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                                                              January 10, 2005

Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane
Room 1061
Rockville, Maryland 20852

Re: Comments on the Draft Guidance on the Substantiation for Dietary Supplement 
Claims Made Under Section 403(r)(6) of the Federal Food, Drug, and Cosmetic Act 
(Docket No. 2004D-0466); and Premarket Notification for New Dietary Ingredient 
Notifications (Docket No. 2004N-0454)

The National Association of Chain Drug Stores (NACDS) appreciates the opportunity to
comment on the Draft Guidance on the Substantiation for Dietary Supplement Claims 
Made Under Section 403(r)(6) of the Federal Food, Drug, and Cosmetic Act (Docket No.
2004D-0466); and on the issue of Premarket Notification for New Dietary Ingredient 
Notifications (Docket No. 2004N-0454).

Attached are NACDS’ comments to Docket Nos. 2004D-0466 and 2004N-0454.  Please feel 
free to contact me at (703) 837-4126 for clarification of any comments.

Sincerely,
�
John M. Coster, Ph.D., R.Ph.
Vice President, Policy and Programs 
National Association of Chain Drug Stores
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�Comments of the National Association of Chain Drug Stores (NACDS)
(Docket Nos. 2004D-0466 and 2004N-0454)

The National Association of Chain Drug Stores (NACDS) represents more than 200 chain
community pharmacy companies operating more than 32,000 retail community pharmacies 
with annual sales totaling over $650 billion, including $193 billion in sales for 
prescription medicines, over-the-counter medications and health and beauty aids.  
Today, chain-operated community retail pharmacies fill over 70 percent of the more 
than 3.2 billion prescriptions dispensed annually in the United States.

I.  Substantiation for Claims Made Under Section 403(r)(6) of the FDC Act 
(Docket No. 2004D-0466)

NACDS believes that product claims for dietary supplements authorized under 
the Federal Food, Drug, and Cosmetic Act (FDC Act) as amended by the Dietary 
Supplement Health and Education Act of 1993 (DSHEA) serve to improve the health of 
consumers and to promote the public health.  Every year, millions of American 
consumers rely upon truthful and non-misleading information about dietary 
supplements to purchase such products for important nutritional and health benefits.

Section 403(r)(6) of the FDC Act requires dietary supplement manufacturers 
to have substantiation of nutrient-content claims, claims about  classical nutrient 
deficiency diseases, claims of general well-being and nutrition support claims, 
including “structure-function claims.”  Under section 403(r)(6), such truthful and 
non-misleading claims for a dietary supplement must be “related to a classical 
nutritional deficiency disease and discloses the prevalence of such disease in the 
United States, describes the role of a nutrient or dietary ingredient intended to 
affect the structure or function in humans, characterizes the documented mechanism 
by which a nutrient or dietary ingredient acts to maintain such structure or 
function, or describes general well-being from consumption for a nutrient or dietary
ingredient.”�

A.  Claim Substantiation Is Not The Principal Obligation of Retailers

It is important for FDA to continue to recognize that, in the case of private label 
dietary supplement products, it is manufacturers, not downstream distributors or 
retailers, who are principally responsible for the substantiation of product claims 
within the scope of the Guidance.  In 1999, FDA concluded that “nearly a third of 
[dietary supplement] sales are private label brands” manufactured by a separate 
manufacturer for brand owners, such as pharmacies which sell store brand dietary 
supplements.�  
�For these products, FDA recently acknowledged the important distinction and 
allocation of responsibilities between dietary supplement manufacturers and 
retailers in its “enforcement activities against companies that market products with
false or misleading claims.”�  In October 2004, FDA wrote an advisory letter to 
dietary supplement distributors regarding certain weight loss products, cautioning:

“If you distribute products manufactured by others, you should be aware of the 
claims being made for the products and whether they are substantiated.  If a claim 
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is made in the labeling for dietary supplements and the claim is not substantiated, 
the product is misbranded under the Act.  If you become aware of a claim that 
appears to be unsubstantiated, you should request from the manufacturer information 
that substantiates the claim.  If the manufacturer is unable or unwilling to provide
this information, you should consider removing the product from your shelves and 
returning the product to your supplier.”�

