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PROCEEDI NGS

DR. VWELCH: Good norning. Good norning,
everyone. Thank you for sticking with us while we get
started. Welcone to FDA's public neeting on
Responsi bl e I nnovation in Dietary Supplenents. MW
nane is Cara Welch fromthe O fice of Policy,
Legi slation, and International Affairs in the Ofice
of the Commi ssioner. And |I'm so pleased to be working
on today's neeting with ODSP. | have sone
housekeepi ng notes to get us started and then |'1]I
turn it over to Dr. Sharpless.

This public neeting is being webcast and
transcri bed. The transcription and slide decks wll
be added to FDA's website once they' re prepared for
posting. I'mnot sure on the tineline for this. It
could be as much as a few weeks before they get
posted. If you're interested in the transcription, |
woul d suggest you nonitor FDA' s neeting page specific
to today's neeting.

W-Fi is not available today. |'m
sorry. Also please take a monent to confirmyour cel

phones and ot her devices are silenced as | do so

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 7
mysel f.

To ensure our webcast participants can
hear, please be sure to speak your remarks or
guestions into the m crophones. There are two m cs
about part way down the, the stairs and we woul d
suggest that you use those. Also please introduce or
start your comments or questions with your nanme and
organi zati on because of the transcription.

If, for the webcast participants, your
phones sound be automatically nmuted. |f you have a
guestion to ask of our panelists during the Q%A
sessions, please type it into the chat function. W
have a few people nonitoring that chat box and they
can ask the questions on your behalf.

Restrooms, as you exit the auditorium at
the top of the stairs, both the nmen's and wonen's
restroons are | ocated down the corridor back towards
security on your right.

Breaks and | unch. W have a couple
short breaks and a lunch break schedul ed. Snacks and
beverages are available in the Wley Building Cafe,

which is outside of the building outside of security
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to the left. Additionally, there will be food trucks
available in the parking area for lunchtine. Seating
is available in the café or in the courtyard area
between the building and the parking lot if the
weather is nice. | think it's supposed to clear.

Pl ease use the front door to exit and
enter. There is a door at the top of the auditorium
Pl ease don’t use that. W would get in trouble. And
al ways wear your nanetag because you will need to go
back through security and that just indicates that you
can go directly to Donna's corridor to the public
meet i ng.

There are also two breakroons avail abl e
for our use. They are 1A001 and 1A002 and people at
the registration desk can show you where those are.
There are no food or drinks allowed in this room
Again, |'msorry.

For any nmedia or press questions, we
shoul d have Mariana Nam and Julie Manga (ph) attending
the neeting. |If they're in the roomright now, they
will indicate. | don't see either of themin the room

right now. You can also find themat the registration
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table. And then we will also have Lindsay Hai k from
our Ofice of Media Affairs available for other nedia
guesti ons.

The folders you were all provided when
you checked in at the registration desk have sone
docunments for the day. The agenda for today, bios for
our presenters, both FDA and the panelists, and the
photo register notice. July 15 is the deadline for
subm ssion of comrents to the docket.

You were also able to pick up a list of
persons maki ng public coments at the end of the day.
And speaki ng of which, the public comment session, we
are having a public coment session at the end of our
panels this afternoon. The |ist of persons who have
requested an opportunity are on that sheet. W ask
our commenters to target three mnutes for their
comments. |If we have tine at the end of the day, we
could all ow some extra unregistered people to give
conment s.

If you would li ke to have that
opportunity, if we have tinme, please check in with

Juanita Yates at the registration desk. Juanita, can
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you step forward and nake sure people know who you
are? Very inportant for the neeting, Juanita Yates
hel ps us keep novi ng snoothly. For questions and
assi stance, she is also probably your best source of
I nformati on.

And with that, | amvery please to
wel cone to the podium Dr. Ned Sharpl ess, Acting
Comm ssi oner of FDA. Thank you.

( APPLAUSE. )

DR. SHARPLESS: Good norning. Thank
you, Cara, for that introduction. And thanks to
everyone here for participating in today's neeting.

Al so for those of you online. The topic of today's
session is of particular inportance to protecting the
public health and the work of the Food and Drug

Adm ni stration. Although I'"'mrelatively new to the
FDA, |'ve been in the job about five weeks, protecting
and pronoting the public health has been central to ny
prof essi onal work and throughout ny career.

As sone of you may know, before com ng
to FDA | ran the National Cancer Institute at N H and

before that | was a cancer researcher and a cancer
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doctor treating patients with hematol ogi c malignances
for 20 years in academa. During that tinme | ran an
NHI - funded | ab studying the nol ecul ar mechani sns of
cancer and aging and | was a director of a |arge
conprehensi ve cancer center.

I"'mthrilled to be at the FDA, to be a
part of the team that uses science to develop policies
and regul ati ons that help make Anmericans nore
know edgeabl e and safer. A few of FDA's
responsibilities affect as many Anericans on a daily
basis as our work in the foods arena, which includes
| ssues of food safety and | abeling, but also issues of
nutrition and diet.

As a physician, |I've |ong seen the
profound i npact of diet and nutrition on human health
and the inportance of the food research in this area.
A related aspect of this and a priority of FDA's
oversight responsibilities is our subject of today's
meeting, the dietary supplenment market.

Today nore than 75% of Americans use
di etary supplenents regularly. That nunber has grown

significantly in recent years and the market and
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products have changed and grown enornously as well.
It's been al nbst 25 years since the majority of FDA's
authority specific to dietary supplenents were
solidified in law with the passage of the Dietary
Suppl enent Heal th and Education Act of 1994 or DSHEA.

| think it's clear to everyone here today that the

di etary suppl ement market does not | ook what it did in
1994 when DSHEA was signhed into | aw.

I n October of 1994, the industry was
estimated to be worth about four billion dollars.
Today it's nmore like 40 billion dollars. And thanks
in part to science and innovation, the range of
products today is far broader than was on the nmarket
in 1994, having grown from about 4,000 products to
per haps nore than 80,000 products. That's really
significant and amazi ng growt h.

Added to this fact that 25 years ago we
didn't have the internet. W didn't have iPhones. W
didn't, you know, had this global reach that's
provided to the US consuner and you get sone idea of
t he vast changes to this grow ng industry.

