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Moving Forward

for Supplement Industry in FDA’s 
New NDI Draft Guidance

FDA released its long-awaited revised new dietary ingredient (NDI) draft guidance with two 

major changes the dietary supplement industry will likely hail as good news.

BY JENNIFER GREBOW, EDITOR-IN-CHIEF

2 Big Wins

F
DA released its long-awaited revised 

new dietary ingredient (NDI) draft 

guidance on August 11 with two ma-

jor changes the dietary supplement indus-

try is celebrating. On these two points, FDA 

and the industry seem to have found middle 

ground.

Th e new draft guidance, which is currently 

in the midst of its public comment period, 

is a revision of FDA’s controversial July 2011 

NDI draft guidance.

No Longer NDI Notifi cations for 
Every Finished Product
Industry will be relieved to fi nd FDA has 

dropped its earlier suggestion that compa-

nies submit separate NDI notifi cations for 

every single fi nished product on the market 

containing an NDI ingredient. Th is provision 

in the original July 2011 version of the draft 

guidance sparked huge objections from the 

industry, with some calling it tantamount to 

unprecedented—and potentially unlawful—

premarket product approval.

In the new draft guidance, FDA said it 

would instead allow a company to create a 

single NDI notifi cation (an “NDI master fi le”) 

that would cover a wide range of product 

formulations. Th e notifi er would need to 

list a range of dosages for the NDI, as well as 

possible combinations of the NDI with other 

ingredients, that would still be reasonably 

expected to be safe.

In addition, the notifi cation would need 

to list other parameters, including poten-

tial daily intake levels, serving sizes, du-

ration of use, frequency of intake, target 

population, and dosage forms that would 

still render a product containing the NDI to 

be reasonably expected to be safe. Compa-

nies would only need to submit a new NDI 

notifi cation if their use of the NDI ingredi-

ent fell outside of the original notifi cation’s 

specifi cations.

Companies may not be able to anticipate 

today every future ingredient dose and in-

gredient combination for an NDI ingredient 

and may, sometime down the road, need 

to submit a new notifi cation to account for 

new uses. Still, this master-fi le option would 

drastically reduce the number of NDI notifi -

cations industry would need to submit and 

reduce the cost of submitting multiple NDI 

notifi cations.

As is the case today, it’s largely expected 

that ingredient suppliers will be the ones 

submitting NDI notifi cations for their ingre-

dients. An ingredient supplier could submit 

one NDI notifi cation spanning multiple uses 

for its branded ingredient, for instance, and 

all companies and distributors using that 

exact ingredient thereafter could rely on the 

supplier’s master fi le, as long as their use of 

the ingredient fell within the notifi cation’s 

usage parameters.

Based on industry feedback, most fi nd this 

master-fi le proposal a happy compromise.

“I think this absolutely is a place where 

FDA is trying to move to common ground. 

Th ey certainly heard our concerns from the 

marketplace side that what was in the fi rst 

guidance was not workable,” said Steve Mis-

ter, president and CEO of the Council for 

Responsible Nutrition (CRN; Washington, 

DC), in an interview with Nutritional Outlook, 

noting that his association had proposed 

the master-fi le concept over many meetings 

with FDA.

Th e solution may not please everyone, but 

Mister said, “I think it is absolutely a middle 

ground that the industry should learn to live 

with.”

He elaborated: “Because on the one hand, 

it protects FDA; they’re concerned about the 

IS
T

O
C

K
P

H
O

T
O

.C
O

M
/S

O
U

T
H

_A
G

E
N

C
Y

NUTRITIONAL OUTLOOK ■ 3OCTOBER 2016



Moving Forward

■ NUTRITIONAL OUTLOOK4 OCTOBER 2016

IS
T

O
C

K
P

H
O

T
O

.C
O

M
/K

E
M

A
LB

A
S

safety of ingredients, and they want to be 

sure that if one company comes up with an 

ingredient and then somebody else comes 

along with a copycat and says mine is the 

same, they want some assurance that it is in 

fact made the same way and has the same 

safety profile. But from the industry stand-

point, we want our finished-product folks to 

be able to rely on their ingredient supplier. 

And if the ingredient supplier goes and does 

all of this work, we want the people who buy 

from that vendor to be able to rely on [the 

supplier’s NDI notification], as long as they’re 

buying [that same NDI ingredient] from that 

vendor.”

“It’s a balancing act,” he said.

FDA’s requirements may also help level 

the playing field between two companies 

producing similar ingredients. The new draft 

guidance says that if a company has submit-

ted an NDI notification for its ingredient, 

another ingredient supplier making what it 

claims to be a similar ingredient would still 

need to submit its own NDI notification to 

prove that its version of the ingredient is 

safe. There is one exception, however: if a 

distributor sells a supplier’s ingredient, and 

the supplier has already submitted an NDI 

notification for the ingredient, the distribu-

tor would not need to submit a duplicative 

NDI notification.

For firms worried about submitting NDI 

data that contains trade secrets, FDA has 

retained its provision that data marked con-

fidential in an NDI docket will remain confi-

dential. “It should be noted that the original 

notifier is under no obligation to share with 

other manufacturers and distributors any 

trade secrets or confidential commercial 

information that were part of the basis for 

a safety conclusion for the original notifier’s 

product,” the new draft guidance states.

No Longer Holding Supplements 
to Redbook Safety Standards
FDA has also moved away from requiring 

NDI ingredients to abide by the stringent 

Redbook premarket-approval food-safety 

standard. In its original July 2011 draft 

guidance, the agency referred specifically 

to the Redbook and its safety standard 

of “reasonable certainty of no harm.” But 

those references are largely absent from 

the new text.

Industry pushed back forcefully on the 

Redbook language, underlining that the NDI 

standard Congress approved under the Di-

etary Supplement Health and Education Act 

of 1994 (DSHEA) is the lower-tier “reason-

ably expected to be safe” standard.

“That’s something we pushed for very 

much in our comments [to FDA] five years 

ago,” Mister said, adding that the food-addi-

tive standard is “a much higher standard be-

cause it was created for synthetic, manufac-

tured food chemicals and food colorings and 

preservatives where people were creating 

completely new chemical entities and put-

ting them in foods to make them look better 

or last longer.”

“We are very pleased to see FDA backing 

away from references to the Redbook and 

backing away from that standard, which was 

not the standard for dietary ingredients,” he 

said. 

When in Doubt,  

Submit an NDI Notification
Plus: Will FDA now step up its game of NDI enforcement?

BY JENNIFER GREBOW, EDITOR-IN-CHIEF

W
ondering whether you need 

to submit an NDI notification 

now that FDA finally issued its 

revised NDI draft guidance? If in doubt, it’s 

better to be safe than sorry, said speakers at 

an August 17 Natural Products Association 

(NPA; Washington, DC) NDI webcast.

“I think that companies should submit 

notifications,” said webcast speaker Ashish 

Talati, a member of law firm Amin Talati & 

Upadhye. “There’s just no reason not to.”

“If you’re dealing with an ingredient that’s 

new to the market and that hasn’t been in the 

diet before, what’s your basis for not submit-

ting?” said Daniel Fabricant, PhD, NPA’s ex-

ecutive director and CEO. “You always have 

to think about it from both sides, the basis 

for submitting and basis for not submitting. I 

think more folks need to do that and analyze 

their risk.”

“I think the risk is going to be higher than 

the reward in not doing so,” said webcast 

speaker Kevin Bell, managing partner of law 

firm Porzio, Bromberg & Newman.

Why You Might Want Your Own
As mentioned in the earlier story, the revised 

draft guidance allows multiple firms to ben-

efit from a single NDI notification, or an “NDI 

master file.” This setup is convenient in the 

case of a distributor/supplier relationship in 

which the distributor is selling a supplier’s 

ingredient that already has its own NDI no-

tification on file. (For more on master files, 

turn to the story, “Will Master Files and Pig-

gybacking Really Be Useful in Practice?”)

Still, there might be good reason a firm may 

want to submit its own notification—for in-

stance, to avoid future conflicts with competi-

tors. Although piggybacking off of another sup-

plier’s NDI notification might sound appealing, 

a firm may want to avoid this, said Bell.

If a company creating an NDI notification 

would like to base its notification in part on 

non-public information contained in another 

company’s NDI notification, FDA says the 

firm may do so as long as the ingredient is the 

same, the original NDI notification covers the 

same conditions of use as the new notifica-

tion, and the borrower has obtained written 

consent to use the other firm’s NDI data. But 

what if the two companies become competi-

tors one day? “I think it’s important for com-

panies to look at how they should act vis-à-vis 
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their competitors, whether they’re the first 

mover to get the NDI or whether they’re the 

one that wants to consider piggybacking,” said 

Bell. “I think a lot of times the answer may be 

to make competitors submit their own NDI. 

You certainly don’t want to give them access. 

Somebody who might not be a competitor 

today may be a competitor tomorrow or next 

year. So you really need to make conscious 

decisions when opening things up to allow 

someone to do that. And I think from a com-

petitive standpoint, from a strategic stand-

point, you probably don’t want to do this.”

Plus, if your company already has its own 

safety and quality data in house, “you really 

ought to look at submitting” yourself, said 

Fabricant. “If there’s any question of whether 

or not it’s an NDI and you have safety data 

and you didn’t submit it, then why?”

“You have to err on the side of caution,” he 

said. Despite the burden of creating an NDI no-

tification, the fact of the matter is that failing 

to do so “is a technical adulteration,” he added. 

“It’s a box you sometimes have to check.”

The Process and the Cost
Producing a solid NDI notification isn’t 

cheap, of course, and that is why creating NDI 

submissions is a big deal, especially to small-

sized nutraceutical firms. (For more on costs, 

turn to the story, “Would FDA’s NDI Guidance 

Really Cost Industry Billions of Dollars?”)

