3 of DSHEA (subsections ffC and
" ffF, per above) 1nc1udes “herb or other botamcal” and “extract coneentrate metabohte or ‘
“ constituent.” : / »

ABC. beheves that any narrow mterpretatlon of the provxsmns -of DS}FEA would, in-
effect, potentially | limit consumer access to dletary mgredlents that have been sold in one
- form or another as ODIs, but, Have been either concentrated through a. process of -
standardization (or chemical ad;ustment or normahzatron, as the' process is sometlmes
called). ABC believes that this would be contrary to the intent of Congress in the passage

E of DSHEA.

‘ Further ABC notes that there are safety prowsrons in DSHEA to: protect consumers A
manufacturer or distributor. ofa dietary supplement or dletary supplement mgredxents has .-
a duty to ensure that its products are not adulterated and would not present a “mgmﬁcant
- or unreasonable risk of illness or injury.” ABC emphasizes- that the | provisions in Section
8 have limited apphcablhty to NDIs: but all dretary mgredlems old or new -- must
. comply W1th the safety standards of 21 USC 342(a) (f)

ABC beheves that when Congress wrote the term “chemically alter » Congress \
- presumably intended to mean a true modlﬁcanon or alteration of- the structure of the -
" chemistry of a particular ingredient, but not the concentmtzon of that mgredlent in 1ts
‘natural botanical matrix.

-An example of a poten‘nally erroneous interpretation of the “ehemlcally altered”
_ provision might be the increasingly popular supplement lyeopene, -8 carotenoid complex
found in tomatoes.and other fruits and vegetables (e.g; pink grapeﬁ'mt et al ). ABC does
not believe that the concentration of lycopene in extract of tomato paste or the actual
-isolation of lycopene from tomatoes as a dletary mgredrent constitutes an NDI under the =
N terms of DSHEA. : , /

"Criteria for Determmmg Safety -of an NDI There has been some dxseussmn as to
‘whether the Agency is considering requiring a higher level of evidence forthe
determination of the relative safety of an NDI'in the 75-day nonﬁeaﬁons for NDIs. In the
article on NDI’s published in HerbalGram (Noonan and. Noonan, 2003), the authors
distinguish between the levels of ewdence that can render an ingredient to be “reasonably\



cxpected to be safe” versus a more ‘strict standard for food addmves th,at the Agency
appears to have been requmng from sellers who submxt the 7 S-day notlﬁcatlopg;

;Another notable difference in the legal Tequirements between a food addmve pentlon and"

© anNDI submlssmn is in the scientific validation needed. for the new food additive -
1ngred1ent ‘A new food additive pe’uuon must include full reports efmvesngauons made
with respect to safety of the food additive, and those reports must include detailed data

- from} anmlal and other toxmelogy tests. In contrast, an NDI submission must include a

* history of use or other evidence of safety that the mgredlent w111 be reasonably expected
to be safe, mcludmg citations to published articles. While' seemmgly less stringent for an
NDIL it is in this area that FDA apparently is expecting more studies'and clinical ‘
‘mformanon to show a reasonahle basis for safety of a dietary mg;redxent This is not.

~ found in any published FDA guidance but is, (discernable from the comments made by

- FDA for NDI submissions in which “no reasonable bams of safety” was cited as.the
reason for rejection, It is an FDA bias that results from the agency’s understanding of
‘acceptable science for other food mgredlcnts found to be GRAS or: subject to a food
additive regulatmn (Noonan and Noonan, 2004)

While ABC supports and is deeply committed to efforts that help to ensure the safety of
“all dietary ingredients and other- substances in the food supply, ABC bcheves that the
standards that are employed in the determination of such safety for the purposes of ,
‘allowing entry of an NDI to the market must meet the criteria mtended by Congress when -
DSHEA was passed, i.e., to the extent that’ such standards were ‘either defined or 1mphed
and not the standards that are apphed to determme the safety of food additives or GRAS
/substances . L

- Plant Part. In response to FDA’S questwns about the mformatxon that should be mcluded :
in the 75-day NDI notification, ABC suggests that the: notification should include the part
of the plant used; this 1nformat10n is, apparently not presently requited.in 21 CF R§ 190.6.
Insofar as dlffermg parts of the same plant usually contain: different. chelmstry and thus -
Ldlffermg nutritional benefits and/or biological activity and since theidentity of plant parts
is required in- all labeling of dietary supplements under DSHEA, ABC believes that
‘stipulating to which plant part the mformanon in a 75- day notlﬁcanon pertams would be
- logical and appropnate \