Agai nst this evol ving backdrop, the FDA
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has worked to maintain an appropriate |evel of
oversight within the authorities granted to us by
Congress. It's essential that consuners are able to
make i nformed and heal thy choi ces about dietary

suppl enents they may use. And there's an inportant
public health need to nake sure the products are safe
and the | abels are correct, and conplete information
about what's in them and there's a scientific basis
for clains that are nade about these products.

These el enents are central to FDA' s
m ssion to protect and pronote the public health. |
know this is a conm tnment that our stakehol ders share,
and in fact, many of you here today have been echoi ng
fromyour platfornms.

We all know that there are sone
conmpani es who put consuners at risk and also risk
damagi ng the reputation of the entire industry by
di stributing and selling dangerous and ot herw se
i1l egal products. |In nmy career as an oncol ogist, |'ve
seen all too clearly the unfortunate consequences of
mar ket ers selling fraudul ent products that make cl ai ns

to treat, cure, or prevent disease and which prey on
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t he desperation of patients and their famlies.

This is an area that | know the Agency
has been active in for many years, will continue to
protect consuners by cracking down on false,

m sl eadi ng, and potentially harnful clains.

We're also committed to taking action
when products contain ingredients that render the
products unl awful, including many drug ingredients and
when they're not manufactured according, according to
st andards designed to ensure quality product.

But we al so understand that dietary
suppl ements are wi dely used, very popular wth
patients, and can be safe when responsibly produced
and used. FDA has an equally inportant role to play
in allowng these products to advance public health
wher e possi bl e.

DSHEA was deliberately crafted to
establish a careful balance of protecting consuner's
rights to access safe products and accurate
i nformation while also preserving the FDA's authority
to protect those sane consuners agai nst unsafe and

ot herwi se unl awful products.
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Wi |l e the fundanmental goals underlying
DSHEA have not changed, the change, the chall enge of
realizing those goals has grown in magnitude far
beyond what it once was. The realities of today's
mar ket pl ace demand a renewed approach to this
regulation and it's crucial that the FDA be ninble and
adapt abl e as we advance our regulatory frameworks in
keepi ng pace with this rapidly grow ng commodity.

Now is the time to nodernize our program
to ensure better alignment with the realities of
today's dietary supplement market. This past February
FDA announced sone steps were taken to advance our
regul ation of dietary supplements and noderni ze
reform and reform our oversight in this inmportant
segment of the health econony. | want to ensure you
that this work remains a top priority and w ||
continue with me as acting FDA comm ssi oner.

We are taking a close | ook at our
di etary suppl enent programto make sure that we have
the tools we need to keep consuners safe and that we
are using these tools as effectively as possible.

We' ve established an agency-w de dietary suppl enent
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wor ki ng group that is looking into our dietary
suppl enent organi zational structures, processes,
practices, and procedures in identifying where we can
make i nprovenents. We've affirnmed our commtnent to
using traditional |aw enforcenent tools when we see
products that are violative, but we also recently
announced a new tool to address these potentially
viol ative products.

Last nonth we announced the Dietary
Suppl enent | ngredi ent Advisory List, a new rapid
response tool that we'll use to alert the public when
i ngredi ents found in dietary supplenents appear to be
unl awf ul based on our prelimnary determ nation. This
is critical to protecting the public health. [If an
I ngredi ent m ght be unlawful, consuners need to know
so that they can avoid using those products with that
i ngredi ent and responsi ble industry participants need
to know as well so they can avoid selling them

We al so recently announced a bot ani cal
saf ety consortiumthat we're kicking off with our
I ndustry, academ c, and governnment partners to pronote

scientific advances in evaluating the safety of
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bot ani cal ingredients and m xtures in dietary
suppl enments. This group, group will ook at novel
ways to use cutting edge toxicology tools to pronpote
t he goal of safety that we all share.

As a researcher, I'"'mthrilled to see
t hese groups cone together to coll aborate and | earn
from each other while tackling these conpl ex
guestions. Today's neeting is another piece of our
renewed focus on dietary suppl enent regul ati on and our
efforts to bring these into the 21st century.

The topic of today's neeting,
Responsi bl e I nnovation in Dietary Supplenments, really
gets to the heart of the bal ance between access and
safety that is the core of DSHEA. Qur nultipronged
efforts to nodernize the dietary supplenent programis
conplicated, but so is this industry. | know that our
O fice of Dietary Supplenments Programis | ooking
forward to hearing your suggestions on how we m ght
reshape our oversight of suppl enents.

' msure the conversation will be
t houghtful, detailed, and productive with views from

across the spectrum of stakehol ders represented here
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today. |'m please to see the broad interest in our
efforts with participation from consunmer health
groups, industry trade associ ates, attorneys, and
physicians. | know we all have representatives from
our fellow regul atory agenci es and ot her countries
participating, which is very inportant given the
gl obal reach of these products.

G ven the interest in the package that
we had before, is | will turn this podiumover now to
Steve Tave, or director of the Ofice of Dietary
Suppl enent Program and al l ow t he conversations to
begi n.

Thank you for having me here today.

( APPLAUSE. )

MR. TAVE: Good norni ng, everyone. And
t hank you very much, Dr. Sharpl ess, for your remarks
and for being here today. FDA is a big agency. They
just figured to show that the Agency enpl oys nore than
15, 000 peopl e spread across headquarters here in
Maryl and and the field, across the United States and
now the world. And our jurisdiction spans a w de

range of products used every day by every Anerican.
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FDA enconpasses six product centers
covering commodities including foods, drugs, nedical
devi ces, biological product, veterinary products, and
t obacco products. And there are a few people who now
appreciate the full breadth of FDA s responsibilities,
as well as Dr. Sharpless who brought a wealth of
rel evant experience with himto his role as acting
comm ssioner and has since i mersed hinself in the
full range of FDA's activities since he joined the
Agency | ast nont h.

Now al t hough dietary suppl enents
represent a small, relatively small, discrete segnent
of FDA's vast regulatory portfolio, these products
remain an inportant part of the Anerican |ifestyle.
Dr. Sharpl ess spoke about their preval ence and about
the size of this industry. He also spoke about how
t he market has evolved and how t hose changes have
created a need for FDA to ensure that our regul atory
framework activities are up to date and reflect the
realities of today's marketpl ace.