“It’s not cheap at all to submit an NDI,” 

said NPA’s senior vice president of scientific 

and regulatory affairs, Corey Hilmas, MD, 

PhD. NPA’s public comments on the draft 

guidance will include calls to “have FDA do 

a thorough economic cost burden for filing 

these submissions,” he said.

What happens once a company does sub-

mit a notification to FDA? The agency will 

respond in one of four ways: 1) an acknowl-

edgement letter, 2) an “inadequate” letter 

stating that FDA has some questions regard-

ing minor details, 3) an “incomplete” letter, or 

4) a “not a dietary ingredient” letter. If a firm 

receives an acknowledgement letter, or even 

if it receives an “inadequate” letter, a company 

is in the clear and can consider its NDI suc-

cessfully submitted. If it receives either of the 

latter two, then the NDI is not submitted and 

the firm must resubmit or take other action.

Firms receiving an “inadequate” letter but 

who really want the full acknowledgment 

letter can always choose to resubmit data 

to FDA. Fabricant, who previously served as 

director of FDA’s Division of Dietary Supple-

ment Programs, and Hilmas, who was chief 

of the FDA Dietary Supplement Regulation 

Implementation Branch, both stressed that 

firms can benefit from maintaining open 

dialogue with FDA throughout the process 

in order to draw a clear bead on what infor-

mation the agency is looking for.

Examining NDI submission data, Hilmas 

estimated that out of 61 acknowledgment let-

ters FDA sent during a five-year period (end-

ing in 2014), only two were achieved without 

the company having talked to FDA; the others 

were sent to firms that had communicated 

with FDA. Of companies that received an “in-

adequate letter,” Hilmas said that 27% of firms 

chose to resubmit and, of those, nearly half 

who maintained open dialogue with the agen-

cy went on to get acknowledgment letters.

“Certainly sticking with it and engag-

ing the agency and maybe doing some ad-

ditional safety studies seems to work to get 

to an [acknowledgment letter],” Fabricant 

said. And, he pointed out, if a company re-

ceived an “inadequate” letter, meaning FDA 

only has minor questions remaining, “you do 

meet the regulatory burden, so at that point, 

it’s a lot easier to engage the agency.”

The key, Fabricant stressed, is to submit 

your notification in the first place if one is 

needed. “It’s critical. By notifying the agency, 

consistent with 21 CFR 190.6, the burden re-

ally is on FDA to demonstrate the product is 

unsafe” thereafter, he said. “If you notify the 

agency, and unless you receive an incomplete 

letter in response that your data wasn’t com-

plete to 21 CFR 190.6 and that you didn’t in fact 

meet the burden for filing, you’ve effectively 

notified the agency.” Without notifying the 

agency, however, Fabricant said “it’s a techni-

cal adulteration for failing to submit an NDI 

notification and providing appropriate safety 

data. I don’t think anyone who’s a responsible 

corporate citizen is going to want to have that 

as how they’re viewed out there in the sphere.”

“If your company even thinks you should 

file, this should push you in the right direction,” 

he said.

Will FDA Enforce NDIs More?
Although FDA draft guidance is not binding 

by law, it provides a solid map of how FDA 

may go about enforcing NDI provisions in the 

future. Now that the agency has laid forth its 

current thinking, will it aggressively go after 

companies not meeting their NDI burdens?

NPA webcast speaker Cara Welch, PhD, 

senior advisor at FDA’s Office of Dietary Sup-

plements, repeated what FDA has said in the 

past—that the agency believes there may be 

a high percentage of companies in the mar-

ket who have not submitted notifications 

when they should have. “We believe, more 

anecdotally than anything, that more noti-

fications should have been submitted over 

the last 20 years than actually have been sub-

mitted, and so it’s important to us to ensure 

that industry is aware of our expectations of 

when notifications should be submitted,” she 

said. “Once finalized, the guidance will set 

the stage for future actions for those that are 

not complying with the requirements.”

Fabricant said firms should also consider 

product categories already on FDA’s enforce-

ment radar as areas ripe for NDI enforcement 

as well: “If you look at past history, look at 

where the focus has been. There’s been a lot 

[of attention] on sports nutrition. There’s been 

a lot on weight loss. Those are the areas where 

there tends to be kind of an interest in push-

ing the line somewhat with newer molecules, 

so I think people in those areas just need to be 

careful in terms of what they bring to market.”

Will FDA also have more resources to 

fund broad-scale enforcement now that the 

dietary supplements division is a full-blown 

office within the agency? That remains to be 

seen, Fabricant said, adding that NPA also 

plans to inquire about this.

“In terms of the agency priorities and fund-

ing, now that the agency is an Office and 

the strategic plan has since expired—this is 

2016—when will we see a new strategic plan 

from the agency on dietary supplements, and 

what will be the plan for enforcement of NDIs 

and statutory authority there? I think every-

one wants to see the agency enforce the NDI 

provisions in full and really pick those items 

out that shouldn’t be out on the market as 

dietary supplements or dietary ingredients.”

The agency seems to feel the same. “The 

NDI notification process is very important to 

the FDA. The notification process is FDA’s only 

premarket opportunity to review products, to 

review the formulation and the safety of prod-

ucts, and we take that seriously,” Welch said. 
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I
t’s the million-dollar question—or maybe 

even the billion-dollar question—raised 

by FDA’s revised NDI draft guidance: how 

much would it cost the dietary supplement 

industry to meet the requirements outlined 

in the draft guidance? In the weeks after the 

new guidance dropped, industry experts pro-

posed vastly different estimates for both the 

total number of NDI notifications (NDINs) 

that would be required and the cost of each 

separate NDIN.

On the high end, the United Natural Prod-

ucts Alliance (UNPA; Salt Lake City) suggest-

ed a preliminary estimate of the total NDIN 

cost burden on industry could range from 

$2 billion to $6 billion. Those figures, which 

UNPA noted were a very early and tentative 

assessment, are based on a reading of the 

guidance that requires a separate notifica-

tion be submitted for every manufacturing 

process change and every combination of 

different NDI ingredients. If that turns out to 

be the case, it’s easy to imagine tens of thou-

sands of instances when a separate NDIN 

would be necessary.

“It’s a spawning effect,” said Loren Is-

raelsen, president of UNPA, in UNPA’s August 

25 webinar on the new draft guidance. “If 

FDA really means this, then you will have a 

constantly generating set of new dietary sup-

plement products that require notification.” 

And if the cost burden on industry really 

does extend into the billions of dollars, many 

companies may simply find it too expensive 

to submit the required NDINs, Israelsen cau-

tioned, for fear of going bankrupt.

Other industry experts, how-

ever, foresee a less daunting 

future under the revised guid-

ance. Perhaps it’s only hundreds 

of new NDINs that will be necessary, 

instead of thousands, or maybe some NDINs 

can be submitted at relatively low cost. 

Much of the potential cost will also depend 

on what type of ingredient a firm is working 

with, and how strong its researched safety 

profile is already.

How Many New Notifications?
There’s at least one certainty in the new NDI 

draft guidance; FDA believes the supple-

ments industry is currently underreporting 

NDIs. 

“Over the past 20 years, we’ve received over 

900 notifications. We have not yet reached 

1000,” said Cara Welch, PhD, senior advisor 

at FDA’s Office of Dietary Supplements, dur-

ing a September 7 NDI webinar hosted by 

the Council for Responsible Nutrition (CRN). 

“Now, we don’t have all the information as to 

how many notifications should have been 

submitted that have not been submitted, but 

our impression is we should have received 

more than the 50 or so we receive a year.”

Though Welch declined to estimate 

whether it was closer to hundreds or thou-

sands of NDINs that needed to be filed, she 

did note that there are tens of thousands of 

supplement products on the market. Not all 

require notifications, Welch said, but many 

do. And while she chose not to guess at the 

total number of new notifications that would 

be required under the revised draft guidance, 

Duffy MacKay, ND, CRN’s senior vice presi-

dent of scientific and regulatory affairs, took 

a stab at the question.

“If I were to read the document literally 

and look at every manufacturing change 

considered both for old ingredients as well 

as new ingredients, I would hedge a bet that 

there are thousands of finished products that 

would require a notification,” MacKay said. 

Going one step further, UNPA arrived at its 

preliminary cost estimate by figuring in tens 

of thousands of new NDINs.

But other industry leaders, including Dan 

Fabricant, CEO and executive director of the 

Natural Products Association (NPA), said es-

timates based on such high NDIN numbers 

are just “fearmongering tactics.” He noted 

that the addition of a “master file” provision 

in the latest draft guidance, which allows in-

gredient firms to create a single NDIN for a 

broad range of product formulations, would 

enable fewer NDINs, especially with regard 

to ingredient combinations.

“You can’t say we got a master [ file] list 

and then [say] the FDA is requiring a new 

submission for each independent NDI,” Fabri-

cant told Nutritional Outlook. “It doesn’t work. 

There’s clearly a way that you can do a cube 

submission if you build [an NDIN] that covers 

a broad range of combinations and amounts 

of ingredients.”

Would FDA’s NDI Guidance 

Really Cost Industry  

Billions of Dollars?
Some industry experts warn that FDA is calling for tens of  

thousands of new NDI notifications, but others anticipate  

the burden on industry will be more manageable.

BY MICHAEL CRANE, ASSOCIATE EDITOR
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Michael McGuffin, president of the Ameri-

can Herbal Products Association (AHPA; 

Silver Spring, MD), also pushed back against 

the idea that thousands or tens of thousands 

of new NDINs would be necessary, even if 

that’s what the guidance may seem to imply 

as currently written.

“I don’t believe we’re going to actually see 

that every dietary supplement that contains an 

NDI is going to be subjected to a notification if 

we can continue to focus on where the assur-

ance of safety to the public is needed, a clear 

reading of the law, and some guidance on how 

to put your notification together so that it does 

have a broad application against broad condi-

tions of use,” McGuffin told Nutritional Outlook.

