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DSHEA Amendments

FDCA 413(a) [21 U.S.C. 350b]

« A dietary supplement which contains a new dietary ingredient
shall be deemed adulterated under section 402(f) [21 U.S.C.
342(f)] unless it meets one of the following requirements:

« (1) The dietary supplement contains only dietary ingredients
which have been present in the food supply as an article
used for food in a form in which the food has not been
chemically altered.

u [(2) = submission of NDIN]
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Implementing regulation

21 C.F.R. 190.6 rRequirement for premarket notification.

=« (@) At least 75 days before introducing or delivering for introduction into
interstate commerce a dietary supplement that contains a new dietary
iIngredient that has not been present in the food supply as an article used for
food in a form in which the food has not been chemically altered, the
manufacturer or distributor of that supplement, or of the new dietary
ingredient, shall submit [the required NDIN].
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What’s an article used for food?

« 21 U.S.C. 321(f). The term “food” means (1) articles used for food or drink
for man or other animals, (2) chewing gum, and (3) articles used for
components of any such article.

« 21 CFR 1.276(b)(5)(ii)). What definitions apply to this subpart [Prior Notice of
Imported Food]: Examples of food include fruits, vegetables, fish, including
seafood, dairy products, eggs, raw agricultural commodities for use as food
or as components of food, animal feed (including pet food), food and feed
ingredients, food and feed additives, dietary supplements and dietary
ingredients, infant formula, beverages (including alcoholic beverages and
bottled water), live food animals, bakery goods, snack foods, candy, and
canned foods.
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...many such articles...

« 21 CFR Parts 130-169. Numerous foods w/ standards of identity

=« 172.510. Natural flavoring substance and natural substances used in
conjunction with flavors = ~120 botanicals

=« 182.10. Spices and other natural seasonings and flavorings = 80+
botanicals.

« 182.20. Essential oils, oleoresins (solvent-free), and natural extractives
(including distillates) = 150+ botanicals.

=« 182.40. Natural extractives (solvent-free) used in conjunction with spices,
seasonings, and flavorings = 5 botanicals.

« 182.50. Certain other spices, seasonings, essential oils, oleoresins, and
natural extracts = 4 animal-derived (civet, musk)
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...many such articles...

=« 21 CFR Part 172. Food additives permitted for direct addition to food for
human consumption.

=« Subpart D. Special dietary and nutritional additives

= Subpart F. Flavoring agents and related substances

=« Subpart G. Gums, chewing gum bases and related substances
« 21 CFR § 182.60. Synthetic flavoring substances and adjuvants
« 21 CFR Part 184. Direct food substances affirmed as GRAS
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FDA’s Draft NDI Guidance (2016)

Is an NDI notification required for a dietary supplement containing an NDI if the supplement
contains only dietary ingredients that have been present in the food supply as articles used for
food in aform in which the food has not been chemically altered?

= No, an NDI notification would not be required in this situation because of the exception to the
notification requirement for dietary supplements that contain only dietary ingredients that have been
present in the food supply as articles used for food in a form in which the food has not been
chemically altered.

«  Example: Ingredient X is a food additive that was approved for use to sweeten baked goods in 1993
and was marketed for that use before October 15, 1994, but was not marketed for use as a dietary
ingredient in dietary supplements before that date. ABC Company wants to market a supplement that
contains Ingredient X, and it plans to use the same form of Ingredient X used as a sweetener in
baked goods. ... Although Ingredient X is an NDI because it was not marketed as a dietary ingredient
before October 15, 1994, ABC Company is not required to submit an NDI notification ... because
Ingredient X has been present in the food supply as an article used for food in a form in which the
food has not been chemically altered....