Dr. Sharpl ess gave an excel |l ent overview

of the different steps that FDA is taking to
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strengt hen our oversight of dietary supplenents

t hrough noderni zation and reform And inportantly
whil e these steps were first announced in February
before he arrived at the Agency, he also said that the
I nterveni ng change i n Agency | eadership did not change
the fact that his work, that this work remains an
Agency priority.

Those words backed up by his personal
presence here this norning despite the countl ess
demands that come with | eading an agency of this
magni tude, including as |'m aware a tel ephone cal
that's starting any nonent, send a very strong and
clear nessage to all of our stakeholders that FDA is
commtted to noving our dietary suppl enment program
forward.

So l'dlike to take a nonent to express
my thanks to Dr. Sharpless for his continued support
of our inportant work in the dietary supplenment space
and | know that you need to leave. So if, if you have
ot her demands, this is probably an understandable tine
to go. Thank you.

( APPLAUSE. )
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So we're already a few m nutes behind
schedul e, but I think with so many comercial flights,
we might make up tinme in the air and finishing on
schedul e by the end of the day. Since Dr. Sharpless
al ready gave an overview of FDA's new efforts to
moder ni ze our regul ation of dietary supplenents, |I'm
not going to repeat that.

And today's neeting isn't intended to be
a discussion of all of these new efforts, but it does
represent an inportant conmponent of these
noderni zation efforts. So let's take a step back and
tal k about why we're here today and what we hope to
acconpl i sh

FDA's authority to regulate dietary
suppl enents was generally articul ated by DSHEA, the
Di etary Suppl ement and Heal th and Education Act of
1994. We've tal ked before and Dr. Sharpl ess
reiterated about how DSHEA enbodies two tw n goals.
First, ensuring the right balance between preserving
consunmer access to supplenents that are safe, well
manuf actured, and accurately | abeled, while second,

still uphol ding our obligation to protect the public
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fromunsafe and unl awful products.

We enbrace those goals and our strategic
priorities for dietary supplenents here at FDA,
consumer safety, product integrity, and informed
deci sion making, are in line with these tw n goals.
One of the critical elements of our nodernization
efforts is ensuring that our regulatory framework is
fl exi ble enough to allow for innovation and growth in
the dietary suppl ement market pl ace whil e mai ntai ni ng
and even strengthening our ability to efficiently and
effectively evaluate product safety and protect the
public health.

To be sure, DSHEA did not assune that
the world would stand pat as it existed in 1994.

Rather it clearly envisioned a dynam c dietary

suppl enent market with a role for innovation. The |aw
gave authority -- the | aw gave FDA authority to take
action against dietary supplenents on the nmarket that
are adul terated or m sbranded.

Broadl y speaki ng, though, DSHEA
reflected a judgnment that, and this is a quote from

t he congressional findings, dietary supplenents are
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safe within a broad range of intake and safety
problems with the supplenments are relatively rare. So
DSHEA cl assified dietary supplenents as foods subject
to postnmarket regul ation by FDA, but with no prenmarket
approval necessary before products can be introduced
to the market.

As | egi sl ation goes, DSHEA is relatively
short, but its provisions are there for a reason. And
no one woul d argue that the law allows you to just
stamp the words dietary suppl ement on any product and
then market it lawfully. In fact, one way to read
DSHEA is as establishing certain synbolic threshol ds
that nust be crossed before a product is entitled to
the presunption of safety that Congress bestowed on
the class of dietary suppl enments.

Now | deliberately didn't use the term
barrier there. | used threshold. Although FDA had
the authority to take action when we can establish a
violation by a product that is on the market, there is
nothing to prevent a firmfrom di sregardi ng these and
i ntroducing a product into the market anyway.

The route of adm nistration is one such
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threshold. For exanple, an injectable product cannot
be a dietary supplenent. Under the law to be a
di etary supplenment a product nust be intended for
I ngestion. So while products that are swallowed |ike
tabl ets, capsules, liquids, and powers can be dietary
suppl ements, other products |like products that are
I nj ected, inhaled, or applied topically cannot.

Can any ingredient be a dietary
suppl ement ? DSHEA i nposes the threshold that a
di etary suppl enent nust bear or contain at |east one
dietary ingredient. The |law then articul ates six
different categories of dietary ingredients. O
vi ewed anot her way, five different categories with a
sixth category that captures different variations and
I nnovations of the first five categories.

But are there limts to what these
cat egori es enconpass? To take an extrenme exanpl e,
could you put gasoline in a six ounce bottle and sel
It as a dietary supplement? Qur first panel wll
di scuss this very question. Maybe not the precise
guestion of whether gasoline can be a dietary

suppl enent. You never know with these fol ks. But the
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guestion of how broadly the termdietary ingredient
shoul d be under st ood.

This is a question that has conme up
repeatedly in (inaudible). Synthetic copies of
botani cal ingredient is one. Dietary substances is
another. But it also bears nore generally on the
guestion of innovation including with respect to
certain classes of ingredients such as live
m crobials, as well as other contexts.

And as advances in technology lead to
t he devel opment of novel ingredients with potenti al
beneficial effects, the public health question of
whet her the safety of all dietary ingredients can be
assessed equally using conmon criteria remains at the
forefront.

Now not all dietary ingredients
automatically qualify for the presunption of safety.
DSHEA defines the term new dietary ingredient, which
we often abbreviate as NDI, to nmean a dietary
i ngredi ent that was not marketed in the United States
before October 15, 1994. And like all definitions,

there is a reason for this one. NDI status can
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present another threshold to cross.

A dietary supplenent that contains a new
dietary ingredient is adulterated unless it satisfies
one of two requirenments. First, it contains only
di etary ingredients which have been present in the
food supply as an article used for food in a forumin
whi ch the food has not been chemcally altered. And I
apol ogi ze for reading that statute here. |[|'m not
going to do that again. O second -- but | think it's
relevant in this case.

Second, that there is a history of use
or other evidence of safety establishing that the
di etary ingredi ent when used under the conditions
recommended or suggested in the | abeling of the
dietary supplenment will reasonably be expected to be
safe, and at |east 75 days before being introduced
into interstate comerce the manufacturer or
di stributor of the product provides FDA with the
information that is the basis for their conclusion
that the product will reasonably be expected to be
safe. Pause for breath.