How Much Will Each NDIN Cost?
Aside from the sheer number of new NDINs 

proposed under the revised draft guidance, 

the question of how much each NDIN costs 

is just as important in arriving at an overall 

cost estimate.

During NPA’s August 17 webcast on the 

NDI guidance, Corey Hilmas, MD, PhD, NPA’s 

senior vice president of scientific and regu-

latory affairs, shared NPA’s estimate that a 

single NDIN may cost up to $500,000. That’s 

based on the estimate that a toxicology study 

may cost $178,000–$328,000, on top of an 

estimated $162,500 in consultant fees and 

other added costs.

“Those are real costs,” NPA’s Fabricant told 

Nutritional Outlook. “Those are costs we got 

from quotes from contractors, research or-

ganizations, and the labs themselves that do 

the animal testing and those sorts of things.”

However, not all outstanding NDINs 

will require such large fees, AHPA’s McGuf-

fin suggested. For ingredients that already 

have much of the supporting research work 

completed, it could be a fraction of that 

cost. McGuffin said he has spoken with 

companies that paid less than $25,000 for 

their NDINs, and in at least one case, less 

than $10,000.

“We’re not going to have to do a [toxi-

cology] study except for truly novel new 

ingredients,” McGuffin said. “We’re going 

to have to do some work, but this isn’t in-

tended to be a ‘start over, assume it might 

be poison’ approach for ingredients that 

are reasonably expected to be safe at the 

beginning of the review. I’m not saying we 

can ignore it and staple a bunch of pieces 

of paper together, but this idea that it’s go-

ing to cost billions, that’s in a worst case 

scenario.”

Part of a given ingredient’s NDIN cost cal-

culation may also depend on what category 

it falls in. Some ingredient types, as the fol-

lowing story explains, may require consider-

ably more work than others.

Clearly, industry cost estimates stemming 

from the NDI draft guidance are all over the 

map. Several trade associations have an-

nounced plans to call on FDA to conduct its 

own economic cost burden for NDIN sub-

missions in their public comments. 

Which Ingredient Categories Would Be  

Hit Hardest by the Draft Guidance?
Some ingredient types, such as probiotics and synthetic botanicals, may have extra work on their 

hands as a result of FDA’s revised NDI draft guidance.

BY MICHAEL CRANE, ASSOCIATE EDITOR

A
side from debating the NDI guid-

ance’s impact on industry as a 

whole, there does seem to be some 

consensus among industry experts that a 

few particular categories of ingredients could 

have some added challenges to deal with.

For instance, ingredient firms working 

with probiotics or synthetic botanicals—also 

known as “synbots”—may expect to have 

some extra work on their hands if the latest 

NDI draft guidance language makes it into 

the final guidance. While the path to market 

may still be open for these ingredient types, 

there will likely be a few more bumps in the 

road and possible detours along the way.

“Some have more work than others,” Dan 

Fabricant, CEO and executive director of the 

Natural Products Association (NPA), told Nu-

tritional Outlook. “People want it to be easy all IS
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the way through. I think what we’re seeing is 

there are some categories where we’re going 

to have more work, and that’s the reality.”

Synthetic Botanicals
Despite industry resistance, FDA’s latest NDI 

draft guidance is relatively consistent with its 

2011 stance that synthetic herbal/botanical 

ingredients are not dietary ingredients. One 

exception the latest draft does offer is that a 

synthetic botanical which has “been used as 

a lawfully marketed ingredient in the conven-

tional food supply” may qualify as a dietary 

ingredient, with FDA providing the examples 

of vanillin and cinnamic acid as two synbots 

that fit this description.

But what if FDA decides a certain syn-

thetic botanical doesn’t qualify for this ex-

emption? Examples of synthetic botanicals 

currently on the market include resveratrol, 

5-HTP, L-theanine, astaxanthin, and syn-

thetic caffeine, noted Loren Israelsen, presi-

dent of the United Natural Products Alliance 

(UNPA), in a September 8 UNPA webinar 

on the new NDI guidance. Ingredients like 

these clearly occupy a prominent place on 

the market, and many of them already have 

submitted NDI notifications.

“A curious fact is that some of these ingre-

dients were submitted as NDIs and FDA did 

not object to them,” Israelsen said. “So there 

are several synthetic botanicals currently 

sold that have been through the NDI pro-

cess. There seems to be a disconnect in what 

FDA’s practice has been versus what they are 

saying in the guidance.”

Vinpocetine
Unfortunately, there are already indications 

FDA is taking another look at synthetic 

botanicals with its draft guidance in mind. 

On September 7, FDA published a Federal 

Register notice (FDA-2016-N-2523) request-

ing comments on its “tentative conclusion 

that vinpocetine is not a dietary ingredi-

ent and is excluded from the definition of 

dietary supplement in the Federal Food, 

Drug, and Cosmetic Act (FD&C) Act.” Vin-

pocetine, FDA explains, is a synthetic com-

pound that does not have a history of food 

use, and it therefore does not qualify as a 

dietary ingredient.

What makes this action by FDA even 

more remarkable is the fact that vinpocetine 

has five acknowledgments from FDA already 

in its NDI database, NPA noted. For that 

reason, NPA’s Fabricant condemned FDA’s 

action on vinpocetine as “a form of double 

jeopardy” that “sets a bad precedent and is 

no environment to conduct business in.”

Other Options for Synbots
But even if more synthetic botanicals like vin-

pocetine encounter similar resistance from 

FDA in efforts to achieve—or simply hold 

on to—NDI status, Fabricant still sees other 

paths to market for synthetic botanicals.

“If I wanted to synthetically make an in-

gredient that’s only been in a botanical to 

this point and put it in a dietary supple-

ment, there are a lot of ways I could get 

to the market,” Fabricant says. “I could go 

through a food-additive petition notice. I 

could make it a [Generally Recognized as 

Safe (GRAS)] ingredient. I could do a lot 

of things. I could introduce it to the food 

supply and then introduce it to the dietary 

supplement supply.”

As a result of FDA’s hardline approach to 

synthetic botanicals, the GRAS approach will 

likely become more attractive to many com-

panies working with synbots, as long as their 

ingredients also have a history of use in the 

conventional food supply, Michael McGuffin, 

president of the American Herbal Products 

Association (AHPA), told Nutritional Outlook. 

But he also says FDA’s stance on synbots is 

a “missed opportunity,” because the more 

companies turn to self-affirmed GRAS rather 

than NDI notifications, the less NDI notifica-

tion information FDA actually receives.  

“I don’t think [FDA] really wants us to go 

around the NDI notification process through 

a self-affirmed GRAS process, but I think the 

law allows us to,” McGuffin says. “And if the 

agency wants to provide guidance that helps 

us through the NDI notification process, 

then we’ll move back toward that way. But 

we haven’t seen that guidance, at least for 

synthetic constituents.”

Probiotics
Companies working with probiotic ingre-

dients may also find they have some extra 

work in front of them, as FDA will be looking 

for more than just genus and species infor-

mation in many NDI notifications for probi-

otics, Corey Hilmas, MD, PhD, NPA’s senior 

vice president of scientific and regulatory af-

fairs, explained in an August 17 NPA webcast 

on the NDI guidance.

“For those who have strains where the 

genus and species have been acknowledged 

as an NDI, but your particular strain has not, 

watch out,” Hilmas said. “In the interim, you 

may want to find out how homologous your 

strain is to a strain that has been acknowl-

edged by the agency.”

Hilmas added that when establishing a 

history of safe use, “a strain, for example, that 

is 95% homologous to a strain already ac-

knowledged by FDA is an easier sell than one 

that is only 45% homologous.” In some cases, 

probiotic firms may have to embark on 90-

day rodent studies and/or human tolerability 

studies to confirm the safety of their probiot-

ics at a strain level.

Consequently, many probiotic companies 

may have an added cost to consider as a 

result of FDA’s call for strain-specific NDIs, 

although a company that doesn’t list its pro-

biotic at the strain level on product labels 

may be able to avoid that level of regulatory 

scrutiny, Hilmas added.

“If folks want to use a strain to differenti-

ate themselves, that’s fine,” NPA’s Fabricant 

told Nutritional Outlook. “The expectation, I 

think, is that if you’re going to differentiate 

yourself, you have the data to do it as well—

that you’re not just doing it for the marketing. 

You actually have the marketing plus the sci-

ence behind it.”

Another factor to consider is the growth 

medium used to grow a probiotic. If a pro-

biotic was previously grown in a dairy-

derived growth medium but a company 

chooses to switch to a vegetarian growth 

medium, “according to FDA, you need a 

new NDI notification,” explained Ashish 

Talati, a member of law firm Amin Talati & 

Upadhye, during a webinar hosted by the 

Council for Responsible Nutrition (CRN) 

on September 7.

“FDA considers the manufacturing pro-

cess of the ingredients that are liable at the 

time of ingestion to be an intrinsic part of the 

identity of that ingredient,” explained Talati. 

“Here, I recommend companies in the probi-

otic space file [public] comments [with FDA] 

because certainly there is a possibility where 

[changing growth mediums] may not affect 

[the probiotic’s] identity.” 
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How to 

Prioritize Your 

NDI Notifications
FDA’s revised NDI draft guidance raises the specter of thousands  
of potential new NDI notifications. But which are most pressing?

BY MICHAEL CRANE, ASSOCIATE EDITOR

I
ndustry responses to the release of FDA’s 

revised NDI draft guidance have ranged 

from the cautiously receptive to the bor-

derline apocalyptic. But regardless of just 

how big of a burden the latest NDI guidance 

would place on industry, all ingredient firms 

will likely want to consider their top priorities 

when submitting NDI notifications (NDINs).