May 16, 2019 6



N2 A HPA

AMERICAN HERBEAL PRODUCTS ASSOCIATION

https://archive.org/details/cbk

o @] %

@ Cookbooks and Home Economic X o

&« = C (0 @ htps//archive.org/details/cbk?&sort=date
i Apps G Google [ Hourly Weather For... Imported From Fire...
COOKIN Cookbooks and Home E i Nimiei ‘
_OOKING OOKDOOKS an ome Economics * Favorite
The Cookbook and Home Economics Collection includes books from the Young Research Library Department of P> Play Al
Special Collections at UCLA, The Bancroft Library at The University of California, Berkeley, and the Prelinger
MORE
ABOUT COLLECTICON
4,853 resuts N 4 SORTBY \VIEWS - TITLE - DATE PUBLISHED - CREATOR =
p ST Al 3 Hy T ius ;
Search this Collection  Q iaTizes om vk DE =y, ﬁ '-—_.—,.-,—————i_;;i : AP[t'I] COELII
et CONVIVIIS 1 Are of Cookery, | | orsbinirs
@ Metadata oy sty et e s el LIBRI RFATFOR
- v et apad e et M DA & Tassgoevioes Daminen, m"asAuofPocwy coun:unm:rls.
) Text contents ey ey ey it Priactpem. Bt Too. WITH SOME
i o Ve LETTE RS. ARTE GDQUIN’AI.I‘A,
i amts L ot ot o e 1l poT— Laoway Drerm
o o+ ey e wtadtare Dr. LISTER, snd Others: sy
::’E:‘Tﬂ—'ﬂ ILIC CASARE SVLENCIAO og':%:m‘c” nyhgukl\:: M A K_TI NI L |s1'.2.
PART OF '“_::ig“ qu___.:_‘ ; | @—q-_hmf&-w-rd-
e - - Ford
Additional Collections i Tl = et
d,__*g-vm*—.-v___m__,_ r Fiusace's Aat oF Pttty iy Eil ' Pt z-_::':n-
. S ) SIS |
Media Type :l;:-t-l :—'—":?z &qﬁ-‘a;;;\v’:cl FROST, ‘_::f_u"“_’rh;@:__ AMSTELODAMI
et i s e €7 dthotns mii dee. m el o ‘ Aped JarssemioWassssaisn
|| texts 2,911 CvM PRIVILEGIO | kL b
@ web 1,819 Sa!t and fishery
" s [microform] ; s ” o
[ software 78 B. Platinae De conviviis libri 1682 The art of cookery : in Apicii Ccelii De opsoniis
[ images 18 Cremonensis, De quatuor ... e ® x | m imitation of Horace's Art et condimentis, sive arte
= 1529 1627 N | e 3 & 1708 1708
8 data 13 T x = m| x | = m| e x | = m| e * | =
[ ] audio 6 1,011 ] s 3333 1 0 - 647 4 | = 3547 1 0
More > Citr su:h(::‘;::!r.:; Coox:
Year
COLLECTION
o 2019 79 O sheees Thews Bamivnd
574 REC IE'l PTS

) 2018

FUVE e et 2ty d:----‘

HleLeIlel 6
May 16, 2019

wa w§

[ For FOF S
/- A

w H&

i

o

246 AM

5/14/2019



https://archive.org/details/cbk

N2 A HPA

https://archive.org/details/cbk

@ Cookbooks and Home Economic X +
< C O @ hitpsi//archive.org/details/cbk?&sort=date + B @ :
! Apps G Google [BM Hourly Weather For... Imparted From Fire...

~ o~ T : = Share
COOKING Cookbooks and Home Economics % Favorits
'P..-. The Cookbook and Home Economics Collection includles books from the Young Research Library Department of P Play Al
Special Collections at UCLA, The Bancroft Library at The University of California, Berkeley, and the Prelinger
MORE
ABOUT COLLECTION
4,853 mEsurs N 4 SORTBY VIEWS - TITLE - DATE PUBLISHED - CREATOR B sHowDETALS =
Search this Collection  Q

B. Platinae Cremonensis, De honesta uoluptate, de ratione ... 1529 Platina, 1421-1481 |!m
® etadata -
() Text contents De conviviis libri quatuor ... 1627 Boulenger, Jules César, 1558-1628; Pr... L] ]

Salt and fishery [microform] 1682 Collins, John, 1625-1683 |!m
PART OF

The art of cookery : in imitation of Horace's Art of poetry : ... 1708 King, William, 1663-1712; Horace. Ars ... |!!J
Additional Collections

Apicii Ceelii De opsoniis et condimentis, sive arte coquinar... 1709 Apicius; Lister, Martin, 1638?-1712. ed... L] ]
Media Type

Vol 1-2: L'agriculture parfaite; ou, Nouvelle découverte tou... 1720 Agricola, Georg Andreas, 1672-1738 L] ]
[] texts 2,911 L
] web 1,819 The compleat city and country cook, or, Accomplish'd hou... 1732 Carter, Charles; Katherine Golden Bitt... |!!J
[ software 78
) images 16 The compleat city and country cook, or, Accomplish'd hou... 1732 Carter, Charles; Katherine Golden Bitt... L] ]
0 data 18 The country housewife and lady's director, in the manage... 1732 Bradley, Richard, 1688-1732 |!m
[ audio 6 -
More P A collection of above three hundred receipts in cookery, p... 1734 Kettilby, Mary; Katherine Golden Bitti... |!m
Year The whole duty of a woman, or, An infallible guide to the fa... 1737 L] ]
[ 2019 79 Le cuisinier moderne, qui apprend a donner toutes sortes ... 1742 La Chapelle, Vincent L] ]

2:44 AM

-
LIS 5/14/2019 |

May 16, 2019



https://archive.org/details/cbk

AMERICAN HEREAL PRODUCTS ASSOCIATION

What is chemical alteration?