The second prong is the premarket
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notification requirenment and we'll conme back to that

in a mnute. But let's first focus on the other prong

which is at the heart of today's second panel. CQur
second panel w |l discuss exceptions to the ND
notification requirenent. That is, even sone new

dietary ingredients may not be subject to the
premar ket notification requirenment.

Sonme of you will notice that |'ve
ski pped a step in the analysis. What does it nmean to
be new? For exanple as technol ogy advances, when, if
ever, do changes to manufacturing processes alter the
character of an ingredient so nuch that it can no
| onger be considered the sanme ingredient that was
previously on the market?

Qur second panel will address this
question along with what it neans to be present in the
food supply and the related question of how evol ution
over the past 25 years in how we regul ate the food
supply has inpacted what this provision neans in the
br oader framework of DSHEA.

Now back to the NDI notification

requirement. This requirenent when it applies is the
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final threshol d. In fact, an effective NDI
notification process represents FDA's only opportunity
to evaluate the safety of a new dietary ingredi ent
before it becones available to consuners. CQur goal
today is not to talk about the nuts and bolts of the
NDI notification process. Although as an office, we
certainly remain available to work with stakehol ders
who are interested in preparing to participate in that
process.

And our goal overall is not to maxi mum
t he nunmber of notifications that we receive. Rather
our goal is to right-size the process to see that
appropriate notifications are submtted for the
products for which they are required. Qur fourth
panel wi |l discuss ways to pronote, to pronote overal
conpliance with this requirenent including challenges
and opportunities associated with ideas |ike economc
I ncentives and enforcenent.

| went a little bit out of order there
and | skipped fromthe second panel to the fourth
panel and | did that because of the logical flow of

this discussion, but it doesn't in any way refl ect the
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rel ative inportance of the panels.

As Dr. Sharpless noted earlier, one of
t he biggest contributors to the changing dietary
suppl enent nmar ket pl ace has been gl obalization and
we're very fortunate that today we'll be joined by one
of our international regulatory partners from Heal th
Canada who will offer a conparative perspective on how
sone of these sane issues that we face are being
handl ed abroad. So there is a lot to tal k about
t oday.

A few notes. First, although we have
di vided the discussion into separate panels for
| ogi stical purposes, there is inherently sonme overlap
among the topics. W' ve asked our panelists to focus
on the subject of their panel and they very kindly
agreed, but we've also told themthat we're not
censoring any opinions. And so they may occasionally
speak about sonething that is the subject of another
panel and that's okay.

The goal of today's neeting is to
facilitate discussions. After each panel has

conpleted its presentations, there will be an
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opportunity for question and answer both anong the
panelists and by the audience. And at the end of the
day there will be an opportunity for open public
comment .

As Dr. Welch said, there's also a docket
to which you can submt witten comments and t hat
docket will remain open for 60 days after the neeting.
We are here to hear fromyou and that's ny one bad
j oke of the day.

In terms of what we hope to acconplish,
we don't expect to wal k out of here at the end of the
day with all of our questions resolved. W do expect
to all walk out of here. Okay, second bad joke. I'm
done. | pron se.

Some of these questions pertain to how
the law should be interpreted. If the answers were
obvi ous, we woul dn't need to have this nmeeting. The
point isn't to convince one another that one viewis
the only correct one, but rather to articulate the
paranmeters of the questions and then to ask on top of
that what is the nost desirable public health result

consi stent the DSHEA's twi n goals of access and
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safety. And then to try to identify areas of
consensus about what we should do and how, and beyond
t hat whether we currently have the authority to do it.
And if not, to start to think about what it wll take
to achi eve those desirable public health outcones.

We have a wonderful array of panelists
froma diverse range of stakehol der perspectives who
have volunteered to be here to participate in today's
di scussion. W've also had trenmendous interest in
today's neeting. W reached capacity for in-person
attendance here in the room and we have several
hundred people participating renotely via webcast.

We' ve had a nunber of people sign up to
share their thoughts during the open public coment
portion of the nmeeting |later and | expect that we'll
have an active audi ence during the Q&A portion of our
di scussi ons today.

| want to thank you all for your
I nterest in these topics and for your partnership in
this inmportant work. So without further ado, let's
get started with our first panel and I'Il invite our

panelists for the first session to cone gather at the
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table and I'd like to invite Dr. Welch back up to
podiumto introduce session one. Thank you all.

( APPLAUSE. )

DR. VWELCH: Good norning, everyone.
Okay. So starting wwth our first panel. Let ne get
out ny information here. W thought it was really
I nportant to sort of lay out FDA's definitions or
wor ki ng definitions of the dietary ingredients that
are listed out. So the scope of dietary ingredients
under DSHEA, sone are nore well established than
others. Sone |less well established. And I think some
of them you know, we don’t have a | ot of questions
from our stakehol ders on.

| think the first four are pretty well
accepted. You know, vitam n, a mneral, a vitamn
you know, and we're talking about the deficiency of
which is, results in a clinically defined deficiency
syndronme. M neral, herb, or other botanical, for the
nost part we don’t have questions on what an herb or
ot her botanical is.

Am no acid, an al pha am no carboxylic

acid, there, you know, sone of those are fine if
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they' re synthetically produced versus pulled from
nature. There's no such thing as a synthetic herb or
botani cal just in case we're, we're curious about
that. O hers of which, you know, we're stil

di scussing 25 years later.

So a dietary substance, a dietary
substance for use by man to suppl enent the diet by
i ncreasing the total dietary intake. Again, | realize
| just read the statute to you all. So what do we
mean by that? And | think in many instances it woul d
be great if there was a well accepted definition.
Taking it sort of on its face, what we have is a
di etary substance for use by man. 1'Il let the man
slide in today's worl d.