Of course, much uncertainty still surrounds 

which ingredients ultimately need an NDIN, 

especially because so many of the draft guid-

ance provisions clash with changes that have 

happened since the passage of DSHEA in 1994. 

With more than 20 years behind us, it’s bound 

to be difficult to establish whether ingredients, 

due to new manufacturing processes, have 

changed since the ingredients were produced 

pre-1994 and now require an NDIN, or whether 

physical evidence exists to show an ingredient 

was even on the market pre-DSHEA to exempt 

the ingredient from the NDIN rule.

But for firms pressing forward with notifica-

tions, there are still a few clear starting points.

High-Risk Ingredients
From the perspective of an ingredient suppli-

er or manufacturer, the first step in address-

ing the need for new NDINs may be to look 

at its most successful ingredients or products.

“Start with your bestselling products, the 

products that you really care the most about in 

terms of revenue, in terms of sales, and do an 

NDI analysis,” advised Ashish Talati, a member 

of law firm Amin Talati & Upadhye, during a 

September 7 webinar hosted by the Council for 

Responsible Nutrition (CRN). Once a firm en-

sures its top ingredients pass FDA’s NDI mus-

ter, then it’s a matter of prioritizing any other 

ingredients based on the likelihood an NDIN is 

required, Talati said.

In some cases, ingredient firms will likely 

identify ingredients that clearly require an 

NDIN, possibly because there is no history of 

marketing before 1994 or there is no NDI ex-

emption due to presence in the food supply. 

These go on a high-priority list, Talati said. 

After that, consider ingredients for which the 

regulatory status may be a bit murkier under 

the revised NDI draft guidance, he explained. 

This would include old, pre-DSHEA ingredi-

ents that may actually require an NDIN due 

to a chemical alteration or a change in manu-

facturing process since 1994, such as the use 

of a different extraction solvent.

“I think this is where companies need to 

pay more attention, because you could be 

thinking you’re using an ingredient that’s 

been sold for 20 or 30 years, but your sup-

plier could be using a different extraction 

method,” Talati advised manufacturers. “If 

you don’t know it, obviously you’re not going 

to address that issue.”

FDA Resources
Aside from figuring out how to prioritize 

NDI tasks, firms may also want to think 

about where FDA’s NDI attentions will actu-

ally land. Several industry experts have noted 

that the agency tends to use the NDI provi-

sion as an administrative tool only when an 

ingredient raises safety issues.

“If you look at the warning letters that 

[FDA has] written over the last five years, 

and there have actually been quite a few now 

where they have cited the failure to file an 

NDI notification in the warning letter, they 

don’t typically do that for something unless 

they have a genuine safety concern about it,” 

Steve Mister, president and CEO of CRN, told 

Nutritional Outlook. For instance, he noted 

that FDA has invoked the provision in recent 

warning letters against DMAA, DMBA, and 

Acacia rigidiula.

“But you don’t see them using it willy nilly 

for just any ingredient out there,” Mister said. 

“It’s only when they already have a safety con-

cern and it allows them to act. And I think 

that’s how they’re apt to move forward after 

the guidance, is that they will continue to use 

the NDI provision where they already have 

real concerns about safety.”

Talati shared Mister’s take on FDA’s priori-

ties, adding that commonly used ingredients 

have a “very low” risk of FDA enforcement 

action.

“I don’t anticipate that FDA is going after 

any ingredient that it certainly does not have 

any safety concern [ for],” said Talati. “In the 

short term, they just don’t have the resources 

to do that. That doesn’t mean that you as a 

company shouldn’t file it. It’s just, what is 

your risk?” IS
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O
ne of the most-discussed aspects of 

the NDI draft guidance moving for-

ward will be whether manufactur-

ing processes FDA considers as chemically 

altering an ingredient will require a broad 

swath of industry companies to submit NDI 

notifications (NDINs). During a Natural Prod-

ucts Association (NPA) webinar on August 

17, speaker Ashish Talati highlighted con-

cerning language preserved from the original 

July 2011 draft guidance, plus new language 

introduced in the new, revised version, that 

he says will “impact everyone.” “The manu-

facturing changes and chemical alteration 

[portion of the guidance] are two of the big-

gest things that will impact everyone—or the 

majority of companies,” said Talati, a member 

of law firm Amin Talati & Upadhye. “Compa-

nies need to understand that.”

An ingredient marketed as a dietary sup-

plement ingredient in the U.S. prior to the 

passage of DSHEA on October 15, 1994, is 

generally considered grandfathered and does 

not require an NDIN. But FDA’s stance that 

certain manufacturing changes may render 

an ingredient so significantly different from 

its pre-DSHEA version that it can no longer 

be assumed safe may require some grandfa-

thered ingredients to undergo the NDI pro-

cess anyway in order to prove they are safe.

Representing FDA during the webinar, 

Cara Welch, PhD, senior advisor at FDA’s Of-

fice of Dietary Supplements, said that what 

the agency is concerned with is the degree of 

change that takes place between one genera-

tion of an ingredient and the next.

“FDA intends to take into account the mag-

nitude of change in a composition or struc-

ture and whether it would affect the ingredi-

ent’s safety,” she said. “And that’s really what 

it comes down to here: we are here to protect 

the public health. The first and foremost direc-

tion of our priorities is effecting the safety of 

ingredients, effecting the safety of products.”

According to Welch, many of the stake-

holder comments FDA received following its 

July 2011 draft guidance criticized the list of 

processes that FDA listed as exempt from the 

NDI provision as “too narrow.” At the time, 

FDA’s list included only the following pro-

cesses listed in a Congressional Statement 

of Agreement as part of the original DSHEA 

legislation: minor loss of volatile compo-

nents; dehydration; lyophilization; milling; 

and formation of a tincture or a solution in 

water, a slurry, a powder, or a solid in suspen-

sion. These minor manufacturing changes 

wouldn’t change an ingredient enough to al-

ter its safety, the agency said.

In the new draft guidance, FDA purposefully 

revised the text to more explicitly explain what 

the agency considers to be manufacturing pro-

cesses that result in chemical alteration. The 

good news for industry is that the agency now 

clarifies that the Congressional Statement of 

Agreement should be considered merely an 

example of a list of processes exempt from the 

NDI rule. It’s not an “all-inclusive list,” Welch 

said. Indeed, Talati said, “FDA does indicate 

that they intend to continue to evaluate evolv-

ing technologies. I think that reflects a broader 

CFSAN position that they are a science-based 

agency. At least they will consider new tech-

nologies and scientific reasoning.”

But some specifics FDA added to the draft 

guidance birth new concerns. The revised 

guidance cautions that an NDIN is needed 

if changes to an ingredient’s manufacture 

alter the “physicochemical structure or prop-

erties, purity and impurities, or biological 

properties (such as bioavailability or toxicity) 

of the ingredient.”

Unfortunately, those parameters may 

ensnare many of the modern manufacturing 

techniques industry now widely employs to 

create ingredients that are better absorbed 

or more effective than their pre-DSHEA 

counterparts. Consider, for instance, 

Talati said, the types of processes that can 

change the physicochemical structure of 

an ingredient—a no-no according to the 

NDI guidance—including common changes 

related to pH, solubility, particle size, melting 

or boiling point, or refractive index. What’s 

more, today’s practice of making ingredients 

more bioavailable may be considered as 

changing an ingredient’s biological properties.

Processes to strengthen ingredient purity 

and decrease impurities would also widely 

be considered beneficial—but, again, in FDA’s 

eyes could trigger the need for an NDIN. 

Concentrating active constituents to increase 

an ingredient’s potency would also be on the 

radar. And ingredient extracts and tinctures 

could call for an NDIN if they use solvents 

other than water or aqueous ethanol. “I think 

this is a big one,” Talati said, adding that many 

companies today may use solvents other 

Chemical Alteration  
in NDI Guidance

“Will Impact Everyone”
FDA’s “chemical alteration” language in its revised NDI draft guidance  

may require a broad swath of industry companies to submit NDI notifications.

BY JENNIFER GREBOW, EDITOR-IN-CHIEF
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than water or aqueous ethanol. Other factors 

the agency would take into consideration are 

serving level, conditions of use, and source 

material, according to the guidance.

Th e takeaway, said Talati? “Th ose are 

some of the things FDA is saying, or at least 

in this guidance is saying, could change the 

identity” of an ingredient.

Over the years, many have argued that 

by not bringing newer manufacturing prac-

tices under the umbrella of an NDI exemp-

tion, FDA would in eff ect punish fi rms for 

advancing the state of the industry. “It’s al-

most like if you innovate, you might have to 

have an NDI,” Talati said. “I think this will 

impact many, many companies.”

Th ose concerns that surfaced back in July 

2011 are still present with the revised draft 

guidance. During NPA’s webcast, Welch said 

FDA is especially encouraging fi rms to sub-

mit public comments regarding manufac-

turing processes and chemical alteration. 

“We invite comments on any aspect of the 

draft guidance, of course, but we do want to 

hear specifi cally on what processes alter the 

identity of an ingredient, thus creating a new 

dietary ingredient,” she said.

She said FDA is also encouraging industry 

to provide examples of instances in which a 

manufacturing process may chemically alter 

an ingredient in one case, but not in another. 

“Are there certain processes, maybe a tinc-

ture or another process, that sometimes re-

sult in chemical alteration and sometimes do 

not?” she asked.

Finally, Welch said, the agency is 

encouraging stakeholders to back up their 

arguments with scientifi c evidence. “We are 

a science-based organization, and we are 

especially interested in receiving scientifi c 

information that shows whether a particular 

process actually results in chemical 

alteration.” Talati likewise also encouraged 

industry to submit comments seeking 

greater clarity from FDA. 

