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MEMORANDUM

From: Martin J. Hahn
Xin Tao

Date: December 2, 2013

Re: FDA Issues Final Guidance on IND Requirement for Human Research Studies

We are writing this memo to bring to your attention a guidance document on investigational new
drug applications (INDs) that impacts the food industry. The Food and Drug Administration (FDA)
published its final guidance: Investigational New Drug Applications (INDs) – Determining Whether
Human Research Studies Can Be Conducted Without an IND (IND Guidance). 1/ The guidance was
intended to assist clinical investigators, sponsors, sponsor-investigators, and institutional review
boards (IRBs) in determining whether an IND will be required for human studies with drugs.
Regardless of its original intent, section D.2. “Conventional Food” of the final guidance, which was
not included in the draft guidance FDA published in 2010, has imposed IND requirements on certain
human studies with conventional food. 2/ The agency’s new policy has taken an unduly restrictive
view of what constitutes food and poses great challenge for food companies sponsoring human
studies. Our detailed analysis follows.

Intent of the Clinical Investigation

Under the current law, clinical investigations in which a drug is administered to human subjects must
be conducted under an IND if all of the following conditions exist: 3/

 The research involves a drug as that term is defined in Section 201(g)(1) of the Federal Food,
Drug, and Cosmetic Act (the FD&C Act). 4/

 The research is a clinical investigation as defined in the IND regulations (21 C.F.R. 312.3). 5/
 The clinical investigation is not otherwise exempt from the IND requirements in part 312. 6/

Thus, whether clinical investigations will need an IND turns on whether the substance of interest can
be defined as drug under Section 201(g)(1) of the FD&C Act, which includes, among other things,
“articles intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease…”

1/ 78 Fed. Reg. 52932-52933 (August 27, 2013).
2/ 75 Fed. Reg. 63189-63191 (October 14, 2010).
3/ See 21 C.F.R. Part 312.
4/ 21 U.S.C. 321(g)(1).
5/ 21 C.F.R. 312.3 defines clinical investigation as “… [an] experiment in which a drug is
administered or dispensed to, or used involving, one or more human subjects. For the purpose of
[the IND regulations], an experiment is any use of a drug [whether approved or unapproved] except
for the use of a marketed drug in the course of medical practice.”
6/ See 21 C.F.R. 312.2(b).
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and “articles (other than food) intended to affect the structure or any function of the body of man or
other animals.” The term “intended use” is further defined under 21 C.F.R. 201.128 as the objective
intent determined by manufacturer or distributor’s expressions or may be shown by the
circumstances surrounding the distribution of the article.

The current IND Guidance takes a different interpretation of “intended use” and does not focus on
the objective intent of the manufacturer or distributor, but states, “[f]or studies intended to evaluate
the effect of a food, the analysis for whether an IND is needed turns on the intent of the clinical
investigation.” 7/ Here, the agency has treated “the intent of the clinical investigation” to be
equivalent with the “intended use” requirement under 21 C.F.R. 201.128. The agency’s
interpretation is troubling from a statutory perspective because intended use is supposed to be
based on the intended use of the product not the intended use of the investigation. Moreover, the
definition of food specifically excludes any reference to “intended use.” The agency is stretching the
bounds of the FD&C Act when saying it can deem the substance of interest as a food or a drug
based on the intent of the clinical investigation.

For the past several years FDA has consistently taken the view that INDs are required when a study
involves a disease endpoint. While we believe such a view is overly restrictive, in the final guidance
FDA further expanded the conditions under which an IND is required. Disturbingly, in the final
guidance the agency recommends the use of an IND for studies evaluating the effect of the food on
the structure or function of the body unless the studied use is based on the nutritive value of the
substance.

Nutritive Value of Food

According to the guidance, an IND will be needed for human studies on the effects of structure and

function of human body if the effects are not derived from the product’s character as food – its taste,

aroma, or nutritive value. 8 / FDA asserts that its IND requirement for human studies with

conventional food flows from the case law (citing Nutrilab v. Schweiker, 713 F.2d 335 (7th Cir.

1983)). 9/ FDA reasons that if an edible product that might otherwise be a conventional food is

intended for a use other than providing taste, aroma, or nutritive value, the product becomes a drug

because the primary purpose of consuming it has changed. 10/

FDA defined nutritive value in its health claim regulations as “a value in sustaining human existence

by such processes as promoting growth, replacing loss of essential nutrients, or providing

energy.” 11/ FDA has taken the position that plant stanol and sterol esters have nutritive value

because they have a value in sustaining human existence. 12/ FDA concluded that plant sterol

esters have nutritive value because they affect the digestive process, which is one of the metabolic

processes necessary for the normal maintenance of human existence. FDA, therefore, has

established the precedent of interpreting nutritive value broadly and finding nutritive value when a

substance has an effect on a body system. FDA ignores this well-established precedent in the IND

Guidance. In addition, the case law cited by FDA in the IND Guidance (i.e., Nutrilab v. Schweiker) is

not consistent with FDA’s position. In particular, in Nutrilab v. Schweiker, the court actually held that