We'l|l go ahead and say a dietary
substance for use by human. A substance that is
commonly used as human food or drink. To suppl enment
the diet by increasing the total dietary intake. As
far as I'mconcerned, | think this is further evidence
it's intended to nean foods and food conponents that,
that humans eat as a part of their diet. | don't know

how usual the diet nust be, but, you know, evidence
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that this, this is part of the diet. It's part of the
total dietary intake.

| think one aspect, | don’t know if |

need to clarify this, but use as a dietary suppl enent
doesn’t necessarily make sonething a dietary
substance. That would be a pretty big | oophole if you
were to put sonething in a supplenent, put it on the
mar ket and then say, well, because it's in a dietary
supplenment, it is not a dietary substance. | think it
has to be a dietary substance first before it goes
into the supplenment and on the market.

| think sone additional considerations
I's that something in food or in the food supply m ght
not be a dietary ingredient either. | think there's
that definition of consuned in food versus consuned as
food. And you know how FDA |likes to pick apart every
single word as part of the statutory |anguage. So
and, and the exact wording that is used is inportant
to us.

| think consunmed in food you can, yeah,
you can have contam nants or toxins versus consuned as

food, sonething that was intended to be there. And to
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be clear, | think synthetics have since this can be

di etary substances if the synthetic version of which
is what is in the diet. So that's, that's sort of our
wor ki ng definition.

And then | think the next one -- ny
little clicker is a little touchy in that it doesn't
like to click. You know what? There's always a
better way to do this. There. Okay. W'IlIl do it
that way. You all may need to use the nouse.

| think the constituent of a botanical,
that's another one that we're still tal king about
today. So we've already defined herb or other
botanical, right? W have a plant al gae fungus, a
part of a plant al gae fungus or an effector, a
secretion of a plant al gae fungus. Again, sort of
sonething that is fromthe ground from nature.

A constituent of and, and this, these
are definitions, by the way, that are directly from
our NDI draft guidance, the 2016 draft guidance. So a
constituent, an article that is a physical part of the
whol e and can be isolated fromthe whole. So what

we're tal king about of course is a constituent of a
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botanical, an article that is part of the botanical
and can be isolated fromthe botanical.

| think that's something we -- that's
sort of how we've been operating. W, | hope that our
panelists can offer sone different viewpoints. Wat
we want to see, of course, as the conversation sort of
to set ourselves off, ideally we can get sone good
conversation going during the panel. | don’t want to
take all of our time. | do want to turn it over to
our paneli sts.

You know, we have, first we have Scott
Bass, head of G obal Life Sciences team at Sidley
Austin. W were going to hear for Larisa. |'msorry,
from Loren |Isreal sen at UNPA. We are, he was not
able to travel. So Larisa Pavlick from United Natural
Products Alliance was very, very wlling to step in.
So we appreciate that.

George Paraskevakos from the executive
director fromthe International Probiotics
Association. W really wanted to have a probiotics
perspective. It's just such a huge area of the

I ndustry right now and we want to nake sure that we
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can recogni ze that. George was kind enough to work
with the International Food Additives Council on his
presentation. So the presentation while presented by
George is actually comng fromIPA and | FAC. So thank
you for that.

And then Pieter Cohen, associate
prof essor at the Harvard Medical School, Internists of
Canbridge Health Alliance, and well known to the
di etary supplenent industry. So we are very happy to
have them

|"mgoing to turn it over to Scott here
in a nonent. | forgot | was supposed to give a few
nore housekeeping remarks if you aren't already sick
of that. So I will turn it over to Scott. W're
going to ask for about ten mnutes from each presenter
and then we'll open it up to Q%A. We would love to
have questions from our audi ence. And again, the
webcast participants can ask questions as well. We'l]|
be nonitoring that. We, we would |ike to see sone
sort of dialog happen. You know, FDA's definition
versus ot her working definitions and, and nmake sure

t hat we understand where everyone is comng from
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Wth that, the couple housekeeping
notices. Again, if you have nobil e devices of any
sort or every sort, please make sure they're sil enced
and | know we do have a nunber of people. There are,
by the way, seats down in the front and in the m ddl e,
which is always fun to sit at.

It is hot in here. | recognize that as
much as everyone else. W are working on cooling it
down. So stick with us. Wbcast participants, you
are very lucky to not be in our little sauna over
here. So with that, | turn it over to Scott. He wi ||
then turn it over to Larisa, CGeorge, and then Pieter.

MR. BASS. Good norning. Scott Bass.
| "' m heading the G obal Life Science practice at Sidley
Austin. So |I want to first thank Steve Tave, Dr.

Wel ch, M. Durkin, and Lawence Silvus (ph) for
putting this hearing on. | think it's a great, great
message from FDA and | really comend the Agency.

This is the first tinme, certainly in ny career, where
t he Agency has reached out, acknow edgi ng the val ue of
di etary supplements and al so seeking to all ow science

to lead the path forward in this very inportant
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I ndustry.

As many of you know, | had the honor of
bei ng asked many years ago by Sen. Hatch to | ead the
drafting on behalf of industry of this |Iaw and
worked with Loren |Isreal sen as | ead negotiators for
t hose two-and-a-half years, and we worked with Trish
Knight in Hatch's office and with Peter Reinecke in
Harkin's office to produce what is the | aw today.

As you heard before from Steve, we're
| ooking today to see if the regulatory framework is
fl exi ble enough to al so preserve product safety. And
| just want to tell you up front that | think two
things in answer to that question. First, the
i ndustry has not accepted its responsibility on the
safety front in growng to 4 to 40 mllion, billion.
And second, that FDA is inhibiting innovation and
actual ly endangering consuner safety by the way it is
interpreting this provision of the |aw

So starting with the begi nning, the
beati ng heart of today's issue is, of course, FF1l(e)
and that was witten. | wll be producing this

testinony in nore detail in witten form next nonth.
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So I"'mjust going to go into highlights today in the
remai ning eight mnutes. So |I'mgoing to make three
points this norning.

Nunmber one, none of the things we're
going to tal k today about, not just this panel, but
the other panels, is going to work unl ess we have four
f oundati ons.

The first is you have to have nmandatory
listing of dietary suppl enent products. You cannot --

| amincredul ous when | hear people say that they're

willing to put a product on the internet or in a
store, but they're not willing to tell the governnment
they're selling it. It just makes no sense. There's

no way we can have adequate enforcenent, a working NDI
system or incentives for better science or for
I nnovation unless FDA knows what's on the market.
Second, we need nore enforcenment noney
and it can't be earmarked anynore. That is a critical
conponent. Third, we need incentives for responsible
conpani es to i nnovate and spend noney on science. And
finally, and this is going to be another panel, other

t han grandfather products and foods that generally
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were consuned as normal foods, everything el se should
go through an NDI. That was what we intended when we
wote the law and all of this tal k about exceptions,
which | can't wait to hear, is in ny mnd off the

mar K.