A Reasonable Take on 

Ingredient Combinations?
FDA is “absolutely within its rights” to request a separate NDI notifi cation for ingredient 

combinations, says CRN’s Steve Mister, and the burden on industry could be minimal.

BY MICHAEL CRANE, ASSOCIATE EDITOR

A
mong its several controversial areas, 

the NDI draft guidance has raised 

a particular concern within the di-

etary supplements industry regarding its 

approach to ingredient combinations. Spe-

cifi cally, the guidance seems to suggest that 

the combination of an NDI ingredient with 

another ingredient would require its own 

separate new dietary ingredient notifi cation 

(NDIN) if there is no existing notifi cation de-

scribing the combination ( for instance, an 

NDI master fi le). Th is also could include com-

binations of ingredients that already have 

NDINs; for instance, if two NDI ingredients, 

each possessing its own separate NDIN, are 

now to be combined in a new way not cov-

ered in any previously existing NDIN, that 

combination would require new notifi cation.

Loren Israelsen, president of the United 

Natural Products Alliance (UNPA), cautioned 

in an August 25 UNPA webinar that such an 

approach would result in an “exponential” 

rise in the number of NDINs required, simply 

due to the many diff erent ingredient combi-

nations emerging on the market every year. 

Th e prospect of submitting so many new 

notifi cations likely seems daunting to many 

ingredient companies.

But Steve Mister, president and CEO 

of the Council for Responsible Nutrition 

(CRN), takes a more accommodating view. 

While industry may not like the idea of 

NDINs for separate ingredient combina-

tions, he tells Nutritional Outlook that 

“FDA is absolutely within its rights” to call 

for them.

“If you have a new ingredient that’s only 

been examined for safety as a single entity, 

and now you’re adding something to it, the 

agency says you need to show us that you 

can reasonably expect that this interaction 

is not going to cause any synergies or nega-

tive consequences because you’re now using 

two things together,” Mister explains. For in-

stance, a new synthetic stimulant combined 

with caff eine would require a separate NDIN, 

even though caff eine is an old dietary ingre-

dient (pre-DSHEA) and the synthetic stimu-

lant may already have an NDIN submitted.

“I don’t think it’s unreasonable that FDA 

says, ‘Okay, caff eine is an old ingredient, 

but we need to know that this new ingredi-

ent, when it’s combined with caff eine, is still 

safe,’” Mister says.

Additionally, while the sheer number of new 

NDINs that would be required for ingredient 

combinations may not sit well with industry, 

the resources necessary to complete each one 

could be minimal, Mister proposes.  

“Maybe this is not a $50,000 fi ling. Th is 

could be a paper fi ling that’s only two or 

three pages long,” Mister says. For instance, 

Mister presents the example of an NDI that 

is being combined with vitamin C. Th e NDIN 

for that combination could be relatively brief 

and straightforward, he suggests.

“Your new notifi cation basically says, 

‘Look, here’s the safety data we gave you the 

fi rst time on the ingredient. Here’s the safety 

data to show that vitamin C does not work 

any diff erently than it would otherwise. Th e 

two ingredients work on diff erent parts of the 

body, they have diff erent biomarkers, they’re 

totally independent.’ End of story,” Mister says.

Mister also points out one thing that the 

guidance doesn’t call for: NDINs for com-

binations of old, or pre-DSHEA, dietary in-

gredients. Although an NDI combined with 

an old ingredient would require a separate 

NDIN, old ingredients combined with only 

other old ingredients get a pass.

“Th at’s a win for us because we were afraid 

they were going to try to say that was a new 

ingredient,” Mister says. IS
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VIEWPOINT

A
s the dust settles on the release of FDA’s 

revised NDI draft guidance, dietary 

supplement companies, whether multina-

tionals or startups, should be preparing their 

own comments to file with FDA—or at least 

be working with one of the trade associa-

tions on comments the associations will file.

Although, on the surface, the 2016 revised 

draft guidance has made great progress and 

includes many positives as compared to 

FDA’s 2011 first draft of the guidance, there 

are still areas of concern. In particular, the 

revised sections on manufacturing changes 

and chemical alteration have a potential to 

affect every single company in the dietary 

supplement space.

As currently written, these sections are 

overly broad and would result in the need 

for companies to file NDI notifications due 

to seemingly benign changes in product 

manufacturing. The industry needs to pro-

vide specific, detailed (read: granular), and 

science-based comments to FDA that both 

demonstrate why these sections of the guid-

ance are too broad and advise FDA on how 

these sections should be changed to ensure 

the guidance can be applied appropriately 

throughout the industry.

In general, comments relating to manu-

facturing changes and chemical alteration 

should address the following:

r� Not all changes (manufacturing or 

chemical alterations) should be consid-

ered significant

r� Not all significant changes alter an in-

gredient’s identity from its pre-1994 

(pre-DSHEA) identity and therefore 

should not trigger an NDI notification

r� What type of scientific evidence will 

FDA accept for measuring baseline in-

gredient identity and any manufactur-

ing changes that take place thereafter?

Ideally, companies should submit science-

based comments indicating which processes 

do and do not result in a “manufacturing 

change” or “chemical alteration” and trigger 

an NDI analysis. Making these comments as 

detailed as possible would help demonstrate 

to FDA exactly how far-sweeping the guid-

ance is as presently drafted. Additionally, and 

perhaps more importantly, such comments 

would provide FDA with a list of examples 

and explanations to include in future guid-

ance drafts in terms of what is considered 

a manufacturing change or chemical altera-

tion, and what is not.

But before hauling out the chemistry text-

books in order to draft their NDI comments, 

companies should first take a moment to 

review how other countries handle similar 

regulations. A particularly applicable ex-

ample is Australia. The Therapeutic Goods 

Administration (TGA) in the Australian 

government’s Department of Health and 

Ageing is tasked with regulating “Comple-

mentary Medicines.” Because there is no 

dietary supplement category in Australia, 

Australia’s regulatory approach to botanical ingredient changes 

may inform U.S. companies as they prepare NDI draft guidance 

comments.

By Ashish R. Talati and Jennifer M. Adams, Amin Talati & Upadhye

Consulting Our Mates  
Down Under for NDI Guidance
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ingredients such as botanicals, amino acids, 

and vitamins and minerals are considered to 

be Complementary Medicines. All Comple-

mentary Medicine products are required to 

either be listed or registered with the TGA.

In particular, TGA’s “Guidance on Equiva-

lence of Herbal Extracts in Complementary 

Medicines” provides some key instructions 

to Australian companies on how they should 

measure the scope of manufacturing chang-

es made to their ingredients. After publish-

ing a draft guidance in 2007 and soliciting 

comments from industry, TGA finalized its 

guidance in February 2011. Importantly, the 

guidance instructs companies on how to 

determine when an ingredient is altered and 

when it is not.

What’s covered in this TGA guidance may 

serve as a roadmap for NDI comments U.S. 

companies should consider filing with FDA.

The Australian Model
TGA recognized that not all fluctuations in 

botanical extraction would affect the safety 

or efficacy profile of an ingredient. These 

fluctuations could include a change in sup-

plier, natural seasonal changes in the plant, 

or changes in solvent concentration or type. 

The TGA guidance addresses when a change 

in an herbal extract does not trigger a re-

quirement to list or register the product as a 

separate good with the TGA—or, conversely, 

when a change alters an ingredient so dras-

tically that it triggers additional regulatory 

requirements.

The guidance says that by establishing a 

baseline chromatography profile of an ingre-

dient (before any manufacturing changes or 

chemical alterations are made), manufactur-

ers can gauge when a subsequent change in 

a botanical extract is minor enough that the 

ingredient is essentially considered the same.

TGA’s guidance describes in detail how a 

baseline chromatogram profile for an ingre-

dient should be developed and curated, and 

how it should be interpreted. For example, 

in order to build a comprehensive baseline 

profile of their ingredient, manufacturers are 

instructed to experiment with different chro-

matography techniques (such as gas chroma-

tography or high-pressure liquid chromatog-

raphy), different solvents, different stationary 

phases, and different detection techniques 

when developing profiles. TGA also explains 

that all of the active constituents in a botani-

cal should be measured. If measurement of 

a constituent is omitted, companies should 

include detailed explanation as to why this 

constituent is deemed to have no effect on 

the identification of the substance and there-

fore does not need to be recorded. The guid-

ance also explains that when there is a known 

possible adulterant, techniques should be 

incorporated to enable their detection. Ad-

ditionally, manufacturers are encouraged to 

maintain ingredient chromatography profiles 

that account for possible variations in the in-

gredient, such as different botanical sources 

and seasonal changes.

Overall, the TGA guidance captures two 

key points regarding manufacturing chang-

es and chemical alteration that companies 

can apply to their own FDA NDI comment 

submissions.

First is the notion of why manufacturers 

should establish a baseline ingredient profile 

for their ingredient and how they should do 

so. Without knowing the starting point of 

an ingredient (its identity prior to a manu-

facturing change or chemical alteration), it 

is impossible to assess whether a chemical 

alteration or manufacturing change to that 

ingredient has occurred. Companies should 

urge FDA to specify which techniques the 

agency deems acceptable for determining a 

baseline and for assessing whether a change 

or alteration has occurred.  They should also 

provide examples to FDA of which manufac-

turing methods still preserve an ingredient’s 

baseline identity.

Second, what analysis is required to deter-

mine if a manufacturing change or chemical 

alteration has occurred? Here, it is crucial to 

outline science-based examples of specific in-

gredient changes that do not alter the safety 

profile of an ingredient. This would allow 

FDA to expand the list of processes that the 

agency considers not resulting in manufac-

turing changes or chemical alteration. FDA 

specifically says in the draft guidance that the 

agency would consider arguments “supported 

by science” when assessing these cases.