NACDS recognizes that retailers, including chain community pharmacies, have 
an important obligation to review advertising claims for products and to seek 
substantiation of such claims from the manufacturers before making the products 
available for sale in their stores.  But FDA is right to focus by its recent 
enforcement activities on “promot[ing] the use of accurate information by 
manufacturers in the marketing of their products” and to solicit the assistance of 
retailers in achieving this important goal.  It is therefore important that FDA make
clear in the Guidance that retailers who advertise dietary supplement products 
through “compare and save” advertisements making no express claims are not 
themselves derivatively responsible for any claims made for comparator products.  
Nor should retailers who include either visual representations of a product in 
print, television ads or Internet sites, or verbal descriptions of a product in 
radio ads, be held derivatively responsible by FDA for substantiating any claims 
made by the manufacturer on the product packaging due to the mere visual or verbal 
depiction of the product in the retailers’ ads.  NACDS is concerned that, absent 
such clarification, substantial uncertainty regarding the application of the 
Guidance could cast a chill on future advertising, on which its members rely 
extensively to promote consumer understanding and utilization of dietary supplement 
products.

B.  Standard of Evidence for Substantiation

Absent a statutory definition under the FDC Act for the term 
“substantiation”, NACDS believes that FDA is correct to propose in the Draft 
Guidance to apply the Federal Trade Commission’s (FTC) standard for substantiation 
of claims made under section 403(r)(6).  FDA has also identified meaningful criteria
in the Draft Guidance� for consideration in developing claims for dietary 
supplement: the meaning of a claim being made; the relationship of the evidence to 
the claim; the quality of such evidence; and the totality of the evidence.

However, the Draft Guidance departs from the FTC’s approach to determining 
what forms of evidence may substantiate a claim within the scope of the Guidance.  
While FDA purports to adopt the FTC’s standard of “competent and reliable scientific
evidence” for claims substantiation, the agency also avers that it will not apply 
this standard to dietary supplement claims in the same manner but one “that is 
consistent with” that of FTC.  Given the agencies’ shared jurisdictions over dietary
supplement labeling and advertisements, any important differences between the Draft 
Guidance and FTC’s own guidance to industry will engender uncertainty concerning 
appropriate conduct by manufacturers and distributors and confusion over how the 
divergent standards are applied.

In its own guidance, the FTC has made clear to regulated manufacturers that 
the agency “will consider all forms of competent and reliable scientific research 
when evaluating substantiation.”�  In contrast, the Draft Guidance qualifies 
virtually all evidence other than controlled or observational human studies as 
“background information [that] alone may not be adequate to substantiate a claim.”� 
Where the FTC describes “well-controlled human clinical studies” as “the most 
reliable form of evidence”, the Draft Guidance specifies that “[c]ompetent and 
reliable scientific evidence adequate to substantiate a claim would generally 
consist of information derived primarily from human studies.”

Without appropriate flexibility in accepting high quality scientific 
evidence, application of the Draft Guidance could discourage regulated manufacturers
from relying upon evidence other than controlled human clinical intervention 
studies, which may be unavailable or unnecessary, or unethical or impractical to 
conduct prospectively.  This would substantially reduce the likelihood that 
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manufacturers would make product claims with any confidence under section 403(r)(6) 
when relying upon alternative forms of clinical information or animal studies, even 
if such evidence is published in the peer-reviewed literature.   Because FDA 
acknowledges that “there is no pre-established formula as to how many or what type 
of studies are needed to substantiate a claim,” NACDS believes that the Draft 
Guidance should be revised to state that:

competent and reliable scientific evidence may consist of information or data other 
than controlled human studies; and

case reports, review articles, meta-analyses and other non-human studies 
independently conducted or published in the peer-reviewed literature may constitute 
competent and reliable scientific evidence that substantiates claims within the 
scope of the guidance.

�II.  Premarket Notification for New Dietary Ingredient Notifications (Docket No. 
2004N-0454)

NACDS also wishes to supplement the comments received by FDA as a result of 
its November 15, 2004 public meeting regarding the premarket notification program 
for new dietary ingredients (NDIs) under section 413(a)(2) of the FDC Act.  Under 
section 413(a)(2), a dietary supplement that contains an NDI is not adulterated if 
there is:

“[a] history of use or other evidence of safety establishing that the dietary 
ingredient when used under the conditions recommended or suggested in the labeling 
of the dietary supplement will reasonably be expected to be safe, and, at least 75 
days before being introduced or delivered for introduction into interstate commerce,
the manufacturer or distributor… provides [FDA] with information, including any 
citation to published articles, which is the basis on which the manufacturer or 
distributor has concluded that a dietary supplement containing such dietary 
ingredient will reasonably be expected to be safe.” �

