December 29, 2015
Via Electronic Mail
Mr. Ted Elkin
Deputy Director for Regulatory Affairs
Center for Food Safety and Applied Nutrition
Food and Drug Administration
5100 Paint Branch Parkway
Room 4B-006, HFS-2
College Park, MD 20740
Re: The Welch Declaration re Picamilon

Dear Mr. Elkin:
We write in response to your letter of November 19, 2015, responding to our letter of
October 27, 2015 (enclosed), in which the Council for Responsible Nutrition (“CRN”) expressed
its serious concerns about the process by which FDA, through Dr. Cara Welch, announced a
decision regarding the legal status of picamilon. We explained that providing a declaration (the
“Welch Declaration”) about the legal status of an ingredient to a state attorney general as the first
public announcement of an official determination by FDA, particularly in a legal matter in which
FDA is not even a party, is bad policy.
We agree with FDA that picamilon should have been the subject of a new dietary
ingredient (“NDI”) notification to the agency, and that, as you noted in your response, the
individual notifiers would then have had full notice of FDA’s view of the status of picamilon.
Our concern, however, is with the broader implications for the dietary supplement industry of
FDA’s apparent conclusion about what may be a lawful combination dietary ingredient under
DSHEA, and about the apparent expression of that conclusion first in a declaration to a state
attorney general. As detailed below, the approach expressed in that declaration appears to take a
very narrow view of what constitutes a “combination” dietary ingredient under Section

Mr. Ted Elkin
December 29, 2015
Page 2
201(ff)(1)(F) of the FDCA (to the extent this provision was even considered), in a manner that
seems inconsistent with prior FDA guidance to industry.
Section 201(ff) defines a “dietary supplement,” in relevant part, as a product “that bears
or contains one or more” dietary ingredients. 1 Section 201(ff)(1)(F) further states that a dietary
ingredient includes a “combination of any [dietary] ingredient.” 2 In discussing section
201(ff)(1)(F), the Welch Declaration did not expressly address the “combination” provision in
that section. Dr. Welch did, however, state that “[p]icamilon is formed by synthetically
combining niacin with GABA” 3 and that “[w]hile picamilon is a synthetically modified version
of niacin and GABA, both dietary ingredients on their own, it is a different chemical entity.” 4
These statements suggest that Dr. Welch either did not consider the “combination” provision of
Section 201(ff)(1)(F) in evaluating the dietary ingredient status of picamilon, or she concluded
that picamilon – which she acknowledged was a combination of niacin with GABA – was not a
“combination” under Section 201(ff)(1)(F). To the extent that either case reflects FDA’s position
on what constitutes a “combination” dietary ingredient under that provision, such position
appears to have been previously uncommunicated to the dietary supplement industry, and should
not have been first expressed in a declaration to a state attorney general.
The term “combination” in Section 201(ff)(1)(F) must mean something more than two
ingredients merely present together (such as simply mixing multiple vitamins into a single
product). Section 201(ff) already addresses such a situation when it states that a dietary
supplement “bears or contains one or more . . . dietary ingredients.” 5 It is a well-settled rule of
statutory interpretation that every word in a statute should be given effect and redundancies

1

21 U.S.C. §321(ff).

2

Id. § 321(ff)(1)(F). The Senate report describing what would become this subsection state: “In addition,
concentrates, metabolite, constituents, extracts, or combinations of the items previously described may be
included in a dietary supplement.” Sen. Rpt. 103-410 (Sept. 8, 1994).
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Welch Declaration, para 2.
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Welch Declaration, para 9.
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Id. § 321(ff)(1).
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avoided. 6 Thus, “combination” here must mean that dietary ingredients are, in fact, combined.
The standard dictionary definition of “combination” includes “the act or process of combining;
especially: that of uniting to form a chemical compound.” 7 The best reading of “combination” is
its plain meaning: “combination” in Section 201(ff)(1)(F) includes chemical combinations of
dietary ingredients, including chemical compounds formed by covalent bonds that produce a
“different chemical entity.”
FDA appears to have embraced this plain meaning of “combination” in its 2011 draft
guidance on NDI notifications. There the agency wrote about covalent combinations:
What additional chemistry information should I submit if my
ingredient is a covalently modified derivative of a dietary
ingredient? Examples include covalent bonding of one dietary
ingredient to another or exchanging a functional group (e.g. an
alcohol) for another (e.g. an acid or an ester). The chemical
structure of the new ingredient should be described explicitly and
clearly. 8
In this passage, FDA acknowledges that a covalent combination of two dietary ingredients is,
itself, a dietary ingredient, and that such combination would be a different chemical entity. The
agency’s explanation of the information that should be provided in an NDI notification clearly
anticipates that such combinations could constitute dietary ingredients themselves. Why would
6

This rule is so old it comes from the Roman Empire: “Verba cum effectu accipienda sunt,” which
translates as “words are to be interpreted so as to give them effect.” Ulpian, Digesta 2.7.5.2 (third century
A.D.). See also A. Scalia & Bryan Garner, Reading Laws: The Interpretation of Legal Texts 174 (2012)
(“If possible, every word and every provision is to be given effect. . . . None should be ignored. None
should needlessly be given an interpretation that causes it to duplicate another provision or to have no
consequence.”); Reiter v. Sonotone Corp., 442 U.S. 330, 339 (1979) (“In construing a statute, we are
obliged to give effect, if possible, to every word Congress used.”).
7

“Combination” in Merriam-Webster Dictionary, http://www.merriamwebster.com/dictionary/combination.
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FDA Draft Guidance, Dietary Supplements: New Dietary Ingredient Notifications and Related Issues
(July 2011).
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the agency expressly discuss the requirements for an NDI notification in this context if the new
ingredient could not be a dietary ingredient in the first place? 9
In sum, CRN remains concerned that the Welch Declaration potentially represents a
significant statement of FDA policy about what constitutes a “combination” dietary ingredient.
CRN believes such statements should not be made in the context of a declaration provided to a
state attorney general without any prior announcement or guidance to industry. To the extent that
FDA intends to express what the agency believes does or does not qualify as a “combination”
dietary ingredient under section 201(ff)(1)(F), FDA should do so through an updated NDI
guidance that would allow for stakeholder comment.
We appreciate your thoughtful consideration on this issue and look forward to hearing
back from FDA on this matter.
Sincerely yours,

Steven M. Mister
President & CEO
cc:

Michael Taylor, Office of Foods and Veterinary Medicine
Robert Durkin, Division of Dietary Supplement Programs
Elizabeth Dickinson, Office of the Chief Counsel
Douglas Stearn, Office of Enforcement and Import Operations

Enclosure: CRN Letter of October 27, 2015

9

To be sure, not every covalently modified derivative of a dietary ingredient qualifies as a dietary
ingredient. For example, when one functional group is exchanged for another (a type of covalent
modification discussed in the NDI draft guidance), the newly formed molecule is not a combination of
dietary ingredients. This new molecule may still be a dietary ingredient under Section 201(ff)(1)(F), e.g.,
if it is a “metabolite” of the original ingredient, and FDA’s NDI draft guidance goes on to state that this
must be considered.