Much More Clarity Needed
Companies need to seek clarification from 

FDA on what the agency considers sufficient 

science to show that the safety or efficacy of 

an ingredient has not been altered. For exam-

ple, would providing an expert opinion letter 

from a toxicologist be persuasive enough in 

the agency’s eyes? Companies should submit 

examples of how these evaluations could be 

performed and explain the scientific basis 

for that particular approach. Including these 

details could expedite crucial clarification 

needed from FDA.

Although progress has been made with 

the revised draft guidance, the guidance still 

yields many more questions than answers. 

The dietary supplement industry as a whole 

needs to provide a unified, detailed response 

while the dialogue with FDA is open. By sub-

mitting science-based examples, particular-

ly those accepted by other regulatory bodies, 

industry will likely get feedback from FDA. 

This dialogue will also give industry more 

insight on how FDA would conduct NDI 

analyses. Determining how FDA will treat 

your product is the first step towards ensur-

ing that it is compliant and that your brand 

is protected under the NDI regime. 

Guidance from Australia’s 

Therapeutic Goods 

Administration (TGA) may 

serve as a roadmap for the 

U.S. NDI guidance. Those 

submitting comments to 

FDA should read up on the 

TGA guidance.

Ashish Talati is a Member at Amin Talati 

& Upadhye. Mr. Talati has written exten-

sively on topics related to NDIs and has 

successfully filed many NDI notifications 

with FDA. Jennifer Adams is an associate 

attorney at Amin Talati & Upadhye and 

handles NDI and Generally Recognized as 

Safe (GRAS) matters. 
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Master Files

T 
he dietary supplement industry’s fi rst 

NDI master-fi le notifi cation has now 

been submitted to FDA. Scientifi c 

and regulatory consulting fi rm AIBMR Life 

Sciences (Seattle, WA) told Nutritional Out-

look it submitted the notifi cation on behalf of 

a client in early September.

A concept newly introduced in FDA’s re-

vised NDI draft guidance released on August 

11, the NDI master-fi le provision lets mul-

tiple fi rms operate under the umbrella of a 

single NDI notifi cation (NDIN). John Endres, 

ND, AIBMR’s chief science offi  cer, said that 

when his company submitted its master-

fi le notifi cation, FDA “had no standard op-

erating procedures” for submitting a master 

fi le. “I think they’re trying to work it out,” he 

added.

Industry leaders largely support the idea of 

a master fi le because it should ease the total 

number of NDINs industry fi rms will need to 

submit. In addition, the new draft guidance 

gives fi rms the option of “piggybacking” off  

of another company’s NDI data in order to 

build its own NDIN, as long as it has written 

permission from the original NDIN submit-

ter to do so.

As convenient as these provisions sound, 

there are still times when taking advantage 

of them may not be as easy as it seems, and 

even times when it may not be the right 

thing to do.

Master Files in Practice
While the majority of the dietary supple-

ments industry has voiced support for the 

master-fi le concept, stating that this option 

will ease the number of NDI notifi cations 

companies are required to submit, questions 

still remain about how practical master fi les 

will be in practice.

FDA’s guidance states that if a dietary 

supplement manufacturer’s product con-

tains the exact same ingredient that is cov-

ered by an existing master-fi le NDIN (same 

ingredient identity, manufactured in the 

same way) and uses the ingredient under 

the same dosage, ingredient combination, 

and other conditions described as safe in the 

original notifi cation, the manufacturer does 

not need to submit its own NDIN and can 

go about using the ingredient in its product 

legally.

But is it really possible for, say, an ingredi-

ent supplier to anticipate the needs—ingre-

dient combinations, ingredient dosages—of 

all of its current and potential future manu-

facturer clients when creating its master fi le? 

Th at remains to be seen.

Th e creator of a master fi le will likely want 

the notifi cation to be as broadly applicable 

as possible when listing safe usage parame-

ters and ingredient combinations. “We think 

that FDA should clearly state and in fact en-

courage companies to submit notifi cations 

for the ingredient that broadly describe the 

conditions of use to the degree that the in-

formation that is the basis for the submit-

ter’s conclusion of reasonable expectation 

of safety can be applied broadly,” said Mi-

chael McGuffi  n, president of the American 

Herbal Products Association (AHPA), in an IS
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August interview with Nutritional Outlook. 

“The thing that’s logical is if the ingredient 

company comes into the marketplace with a 

new ingredient, and they want to sell it to 30, 

60, dozens of different brands, one of their 

valuable properties should become their 

NDI notification. Then they can go to all 

of the brands and say, ‘I’ve got you covered 

because I’ve got my NDI notification that I 

wrote broadly.’”

When it comes to describing ingredient 

identity, however, a company will want to be 

very specific, said Dan Fabricant, CEO of the 

Natural Products Association. “You know the 

agency,” he said. “The first thing they look at 

is the identity. So if that identity, or identities, 

aren’t clearly defined, you’re going to have 

some trouble.”

But Fabricant also advised companies to 

get specific when describing usage param-

eters. “[Be] very specific, incredibly specific, 

in [terms of] the amount [of the ingredient] 

that’s going to be used and in [terms of] the 

combinations [with other ingredients],” he 

said.

AIBMR’s Endres said that creating a mas-

ter file that will work for a large number of 

companies is “definitely doable.” However, he 

conceded there is no established path for-

ward given that this is the first time industry 

will be submitting master files.

Fabricant said the ease or difficulty of 

creating a broad master file would be deter-

mined on a “case-by-case basis.”

“I see some scenarios where it’s very easy, 

and I see some scenarios where you probably 

can’t do it,” he said. “It really depends. If it’s 

just one ingredient that’s being combined 

with an excipient, or being combined with 

alphabet vitamins, that’s pretty easy. If it’s an 

NDI combined with other NDIs, that’s a bit 

tricky.”

When asked whether ingredient suppli-

ers are likely to start investing in studies on 

more ingredient combinations in order to 

broaden notifications, Fabricant said that 

depends on the individual situation as well. 

“In some cases, they’re going to have to, and 

in other cases, they’re not going to have to. 

I mean, if you’re going to combine an NDI 

with something like vitamin C…there’s 

probably not a lot limiting…the amount of 

vitamin C there. Once there’s a safety sig-

nal, you’ve satisfied that question. I think 

people need to be reasonable. [But] if you’re 

combining something with caffeine or an 

ingredient that may be used as a stimulant 

or things like that, then you’re going to have 

to be very, very specific with your safety 

data.”

When Does Piggybacking NOT
Make Business Sense?
Firms also have the option of piggybacking 

off of another supplier’s existing NDIN. In 

this case, a company still submits its own 

notification, only the notification may bor-

row or cite some data that’s already been 

submitted to FDA as part of another com-

pany’s NDIN. For instance: if an ingredient 

supplier’s NDI master file doesn’t meet all 

of a product manufacturer’s needs—say 

the ingredient combinations the master file 

describes exclude some ingredients in the 

manufacturer’s product—then the manu-

facturer can submit its own NDIN but still 

include or cite some of the ingredient sup-

plier’s data on the supplier’s own particular 

NDI ingredient. This way, the manufacturer 

is able to account for its use of the NDI in-

gredient within its specific product formula, 

without having to perform additional safety 

studies that an ingredient supplier has al-

ready performed on an NDI ingredient. 

FDA’s draft guidance makes clear that com-

panies may only borrow data if they have 

express written permission from the original 

notifier to do so.

Initially, this piggybacking option may 

seem very convenient, especially for prod-

uct manufacturers. If an ingredient suppli-

er lets a product manufacturer piggyback, 

“then [the manufacturer] can do a very 

abbreviated sort of NDI notification elec-

tronically based on the master file, as long 

as the master file received an ‘acknowledg-

ment of no objection’ letter,” AIBMR’s En-

dres says.

But all companies need to be careful about 

whom they choose to piggyback off of and, 

likewise, who they allow to do the piggy-

backing. During an August Natural Products 

Association NDI webcast, Kevin Bell, an in-

tellectual property attorney and managing 

partner at Porzio, Brombery, and Newman, 

pointed out that a company could end up 

sharing information with someone who may 

one day become a competitor.

Plus, he pointed out, piggybacking can 

make the world of intellectual property 

more complex in other ways. Here’s one: in 

a supplement industry grown increasingly 

litigious around ingredient patents, com-

panies should keep in mind that although 

FDA allows the master-file holder to redact 

confidential data when sharing master-file 

information with other firms, that confi-

dential data could still become public if the 

two firms sharing NDI data become em-

broiled in an IP battle one day. Courts may 

require the NDI data be shared as evidence, 

Bell said.

He concluded, “I don’t see a true benefit 

in piggybacking off of someone else’s NDIN, 

certainly not if it risks your IP position.”

Master Files Are Valuable Property
Now that the first master file has been sub-

mitted to FDA, more will certainly follow. 

Most parties still deem the master-file provi-

sion a win for the industry. “We think this has 

a lot of merit and should be looked at with 

favor,” said Loren Israelsen, president of the 

United Natural Products Alliance, during a 

UNPA NDI webcast in August.

“This is an industry where so much of the 

research is done at the ingredient level, not 

at the finished-product level,” Steve Mister, 

president and CEO of the Council for Re-

sponsible Nutrition, told Nutritional Outlook. 

“And I can really see finished-product com-

panies using this piggyback ability so that 

they don’t have to create new research. It’s 

really beneficial to them because it means 

they don’t have to start from scratch.”

Also, he said, “It’s really beneficial to the 

ingredient supplier that does the work be-

cause then they’re assured that there will be 

some reward for doing the research. Compa-

nies will have to buy from them.”

In fact, master-file owners can benefit in 

another way, too—by selling their NDIN in-

formation to other companies. This is hap-

pening already, said NPA’s Fabricant. “They 

certainly could—licensing the NDINs. There 

are companies that do that already. They ba-

sically license the ability to use it,” he said.