A.  Status of a Substance as a “New Dietary Ingredient”

NACDS urges FDA to fully recognize the statutory intent of DSHEA, made 
manifest in new section 413(c) of the FDC Act, to explicitly ‘grandfather’ dietary 
ingredients with “a history of use” marketed domestically as a dietary ingredient 
prior to October 15, 1994 from regulation as a NDI.  Any dietary ingredient marketed
under these conditions is entitled by statute to exclusion from regulation as a NDI.
 Most importantly, under the clear language and intent of section 413(c) of the FDC 
Act, the determination of whether a dietary ingredient is a NDI does not depend upon
whether such an ingredient was regulated by FDA prior to 1994 as a food additive.  
The statute is clear and FDA has no discretion to question whether a dietary 
ingredient was ‘legally’ marketed under the law prior to enactment of DSHEA because 
it was not compliant with the food additive regulations.

B.  Establishing a Reasonable Expectation of Safety

As a preliminary matter, NACDS believes that the exhaustive factors 
identified by FDA in identifying the chemical identity and processing or preparation
of NDIs as well as the key criteria for establishing the reasonable expectation of 
safety for NDIs are suitable for proposal and public comment in the form of a draft 
guidance document.�  Most importantly, as noted above regarding the draft guidance 
on product claims under section 403(r)(6) of the FDC Act, NACDS is concerned that 
the types of safety studies required under the criteria suggest a presumption that 
well-controlled human clinical studies would be generally required in order to 
substantiate NDI safety.  

It is important that FDA recognize that DSHEA was enacted to specifically 
remove dietary supplements from regulation as food additives and to create a new, 
separate premarket notification system that does not incorporate the same standards 
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of proof or require premarket approval as the regulations governing food additives. 
For example, under DSHEA, Congress explicitly created a standard of proof for 
dietary supplements (“reasonably be expected to be safe” under section 413(a)(2) of 
the FDC Act) distinguishable from the existing standard for food additives of 
requiring evidence of a “reasonable certainty of no harm.”�  Consequently, NDI 
notifications should rely upon all forms of reliable evidence of safety, not merely 
those types of studies specified by FDA.�

� 21 U.S.C. § 343(r)(6)(A).
� FDA Center for Food Safety and Applied Nutrition (CFSAN), “Economic 
Characterization of the Dietary Supplement Industry: Final Report,” March 1999, 
available at � HYPERLINK "http://vm.cfsan.fda.gov/~comm/ds-econt.html" 
��http://vm.cfsan.fda.gov/~comm/ds-econt.html� and accessed January 3, 2005.
� FDA CFSAN Office of Compliance, “Advisory Letter to Dietary Supplement 
Distributors about Unsubstantiated Weight Loss Claims,” October 22, 2004, available 
at � HYPERLINK "http://vm.cfsan.fda.gov/~dms/wl-ltr26.html" 
��http://vm.cfsan.fda.gov/~dms/wl-ltr26.html� and accessed January 3, 2005.
� Id.
� FDA CFSAN Office of Nutritional Products, Labeling and Dietary Supplements, “Draft
Guidance: Substantiation for Dietary Supplement Claims Made Under Section 403(r)(6) 
of the Federal Food, Drug, and Cosmetic Act,” November 2004, available at 
http://vm.cfsan.fda.gov/~dms/dsclmgui.html and accessed January 3, 2005.
� Federal Trade Commission, “Dietary Supplements: An Advertising Guide For 
Industry,” April 2001, available at � HYPERLINK 
"http://www.ftc.gov/bcp/conline/pubs/buspubs/dietsupp.pdf" 
��http://www.ftc.gov/bcp/conline/pubs/buspubs/dietsupp.pdf� and accessed January 3, 
2005.
� Id.
� 21 U.S.C. § 350b(a)(2).
� 69 Fed. Reg. 61680 (October 20, 2004).
� Section 409 of the FDC Act, 21 U.S.C. § 348; 21 C.F.R. 170.3(h) (“Safe or safety 
means that there is a reasonable certainty in the minds of competent scientists that
the substance is not harmful under the intended conditions of use.”)
� 69 Fed. Reg. 61680.

�
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