So let's get to point nunber two.
201(ff)(1)(E), we now call it the innovation section.
We drafted that, in fact | drafted it from one product
at the tinme, coenzyne QLO, which ironically was a
synthetic botanical. And after sonme court decisions,
we made sure we wwote into the |law the innovation
section, neaning we didn't know what was com ng down
t he road, probiotics being the biggest category now,
but in that time we wote sonething and FDA accept ed
it.

So it's a dietary substance and you
shoul d know that the word nutritional, that's really
key to this entire discussion, was used in an earlier
law. |t was brought up several tines by opposition
and there was a constant fight to keep it out of the
(E). So the words dietary substance were in there

because nutritional was not. And that's why it's
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witten that way.

Because nutritional is basically
circular. 1Is it comonly used in food? Read the
recent NDI guidance. Oh, yes, it's commonly used in
food. So it can't be a dietary ingredient unless it's
not. So it's the opposite of innovation, which is
creating sonething new. So we had vitam ns, m nerals,
herbs or botanicals, am no acids, and the other stuff,
the CoQlOs and i nnovative products.

So here's how FDA a couple years after
DSHEA was passed thensel ves describe this section.

Ot her dietary suppl enents conprise a broad and di verse
group of substances that are neither of plant origin
or could be viewed as nutrients within the common
sense nmeaning of the term This is what FDA said
until 10 or 12 years ago.

And that nake sense because coenzyne
QLO, conjugated linoleic acid, glucosam ne, nelatonin,
various enzynes, gl andul ars, and now probiotics, all
are covered by that section. Wthin ten years |ater,
a group of people at FDA with no regul ation, no

heari ng, and no statutory change deci ded they woul d
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quietly put the word nutritional back into the act
t hrough the -- you can read it in the NDI guidance.

And now FDA has said, and |I don’t think
it's the ODS, by the way, O fice of Dietary
Suppl enents, that is responsible, that dietary
substances now only include substances already present
i n foods, in food conponents, that humans eat as part
of their usual diet. Does anybody here think that any
I nnovative product could neet the definition? |
don't.

And so here's the irony, the real irony
that's caused by this distorted interpretation that's
gone through no public hearing or regulation. There's
actually caused the Ofice of Dietary Suppl ements now
to adopt a tortured position that harns consumner
safety. The very thing ODS was intended to protect is
actually opening the floodgates to a bunch of products
that will ever be reviewed for science.

And the reason is, here's the | ogic.

Si nce not hing new can now get in under (E) under this
wong and | think ultra vires interpretation, FDA says

go do a GRAS self-affirmati on and wi thout comenting -
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- (inaudible) I have to be careful what | say here --
on the quality of GRAS self-affirmation, which let's
just say is not consistently great -- FDA says, oh,
well now that you're a food, forget the fact we said
I n our guidance has to be usually in the diet -- we'l
i gnore that for the nonent -- go on the market for six
nont hs and then you don’'t even have to file an NDI
noti ce because it falls within the 413 catchall.

You know why we wote that catchall?
Because if you have an orange and you extract
bi of | avonoids, it's a comonly consuned food, | want
to take sonething out of it. It was not intended to
| et every new synthetic ingredient and every new
i ngredi ent on the market w thout any oversi ght of
sci ence.

It's a total distortion and it's
precisely putting the word nutritional in (E), which
Is not allowed, that causes this to allow all these
products in the market that are getting no FDA safety
revi ew.

That's not what Congress wote. It's

not what Congress intended. It turns the NDI process
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on its head and it is dangerous for this industry's
credibility and dangerous for FDA' s regul ati on.
| nnovation is the key to gromth and to public access
and strong safety data is the only sustai nabl e nove
forward.

Now St eve Tave sai d what about gasoline.
Let nme tell you the answer. No. And the reason is
you can't retool (1)(ff)(1) in isolation, which is the
problem here. W wote that in conjunction wth
402(f) (1), the safety provision in what's now 301(v).
We gave FDA |ots of safety powers that didn't exist
bef ore.

Number one, (ff)(3), if it's a drug,
forget it. It's not going to be a supplenent. Nunber
two, 402(f)(1)(b), if you didn't file ND and you were
supposed to, illegal, adulterated. Nunber three,
301(v), you put out a product that's not safe, that
didn't neet the standards of 413, illegal. FDA' s
never used those provisions to enforce. |'mnot just
| ooking at Dr. Frankos's here.

What we need here is to understand that

we have great safe guards so you don’t | ook at
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sonet hing and say can this be a suppl enent and that
stops. You look at it and say can this be suppl enent,
does it neet the other safety thresholds that Steve
Tate nentioned before. That's what you have to | ook
at . So in conclusion, do we need legislation to
create innovation under (ff)(1)(3)? No, we just need
to renove this unlawful interpretation FDA's put on.

Number two, do we need legislation to
provide real exclusivity incentives so conpanies w ||
I nvest? Yes, we do. W need new |legislation to
create incentives for responsible conpanies to do good
sci ence. Thank you.

( APPLAUSE)

MS. PAVLICK: Good norning. Thank you
all for being here. | amhere today to present for
you for United Natural Products Alliance. Loren
| sreal sen is, I'mhonored to be supported by a
ghostwiter that is a huge |eader in our industry.

My nanme's Larisa Pavlick and |I'm
presenting on his behalf. And what we were asked to
speak about today was the use of what has been terned

synthetic botanicals. And fromjust this norning's
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di scussion, it feels as nmaybe there's just a
term nol ogy update that we could utilize to re-
characteri ze these types of products that may be

sati sfying both sides of the industry because when we
wal k through this presentation together, | hope that
in the end you're going to realize that innovation as
Scott has nmentioned, is really the key to al

i ndustries and all commpdity areas. And dietary
suppl enments is just one of those.