Master files will therefore become a com-

pany’s valued property, he said. “It could be 

part of their trade dress,” he said. And in the 

climate of mergers and acquisitions, “it cer-

tainly would be viewed as an asset.” 
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Grief over 
Grandfathered-
Ingredient Lists
Would an offi cial, FDA-produced grandfathered list help or hurt the industry?

BY JENNIFER GREBOW, EDITOR-IN-CHIEF

G
randfathered-ingredient lists are 

a valuable resource to the dietary 

supplement industry because they 

help designate ingredients marketed in the 

United States prior to October 15, 1994—the 

regulatory date that separates old dietary 

ingredients (ODIs) from NDIs. According to 

DSHEA, if supplement fi rms want to bring a 

new dietary ingredient to market, they must 

fi rst submit NDI notifi cation to FDA. No 

notifi cation is required for old dietary ingre-

dients (or, pre-DSHEA ingredients, the term 

FDA now uses).

FDA itself has never created an offi  cial 

list of pre-DSHEA ingredients. What’s more, 

FDA continually refuses to recognize any 

industry-created grandfathered lists, such 

as those compiled by trade associations. Just 

as it did in its July 2011 NDI draft guidance, 

FDA again said in its August 2016 revised 

NDI draft guidance that the agency will not 

recognize these third-party lists.

But the agency has changed its mind on 

one point: in the revised guidance, FDA said 

it would consider building an offi  cial grand-

fathered list of its own. “We are prepared to 

develop an authoritative list of pre-DSHEA 

ingredients, based on independent and veri-

fi able data,” FDA said in the guidance.

An Offi cial Grandfathered List:
Good or Bad for Industry?
Would an offi  cial, FDA-created grandfa-

thered list help or hurt the industry? Th is 

depends on how the list would be used, in-

dustry leaders say.

A centralized list that helps industry com-

panies ascertain whether certain ingredients 

are “old” or “new” would defi nitely be help-

ful and convenient. Not only that, but some 

companies may be more at ease relying on an 

offi  cial government list over third-party lists.

“I understand why some companies get 

comfort from the idea that we would have 

a single, standardized, and accepted offi  cial 

list,” says Michael McGuffi  n, president of 

the American Herbal Products Association 

(AHPA).

Part of this comfort lies in the safe-harbor 

nature of a list, says Steve Mister, president 

and CEO of the Council for Responsible Nu-

trition (CRN). “If [your ingredient] is on the 

list, then you have a safe harbor that [indi-

cates], ‘Okay, so this is something that every-

body agrees is old,’” he says.

However, industry leaders say they would 

only want such a list if the list does not, in-

tentionally or not, come to represent an all-

inclusive list.

“FDA said in the guidance that the ab-

sence of an ingredient on their offi  cial list 

doesn’t mean that you’re new, but if you are 

on the list, then you have a safe harbor,” says 

Mister. “Th at’s the way I would look at this 

offi  cial list that they’re talking about compil-

ing. It’s the creation of a safe harbor for really 

tried-and-true ingredients, but the absence 

of being on the list does not mean that you 

are going to have a target on your back.”

Not everyone is convinced the list won’t 

be considered comprehensive, however. “I’m 

fearful that FDA will reject everything that 
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we’ve got outside of that very narrow list,” 

says McGuffin, adding, “I will speculate that 

FDA wants it because they then [can] use it 

as a positive list…and they make an assump-

tion that if it’s not on the list, it must be new, 

from a regulatory perspective.”

FDA Rejects Industry 
Grandfathered Lists, 
Calls for Evidence
And then there is the matter of creating the 

official list itself. This is no easy task, mainly 

due to the evidence FDA requires in order to 

classify an ingredient as a pre-DSHEA ingre-

dient. In the past, FDA has said it requires 

material proof showing that an ingredient 

was sold on the market in the United States 

prior to October 15, 1994. This evidence 

could include things like magazine advertise-

ments, bills of sale, or television commercials 

proving the ingredient was in commerce.

FDA has long said the reason it rejects 

industry-created grandfathered lists is be-

cause not all of the ingredients on those lists 

are backed by physical evidence of sale. The 

agency reiterates this in the revised draft 

guidance: “FDA is unable to verify the accu-

racy of these lists because we have not seen 

documentation showing that the ingredients 

on such lists were marketed as dietary ingre-

dients prior to October 15, 1994.”

In terms of evidence, FDA’s revised guid-

ance also makes mention of AHPA’s Herbs of 

Commerce, a book containing information 

on thousands of plant species and that Tony 

Young, AHPA’s general counsel and partner at 

Kleinfeld, Kaplan, and Becker LLP, described 

in an AHPA webcast as “pretty clear evidence 

of marketing prior to 1994.” Nevertheless, ac-

cording to FDA in the revised guidance, “If 

you rely on Herbs of Commerce as evidence 

that your dietary ingredient is not an NDI, 

we recommend that you maintain additional 

documentation showing that the botanical 

was marketed as a dietary ingredient before 

October 15, 1994.”

FDA even strikes down the option of 

affidavits standing in as evidence. “Affidavits 

attesting to recollection of when a dietary 

ingredient was first marketed generally 

would not be adequate to show that an 

ingredient was marketed prior to October 15, 

1994, unless supported by contemporaneous 

written records,” the revised guidance reads. 

“Because memory can be unreliable, especially 

when the event in question took place more 

than thirty years ago, we are not likely to 

regard such an affidavit alone, without any 

sort of objective, verifiable documentation 

from the time of marketing, as an adequate 

basis to establish pre-DSHEA marketing of a 

substance as a dietary ingredient for use in or 

as a dietary supplement.”

The whole reason why evidence of com-

merce may be lacking makes sense: compa-

nies may not have saved magazine advertise-

ments, etc., from as far back as 1994.

The Natural Products Association (NPA), 

for instance, is one organization that began 

compiling its own list of grandfathered ingre-

dients. Dan Fabricant, NPA’s executive direc-

tor and CEO, says, “That list was developed 

long before us. Those materials that they 

used to develop those lists, we have no idea 

where those are and what those are. So, in a 

lot of ways, while that list is probative, we’ve 

got to develop somewhat of a new list.”

Industry leaders are uncertain whether 

those marketing materials will ever be found. 

If they aren’t and FDA ultimately refuses to 

add longstanding dietary ingredients to its 

list, then the agency’s “official” list would be 

very narrow—or, as AHPA’s McGuffin says, 

“I’m fearful that their approach would go 

toward establishing qualifications that are 

so extreme as to not produce an actual ac-

curate representation of the ingredients that 

were in the marketplace in 1994.”

Industry leaders have criticized the agen-

cy for taking so long from the time DSHEA 

passed in 1994 to deliver NDI guidance. Dur-

ing that time, industry says, valuable evi-

dence was lost.

“This is one of the things that we’ve said 

to FDA: ‘Shame on you FDA. It took you 22 

years to do this, and now it’s unrealistic to 

put those kinds of burdens on the industry 

when you sat on your hands for 22 years. 

Because in that time frame, we moved from 

basically a paper society to an online, digital 

society, and a lot of those records have been 

lost,’” says CRN’s Mister.

What’s more, “companies who have only 

come into the industry [recently] don’t have 

any records from 1994,” Mister says. “Even 

for something like a multivitamin, they 

don’t have records that show that it was be-

ing marketed in 1994 because they weren’t 

around then. So we’ve got to create some 

ways for newer companies to be able to 

rely on something for these grandfathered 

ingredients.”

“It’s going to be an ongoing problem, and 

as time goes on, it becomes perhaps more 

and more difficult to establish if something 

was grandfathered,” said A. Wes Siegner, Jr., of 

law firm Hyman, Phelps & McNamara, dur-

ing an AHPA NDI webcast.

Some even believe that FDA is looking for 

evidence beyond marketing materials.

“Here is our problem,” said Loren Is-

raelsen, president of the United Natural 

Products Alliance (UNPA), during an Au-

gust UNPA NDI webcast. “Twenty-two years 

have passed, and most of the important data 

that FDA has described in terms of market-

ing materials—brochures, catalogues, price 

lists—these kinds of documents, because 

they were consumer-facing and retail-facing, 

they exist. But what FDA seems to want is to 

see manufacturing records so they can look 

at the types of solvents that were used, the 

types of manufacturing processes, to decide 

if something was old based on how it was 

made.”

Mister agrees: “They’d like to have more 

information about how the product is made 

so that they really understand if somebody 

changes the manufacturing in a significant 

way, that it’s different. So, for instance, if I 

say, ‘Echinacea, it should be a grandfathered 

ingredient.’ FDA wants to see how that Echi-

nacea was made. Was it a tincture? Was it an 

extract? And if it was an extract, what were 

you using to extract it? Water and alcohol? 

Because now, if starting in 1998 I started us-

ing supercritical CO
2
 extraction, I may be 

pulling entirely different phytochemicals out 

of the Echinacea that I wasn’t pulling out in 

1994. That could be a new ingredient.”

However, Israelsen pointed out, obtain-

ing those types of manufacturing records is 

no mere task. “That is a much more difficult 

exercise to get those records, which were 

always behind the wall in terms of being in-

terior to the company. Standard document-

destruction policies would call for getting 

rid of a lot of those documents, particularly 

at the end of expiration life of the finished 

products.”

In short, tracking down this type of 

information “is a big project that will require 
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discussion to see who can and will share 

documents and records,” Israelsen said.

Can Industry Help?
FDA continues to place the burden of pro-

viding pre-DSHEA marketing evidence 

squarely on industry’s shoulders. The agency 

states this plainly and simply in its revised 

draft guidance: “Because FDA does not gen-

erally have access to marketing records for 

dietary ingredients and dietary supplements, 

the documentation of pre-DSHEA marketing 

would have to be supplied by industry.”