7/ Page 12 of the IND Guidance.
8/ See Page 13 of the IND Guidance.
9/ See id.
10/ See id.
11/ 21 CFR 101.13(a)(3).
12/ 65 Fed. Reg. 54686, 54688 (September 8, 2000).
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products primarily consumed as food such as coffee or prune juice, although consumed on occasion

for reasons other than taste, aroma, or nutritive value, are undoubtedly food. 13/

Dietary Supplement

The guidance will require an IND when the dietary supplement is being evaluated for an endpoint

that falls within the definition of disease. For example, according to the guidance, a clinical

investigation designed to evaluate a dietary supplement’s ability to prevent osteoporosis or to treat

chronic diarrhea or constipation would need to be conducted under an IND. 14/ In comparison, an

IND is not needed if the clinical investigation is intended only to evaluate the dietary supplement’s

effect on the structure or function of the body regardless of whether the effect is based on the

nutritive value of the dietary supplement. 15/ For example, a clinical investigation designed to study

the relationship between a dietary supplement’s effect on normal structure or function in humans

(e.g., guarana and maximal oxygen uptake) or to characterize the mechanism by which a dietary

supplement acts to maintain such structure or function (e.g., fiber and bowel regularity) would not

need to be conducted under an IND. 16/ This raises the interesting question whether it is to food

companies’ advantage to study the effects of the substance on the function and structure of the body

as “dietary supplement” instead of “conventional food.”

As if this is not complicated enough, FDA adds two more twists to the IND regulatory scheme.

Health Claim Exemption Inapplicable

Section 201(g) of the FD&C Act provides that a health claim in the label or labeling of a food
characterizing the relationship between a substance and a disease or health-related condition does
not cause the food to be a drug on the basis of that claim, provided that the claim is authorized
under and made in accordance with the requirements of Section 403(r) of the FD&C Act. 17/
Notably, the guidance makes it clear that this exemption is not applicable to the IND requirement.
18/ In other words, a study conducted to support a new or expanded health claim would still require
an IND, even if the substance of interest will be exempted from the drug definition during distribution.

Race to the Market

FDA further “cautions” that people should pay particular attention to two provisions of the FD&C Act:

 Section 301(ll) of the FD&C Act prohibits the marketing of any food to which has been added
a drug or biologic for which substantial clinical investigations have been instituted and for
which the existence of such investigations has been made public, unless the drug or
biologics was marketing in food before any substantial clinical investigation involving the
drug or biologics were instituted or one of the other exceptions in section 301(ll) applies. 19/

 Section 201(ff)(3)(B)(ii) of the FD&C Act excludes from the dietary supplement definition any
article authorized for investigation as a new drug for which substantial clinical investigations
have been instituted and for which the existence of such investigations has been made

13/ See Nutrilab v. Schweiker, 713 F.2d 335, 338 (7th Cir. 1983).
14/ Page 12 of the IND Guidance.
15/ Id.
16/ Id.
17/ 21 U.S.C. 343(r).
18/ See Page 14 of the IND Guidance.
19/ 21 U.S.C. 331(ll).
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public, unless the article was marketed as a dietary supplement or as a conventional food
before the IND became effective. 20/

FDA recognizes that by “forcing” companies to file an IND for studies involving new food ingredients
or dietary supplements the agency is jeopardizing the ability to market those products as foods if the
studies are conducted under an IND prior to the marketing of the products as foods or dietary
supplements. Rather than recognizing that these statutory provisions create significant disincentives
for conducting studies under an IND, FDA merely notes that companies should market the products
as foods or dietary supplements prior to conducting the IND. The position will encourage companies
“race to the market” with food and dietary supplement products before initiating an IND.

Looking Forward

FDA’s new IND Guidance poses great challenge for food companies currently developing human
studies to substantiate labeling claims. Although the guidance is presented as a “non-binding”
document, we predict most risk-averse IRBs will be unwilling to waiver from the FDA position and
will recommend an IND consistent with the criteria identified in the guidance. It can be a major
undertaking for food companies to obtain an IND, especially considering the inherent difference in
the nature of drug and conventional food products.

We strongly believe the agency’s new policy is unduly restrictive and not in line with the current law,
nevertheless, until the IND Guidance is amended, we recommend food companies adopt pragmatic
approaches to adapt to this new policy. For example, extra care should be taken when drafting the
objectives of clinical investigations of foods to ensure the study is based on the nutritive value of the
food. It also would be advisable to avoid establishing “disease endpoints” as the primary endpoints
of a study to mitigate the likelihood the IRB would subject the study to an IND.

The Center for Drug Evaluation and Research (CDER) took the lead on drafting the Guidance and it
is unclear whether FDA fully considered the ramifications of the position taken in the guidance on the
food industry. To the extent the Guidance complicates the industry’s ability to conduct clinical
studies—as we suspect will be the case—it would be advisable for the industry to meet with the
Center for Food Safety and Applied Nutrition (CFSAN) and try to convince the agency that
modifications to the Guidance are necessary.

* * *

We will continue to monitor this and other FDA IND requirements. Should you have any questions,
please do not hesitate to contact us.

20/ 21 U.S.C. 321(ff).