So as we wal k through the slide
presentation today, | want you to kind of reflect on
where we were in 1994 and '92 when this | aw and DSHEA
was being established and where we are today because
as we have all recognized in the, the week that we've
had here in Washi ngton, DC with many suppl enent
neetings, that there's a lot of changes in the
I ndustry.

So how can we all work together to
ensure that nmoving forward we still nmaintain safe
access to responsi ble dietary suppl enents that can
i nprove the health and qualify of life for many

i ndi vidual s? OCkay. We'll do it this way.
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So within this presentation, we're going
to cover a fewitems. W're going to talk about the
FDA's goals. The FDA's goals in the public health
i nportance of the NDI guidance, which was issued as a
draft in August of 2016. As we approach August of
2019, we nmay approach a final form

Di etary Suppl ement Health and Educati on
Act, we're going to talk about some of the negotiation
notes and regarding the synthetic ingredients that
were discussed at that point. W'Il also tal k about
the synthetic botanical ban and kind of where and when
that may have taken pl ace.

We'll | ook at sone of the congressional
and industry responses to the synthetic botanical
policy, tal k about current issues and market realities
for the use of synthetic ingredients, and sone
reconmendations that we have item zed for, from United
Nat ural Products Alliance, which is our menbers in the
i ndustry.

So in |l ooking at the first topic when
we're tal king about the FDA's goals for public health,

and public health inportance that was related to the
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NDI gui dance, the first aspect of that docunent was
really to tal k about the NDI process being the sole
premar ket opportunity for FDA and FDA staff to assess
the safety of new dietary ingredients. And |I think we
all as a responsible industry agree with the
i ntention.

We can tal k about the inprovenent,
i mproving the rates of NDI conpliance through dietary
I ngredi ent notification and the conpliance of those.
And they're also | ooking at inproving the -- the rate
and the quality are two of those steps within that
docunent.

And then we | ook at new dietary
i ngredi ent notifications and howit's serving as a
preventive control, to borrow a termfrom FSMA, but to
ensure that consunmers are not exposed to any
unnecessary public health and safety risks in the form
of these new dietary ingredients with unknown safety
profiles.

So as we wal k through that, this term
t hat has not been well accepted by sone of the

regul atory agencies and is often used in our industry,
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I's synthetic botanical or often referred to as
synbots. And again, this is mybe where we update the
terminology. |If they're synthetic conponents, maybe
there's a new term nol ogy that we can cone up and
agree with and define so that all parties can agree to
the functionality of these ingredients.

But synthetic botanical status is
defined by its nutritional function and not by its
state of matter. So as Cara nentioned, if it wasn't a
plant, it was never a plant, and the conmponent is
extracted, or in this case, for a synthetic botanical,
a chemcally identical conpound is devel oped, it's
still not considered a dietary ingredient.

But if we look at this from ot her
commodity groups within the FDA, we know that there's,
there's drug conpounds that are synthetic products and
generics, which may be synthetic copies of those. And
those are in the approved category.

We al so have food additives that are
synthetic copies, and if we want to take it to an
extreme, we have, so we have food additives. W have

drugs and we have chem cal conpounds being used in
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cosnmetics. They're all synthesized and the npst

recent and probably the nost interesting to many of us

in the natural products industry -- oh, and there goes
the slides -- is that there's now approved synthetic
nmeats. So if -- shazam | didn't touch it. That's,
and that's -- all right. Do you want nme to switch to
my own?

Now we have synthetic neat products. So
if we have the ability to have approval in sone of
t hese other commpdity categories, | think it's tinme to
noder ni ze the approach to synthetic conpounds that are
used in dietary suppl enent product regardless of their
source. And |I'mgoing to have to pose, pause a nonent

to pull up ny own slides. You got ne. Ckay. And

we'll continue. |I'msorry you're not going to be able
to see the slides, but I'll just be working off of ny
copy and maybe you'll have access to them | ater.

A substance that has been synthesized in
a lab or in a factory, has never been a part of an
herb and a, or a botanical, and therefore, it's not a
dietary ingredient. So that's, again, sone of the

rationale from FDA. Synthetic botanicals as ny bull et
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No. 3 are not part of the human diet, and therefore
t hey cannot increase the total dietary intake of
sonet hing that has not been part of, of the human
di et .

So again, if we |ook at pre- DSHEA,
there's many synthetic vitamns that have been on the
market. It's not an orange and it's not an extract of
an orange. It mght be sonmething el se that was
cheaper and easier to access or make. And agai n,
maki ng sure that the public has access to safe and
af f ordabl e dietary supplenents is the primary goal

The rationale for FDA' s position seens
to date back to 2001 as a result of the ephedra and
ephedra al kal oid synthetic products that were on the
mar ket that were causing a significant anount of
I 11 ness and injury and consuner conplaints, and in
even sonme cases, death. And we can see as a
responsi ble industry that that is a responsible step
of the Agency to protect public health and safety, but
it may not have been a fact of the synthetic
conposition of sonme of those alkaloids. It may be

have been m suse of the product itself.
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So if a synthetic botanical policy -- so
then a synthetic policy was devel oped and in 2004 we
had a regul ati on, which was prohibiting the use of
ephedra and ephedra al kaloids in dietary suppl ements.
But was this the right step?

So if you were able to see the slides,
Loren has a great nenp that was presented to Comm
Hanmburg in 2011 and it was issued by two of the
authors, or two of our chairs for the dietary
suppl enent industry, our chanpions that were wthin,
wi t hi n governnent and hel ping us in the Agency. And
this letter was addressed to Comm Hanburg. It was
dated on Decenber 22nd of 2011 and it was in response
to the initial guidance that was issued by the FDA.

And that guidance was called Dietary
Suppl enent, New Dietary Ingredient Notifications.
Excuse ne. And related issues. And that document,
t hat gui dance docunment was published in January 2011.
And within the docunment in paragraph nunber two, it
states that they urge the FDA to w thdraw the new
gui dance and to republish it. So as we know, the

addi ti onal gui dance was published in 2016, but have we
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addressed all of the elenents of, of concern and have,
has the intent of DSHEA been pull ed forward?