) sttory of Use. The language of "DSHEA states that the traditional usc hxstory of an.
ingredient can be usefu} as a criterion for. assessmg that an NDI can be reasonably . -

~ expected to be safe within its intended use. ABC believes that data on the traditional use
of an ingredient in a foreign country and/or any epldemwlogxcal data on current use are
reasonable and acceptable criteria to con81der in. evaluatlng the relatwe safety ofan
mgredxent in an NDI notlﬁcalfmn

‘Detalled Informatmn for Inclusmn in Notlﬁcatxon. ABC’ beheves that it would
‘probably be most constructive to those who would. ﬁle an NDI notification if the list of
“questions posed by FDA in its October 20, 2004 notice (pp- 61682-6] 1683) were part of
‘an expanded guidance document on NDI notlﬁcatwns to be issued by FDA for mdustry
This includes questions about the “Chermcal Identification of the NDI” (IV.B.in the |
notice), “Estabhshmg a Reasonabie Expectatlon of Safety’ ? (IV D.in the notlce)



Depending on the mgredrent m questron some of the specrﬁcrty regardmg the 1ngred1ent
* as detailed in the questions posed by FDA in the notice may or may-mnot apply to any }
, cpartrcular ingredient. Thus, the posting of these questions, or possibly an expanded
~versionthereof, could provrde a party ﬁlmg a notification with proper and adequate -
\ guldance on what type of 1nformat10n to mclude with the notlﬁcatlon to support the -
safety ofthe NDL. .

‘ Gmdance Document v. Regulatmn. ABC beheves that the publlcatxon of a guidance
document-from FDA that clarifies the ‘agency’s current thinking on the. quahty and
quantity of data required to establish reasonable expectation of. safety of’ NDIs in the 7 5-
day notlﬁcatrons would be preferable to theissuance of new regulatrons

Safety Risks and Benefits. ABC recogmzes that i in general the vast magorrty of herbal
ingredients used i m dietary supplements have an excellent record: of safety when used

_ responsibly and i in accordance with labeling directions, At the same time, however ABC
also recognizes that herbal dietary ingredients often. contam namrally—occumng
pharmacologically active compounds, which, mdrvrdually, additively, and/or

~ synergistically can produce potentrally adverse effects, particularly when used by persons

-with specific medical condmons and/or by certain persons who may also by using
conventional prescription and/or nonprescnptron medlcatrons ABC: understands that
- _such information, when available and when apphcable to an NDI, should be considered

during the FDA’s evaluation of an NDI notrﬁcatron, but that this safcty data needs to be

~ assessed within the context of the propesed quantities of use of the NDI and the
" ingredient’s potentral benefit, expressed as how 1ngred1ent most probably will affect the
structure or function of the. body of prospective users. ABC also acknowledges that under

*~ the current regulatory system for herbs, related botanical. products and other dietary

ingredients; there is no rational mechanism available fer the.evaluation and official -
recogmtlon of benefits for this class of substances. Accordmgly, ABC is-concerned that
the Agency. may employ a process to evaluate the potential risk ofan mgredwnt that is'
 the subject of an NDI notification wrthout considering the potentral nsk in relation to a
L,potentrally countervarhng beneﬁt :

Further, as part of 1ts ongoing pubhc educatron efforts ABC has developed its Safety
Assessment Program in which ABC ‘employs a peer-review process to evaluate the -
relative safety of herbal dretary mgredrents for use by manufacturers of herbal dietary
supplements in- the development of directions for use, ‘warnings, and other pertment
information for dietary supplement labels, company Internet sites, ‘and other appropriate
means of communication. To date, ABC has evaluated about two dozen herbs for their

safety as dietary supplements, with recogmtron of their potenual risks as well as proposed -

warnings for herbal dietary supplement product labels, as provided by Section 10 of -
DSHEA This mformatlon is hcensed by ABC to various ‘companies for therr further use.

~ABC is grateﬁﬂ for the opportumty to file these comments and looks forward to the
- possibility of workrng with the FDA and all other mterested partres towards ensuring the



safety of d1etary supplement mgredzents by estabhshmg a rneamngful and rational.

+ . standard of regulatlon for NDIs.

Smcerely,

/{Am %hbw-mﬂmk\

Mark Blumenthal -
" Founder & Execut:vo Director
} Amencan Botanical Council -

- Editor, HorbalGram "
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