Congressional Statement of Agreement (Oct. 1994)

= In section 413(a)(1), added by section 8, the term ‘chemically altered’ does
not include the following physical modifications: minor loss of volatile
components, dehydration, lyophlization [sic], milling, tincture or solution in
water, slurry, powder, or solid in suspension.
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FDA’s Draft NDI Guidance (2016)

What are examples of processes that chemically alter an article of food present in the
food supply?

= A process that makes or breaks chemical bonds, unless the bonds created by the process
are reversed when the ingredient is dissolved in water (e.g., creation of a soluble salt) or
during ingestion. Example: hydrolysis.

« Removal of some components of a tincture or solution in water, which changes the
chemical or molecular composition or structure of the mixture. Examples: chromatography,
distillation, and filtration.

=« Use of solvents other than water or aqueous ethanol to make an extract or tincture. The
official legislative history of DSHEA specifies that “solution in water” and “tincture” (solution
in agueous ethanol) are not processes that chemically alter a food. However, other
solvents typically alter the composition of the extract in significantly different ways, usually
by extracting different types of constituents than are extracted using water and agueous
ethanol.
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FDA’s Draft NDI Guidance (2016)

What are examples of processes that chemically alter an article of food present in the
food supply?

= High temperature baking or cooking of an ingredient that has not previously been baked or
cooked, unless the process causes only minor loss of volatile components with no other
changes to the chemical or molecular composition or structure of the ingredient.

=« Changing the manufacturing method for an ingredient such that the chemical or molecular
composition or structure is significantly different. Examples: changes that alter the
composition of materials used to make the ingredient, use of a different solvent, or use of
a chromatographic matrix instead of a passive filter.

= Application of nanotechnology that results in new or altered chemical properties of the
ingredient.
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FDA’s Draft NDI Guidance (2016)

What are examples of processes that chemically alter an article of food present in the
food supply?

=« Changing agricultural or fermentation conditions to alter the chemical or molecular
composition or structure of the ingredient. Examples: sprouting garlic or fermenting yeast
using a medium containing large amounts of sodium selenite to create large amounts of
organic selenium compounds.

= Fermentation using a fermentation medium different from the one used to make
conventional foods in the food supply. Example: use of a defined commercial growth
medium to produce a microorganism previously made by fermenting milk into dairy
products like yogurt or cheese.

« Use of a botanical ingredient that is at a different life stage than the life stage of the
botanical ingredient used as a conventional food. Examples: making an extract from
unripe instead of ripe apples or using the mycelium instead of the fruiting body of a
fungus.
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FDA’s Draft NDI Guidance (2016)

What processes for manufacturing a dietary ingredient from an article of food present
in the food supply do not result in chemical alteration?

= FDA considers this list [in the Congressional Statement of Agreement] to represent
examples of manufacturing processes that do not involve chemical alteration, but not
necessarily a complete list of such processes.

= In general, FDA considers a process that does not result in chemical alteration to mean a
process that: (1) involves an ingredient composed of one single raw material, or derived
from a single raw material using a manufacturing process that involves only physical steps
(e.g., water extraction and condensation); and (2) does not involve attempts to selectively
increase the concentration of particular active ingredients or cause a chemical reaction
(other than esterification) that would modify the covalent bonds of any substance in the
original material.

= Some of the processes characterized as “physical modifications” in the Congressional
Statement of Agreement (milling, slurry, powder, or solid in suspension) do not alter the
hemical or molecular compaosition O icture of the ingredien
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FDA’s Draft NDI Guidance (2016)

What processes for manufacturing a dietary ingredient from an article of food present
in the food supply do not result in chemical alteration?

« Dehydration, lyophilization, or making a tincture, solution in water, or slurry can be said to
change the composition of the ingredient, but only by changing the amount of water (or
ethanol, in the case of a tincture). FDA regards such a minor change in composition as
extremely unlikely to change the safety profile of an ingredient used in conventional food.
Similarly, a minor loss of volatile components during processing is unlikely to change the
safety profile of an ingredient used in conventional food.

= In atypical extraction, however, the first step is solution in water or another solvent,
followed by filtration to remove undissolved material. This is a much larger change in the
composition of the ingredient. FDA generally regards extraction that includes a filtration
step or that involves the use of a solvent other than water or alcohol (aqueous ethanol) as
a process that chemically alters the source ingredient and therefore triggers the NDI
notification requirement for the resulting dietary ingredient.
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THANK YOU!

Michael McGuffin

mmcguffin@ahpa.org

American Herbal Products Association

THE VOICE OF THE HERBAL PRODUCTS INDUSTRY
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