FDA is saying that “if you want an [old 

dietary ingredient] list that’s authoritative, 

you’re going to have to give us that informa-

tion,” Israelsen said.

The question, however, is not only wheth-

er industry can help provide marketing evi-

dence to create an official grandfathered list; 

the question is whether the industry needs 

to help with this. Because while an official 

grandfathered list might be helpful to indus-

try companies, the fact is that the industry 

does not have a regulatory burden under 

DSHEA to prove that ingredients are old.

“The burden is not on the industry to show 

that you’re old,” CRN’s Mister says. “The bur-

den is on FDA to show that you’re new.”

He continues, “The very first issue is who 

has the burden of proof here. That is the 

piece I think that’s not really answered in the 

guidance. By doing all of this, FDA is sort of 

suggesting that the burden is on the industry. 

And then because the burden is on you, we’re 

not going to let you use these industry lists. 

That’s one of those issues where we’re going 

to continue to disagree with them. As I said, 

this could play out if they were to go after 

something that the industry felt very strong-

ly they had no business going after. The in-

dustry could push back on them in court and 

say, ‘No, it’s not our burden. You have to show 

that it’s new.’”

During the AHPA webcast, McGuffin also 

emphasized this point, telling listeners: “I 

want to remind you that you don’t have to 

have documentation to sell an old ingredient. 

You just have to have an affirmative responsi-

bility to act if you’re selling a new ingredient.”

If the industry decides to help create an of-

ficial list, another question is whether indus-

try third-party lists could serve as a starting 

point for building an official list.

“I think the industry lists can be very help-

ful in the process,” Mister says.

But bad feelings also remain thanks to 

FDA’s continued rejection of industry lists. 

“Where’s the sense of partnership and coop-

eration?” McGuffin said in an interview with 

Nutritional Outlook. “I would need to see the 

Food and Drug Administration acknowledge 

that our lists have a high level of integrity 

and a high level of supposition of accuracy 

in terms of providing documentation of ex-

istence in the marketplace. Because those 

[pre-DSHEA ingredients] aren’t the ingredi-

ents that we’re worried about. Those aren’t 

the truly new ingredients that are coming 

into the marketplace.”

“FDA should take into account the pro-

cesses whereby these lists and publications 

were compiled, as well as the spirt of their 

compilation,” he added during the AHPA 

webcast.

There are even some who doubt that FDA 

intends to create an official list at all. Mc-

Guffin criticized the agency for “looking for 

some level of perfection [in industry-created 

grandfathered lists] so as to never actually 

develop a useful list.”

During the AHPA webcast, Siegner said, “I 

agree that this offer to help develop a grand-

fathering list…is not worthless, but I don’t re-

ally believe that FDA is sincere in that.”

Moving Forward
Some industry leaders say that the industry 

should just move forward.

“We’re back to the drawing board in de-

veloping [a list], and we just have to bite the 

bullet,” says Corey Hilmas, MD, PhD, NPA’s 

senior vice president of scientific and regu-

latory affairs. “Five years ago [when FDA re-

leased the first version of the NDI draft guid-

ance], there was a lot of complaining, but I 

think our backs are against the wall. We just 

have to develop evidence now” for an FDA 

grandfathered-ingredient list.

The industry may also have to move forward 

despite dissatisfaction with the draft guidance, 

Mister says. “Some of these provisions that the 

industry is not really happy about in the guid-

ance document are absolutely based on the 

law from 1994. I mean, you go back and you 

read the NDI provision in the statute, and FDA 

is absolutely within its rights. We may not like 

that, but that’s the deal we struck in 1994.”

He continues, “As an example, I have heard 

people say the further we get out into the 

future, we are going to see fewer and fewer 

things that are old dietary ingredients, and 

the universe of NDIs is going to grow over 

time. And they say that as if that is a bad 

thing, that it comes as a big surprise. Well, 

that is exactly what the people who negoti-

ated DSHEA allowed to happen, because 

they said we will preserve everything that’s 

on the market today to prevent FDA from 

taking it off the market. But as new things 

come to market, we will have an NDI system 

that we have to notify to the agency. So, you 

know, the foreseeable consequence of that 

was that as time moves on, fewer things will 

be old and more things will be new. And now 

that it’s actually being implemented, we’re 

complaining about that, but that’s the deal 

we agreed to.”

NPA’s Fabricant is one industry mem-

ber who sounds like he’s looking forward. “I 

mean, we have some evidence, so if we can 

use it to carve out a safe space for some in-

gredients, why wouldn’t we? I know some 

people are kind of defeatist in that mentality, 

but I think we’ve got to, as trade associations, 

start the conversation. So we’re looking to 

start the conversation.”

“I don’t think it’s going to be as challeng-

ing as people think,” he continues. “There’s a 

lot of documentation that’s out there that we 

can use and cull for a list. I think that the fact 

that [FDA is] willing to consider [creating an 

official list] gives us, our organization, a huge 

opportunity… and if we can carve out a safe 

harbor for some ingredients, I think that’s 

very good for the industry.”

Not creating a list, he says, “is just a wast-

ed opportunity for the industry if we don’t 

do it.” 
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R
egardless of where I go—a dinner party, a 

Capitol Hill reception, a parent meeting 

at my son’s school—when people learn that I 

work in the dietary supplement fi eld, they al-

ways ask, “Are they really safe?” It’s a constant 

reminder to me of how fragile the relation-

ship of trust between supplements and their 

consumers really is; one safety scare could 

ripple through the entire industry.

In August, FDA took two steps toward 

changing that dynamic with the release of 

both the revised NDI draft guidance and 

the fi nal GRAS regulation, only a day apart. 

And although neither is perfect, I think it’s 

time the industry embraced both as forward 

momentum toward changing the concerns 

toward dietary supplements and the func-

tional foods that contain these same dietary 

ingredients.

In both cases (dietary supplements and 

new food ingredients), the law has long 

recognized that FDA should not have the 

same, painstaking oversight of the introduc-

tion of new supplement products that it has 

for pharmaceuticals. And for good reason: 

drug-like premarket approval over either the 

dietary supplement or food ingredient cate-

gory would stifl e innovation and escalate the 

prices of these products. It would mire man-

ufacturers in years and millions of dollars of 

research that would be rigorous enough to 

satisfy an agency whose very raison d’être is 

to protect public health by erring on the side 

of saying “no.”

However, that doesn’t mean industry 

should cry foul and declare war on FDA every 

time the agency issues a document imple-

menting its statutory authority. Th is is espe-

cially true for dietary supplements because 

the industry had a large hand in negotiating 

the Dietary Supplement Health & Education 

Act. Part of that bargain was the NDI provi-

sion of the law. In return for getting out from 

under FDA’s attempts to regulate dietary in-

gredients like food additives, we agreed to pro-

vide premarket notice to the agency for new 

ingredients starting in 1994. We promised 

Congress, FDA, and the American consumer 

that the industry would provide evidence 

that its new ingredients, and the products 

that included them, would be reasonably ex-

pected to be safe. Th e GRAS provision in the 

Federal Food, Drug, and Cosmetic Act has a 

somewhat diff erent history, but even there, 

the food industry committed years ago to as-

semble evidence and self-affi  rm through its 

own expert panels that new food ingredients 

would be demonstrated to be safe, instead of 

having to maneuver through the food-addi-

tive requirements for every new ingredient.

Both the newly revised NDI guidance and 

the GRAS regulation are illustrations of FDA 

simply implementing a statute that expressly 

gives the agency the very authority it is now 

exercising. One can make the case that FDA is 

taking an overly strict interpretation of some 

aspects of the law—and we will. For example, 

CRN will surely raise objections in its com-

ments on the NDI guidance with regard to 

FDA’s burdensome requirements for younger 

companies to demonstrate that an ingredient 

was marketed prior to 1994. We will also likely 

raise objections to the guidance’s expansive 

interpretation that even minor changes in 

manufacturing would make an old ingredient 

a “new” one that would require notifi cation.

But at the end of the day, that law we 

helped enact 22 years ago explicitly requires 

manufacturers to demonstrate to FDA that 

new ingredients are reasonably expected to 

be safe. Th e supplement marketplace has en-

joyed dramatic growth, and our customers 

expect FDA to have a role in assuring that 

new products are safe to use. Consumers of 

functional foods assume that marketers of 

new ingredients stand behind the safety of 

those ingredients, too, by allowing experts in 

the fi eld to rigorously evaluate the evidence 

of their safety.

Today’s marketplace demands that 

products consumers put into their bodies 

are safe. We can fi ght FDA and risk losing 

the trust of our consumers, or we can 

embrace the underlying principles to move 

the industry forward. To battle pointlessly 

only gives the industry’s critics further 

ammunition that we oppose any eff ort to 

rein in the bad actors that lurk around the 

fringes of the industry. So we can fi ght, or we 

can move forward with two new tools that 

help assure that every dietary supplement 

and functional food is safe. 

By Steve Mister, President & CEO, Council for Responsible Nutrition (CRN)

FDA’s NDI Guidance 
and GRAS Rule: 
Stop Fighting, 

and Move Forward

“To battle pointlessly only gives the industry’s critics further ammunition that we oppose 

any effort to rein in the bad actors that lurk around the fringes of the industry,” 

says CRN’s Steve Mister.

Steve Mister is the president and CEO of 

the Council for Responsible Nutrition 

(CRN; Washington, DC), the leading trade 

association for the dietary supplement and 

functional food industry.
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NSF thanks its customers 
for being best in class in 
2016 and demonstrating a 
commitment to quality with 
GMP registration, product 
certification and Certified 
for Sport® testing.

THANK YOU

Look for the NSF mark.  
Our customers go the extra mile for quality. 

NSF International | 789 N. Dixboro Road, Ann Arbor, MI 48105 USA

T +1 734 827 6856 | E dietarysupplements@nsf.org |  www.nsf.org 
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