So the background of the guidance was
that FSMA in 2011 asked FDA to direct, or asked the
FDA to clarify the New Dietary Ingredient Notification
process and to do that with nmeans that were consistent
with DSHEA. And instead what seenms to have cone out
t hose gui dance docunents are a little bit adversari al
to what we had i n DSHEA.

So within this slide that you can't see,
there's a quote that Loren has highlighted and the
quote reads simlar, simlarly the draft guidance
accept, accepts, attenpt -- excuse nme. The draft
gui dance attenpts to assert this, that synthetic
copi es of botanicals can never be a dietary ingredient
and an assertion that is wholly w thout statutory
basis and in fact contradicts a | ongstandi ng FDA
policy.

And again, the, kind of the punchline
that you're not going to be able to see shows that
this letter was signed by Tom Harkin and O rin Hatch.

So these are two of our chanpions in the industry that
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were saying that this, the guidance and the current
position of FDA regardi ng these synthetic conmpounds is
opposed to the intent of DSHEA.

So what are the realities in our current
i ndustry? In 2019 if we |ook at the conpounds and the
ingredients that are being utilized, we have synthetic
chem stry, we have synthetic biology, and we have --
|"'msorry, Cara -- 1'll say it one nore tine --
synthetic botanicals. They've evolved dramatically
since 1994, as has the rest of the world.

They're currently and they will continue
to enter the food ingredient, spice, color, flavor,
and the dietary supplenment industry. And | have a
great graphic that is going to show you all of the
conpounds that are available. This graphic is going
to show you when you have access to that all of the
di fferent conpounds that are currently being
synt hesi zed.

DR. VWELCH: Hey, you guys, can you go to
-- what is this -- slide 18, please?

MS. PAVLICK: All the conmpounds that are

bei ng synt hesi zed and are avail able on the market
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currently being processed with different yeast
material. So if you look at this |ist and things that
specifically effect our industry, you'll see caffeine,
saffron, stevia, frankincense, mnt. Look towards the
bottom ginseng, tuneric, all of these are being
manuf actured in large volunmes in, and are -- well, to
the market and in a much cheaper fashion. Still not
novi ng. ©Ch, there we go.

So the synthetic botanical ingredients
w t hout sharing our personal opinion of our Agency,
organi zation's opinion, but synthetic botanicals are
causi ng an econom c disruption. W have synthetic
botanicals that are offering far | ess expensive
options for buyers and if there's buyers that are not
knowl edgeabl e of the industry, it's hard to determ ne
If it's price or if it's quality that's driving the
oper ati on.

Anal ytical detection is often difficult
because, again, these m ght be chemcally simlar.
Raw mat eri al pricing beconmes skewed as the synthetic
bot ani cal s are added or replaced to ingredients and

extracts and it encourages at tinmes econonm c
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adul teration, nisbranding, mslabeling, and is a
consuner decepti on.

So here's a couple slides from one of
our MOU partners and this is tal king about sone
exanmpl es that they've found in the market. This is
from Loren Monahan (ph). He is fromthe trust and
transparency group, but the d obal Kierkennmen (ph)
Association did a study to say what is the preval ence
of synthetic conpounds on the market.

And t hey purchased products off of the
internet and from several brands, but they found that
Cl4 testing was the only way to determ ne whet her or
not there was a synthetic compound. But they found
that there is adulteration and it's happening pretty
frequently. And typically they' re not adulterating
the entire product. They're only adulterating a
portion of the product.

They're finding between 5 and 16% of the
bot ani cals are including sone sort of substitution or
dilution by synthetic conpounds, and when they | ooked
towards the bottomin bullet No. 3, you'll see that

this is affecting dramatically the prices of those
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products and greater than 40% of the product that were
tested online had sone form of synthetic conpound
I nsi de.

This is a sunmary of the data for sone
of those slides and you'll notice we don’t have tine
to cover nost of them but if you |look at the outer
colum in the colors, the blue indicates those that
were 100% pure, natural products, but the others in
red show that there were sone anount of synthetic
conmpound present.

So in summary, the synthetic botanicals
are a growi ng percent of the dietary suppl ement
market. It is our reality. FDA s current synthetic
bot ani cal policy should be updated because it's
currently not consistent with the intent of DSHEA.

The genesis of new current synthetic
technol ogies -- the genesis of the current synthetic
policy -- was to renove synthetic ephedra al kal oi ds,
and again, this policy is currently based on the 2004
regulation, but in the present tine if we're talking
about noderni zation, it m ght not be hel pful.

So UNPA has several reconmmendati ons for
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t he Agency, and that would be to revise the no
synthetic botanicals as an NDI policy. But we're not
saying that we're accepting of this as the way of the
future. We're saying that let's recognize these
synthetic copies as new dietary ingredients and all ow
it to go through the new dietary ingredi ent process,
al l ow again safe access to products and consuners
having the ability to nake those deci sions.

But with those nmaking responsible
deci si ons and providing public choice, we would need
to have sone sort of declaration on the |abels -- just
as you would see in a GMO or in a bioengineered
product -- that you would be able to indicate that
t hose products are synthetic and all ow consuner
choi ce.

And sonebody's taking over the screen
again. There we go. W want to make sure that
products that have not gone through the new dietary
I ngredi ent process would have enforcenent by the FDA
and we would want to ensure that you were able to seek
public comment regardi ng GRAS opportunities for these

types of ingredients as Scott has suggested, that
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self-affirmed GRAS may not be a strong of science as
If it was reviewed ot herw se.

Wth that, | want to thank you for your
time and your patience while we got through these
techni cal chal | enges.

( APPLAUSE. )

MR. PARASKEVAKOS: Well, good norning,
everyone. Thank you again to Steven and Cara and the
FDA for inviting us to present on probiotics. It's
beconme quite an inportant category and | think it has
its place in DSHEA. Today's presentation as announced
earlier is a collaborative effort and on behalf of the
| nternational Probiotic Association, |IPA and the
| nt ernati onal Food Additives Council, |FAC.

So how do probiotics fit under DSHEA?
So this presentation is going to underline sone
| nportant aspects to show how probiotics actually do
fit. Before going into the presentation, 1'd like to
underline and point why it's such an inportant
category within the dietary and food suppl enent space.

So consunption of probiotics on a world

| evel | ast year closed out at close to 44 billion US
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dollars, up 6 billion from 2013. The way probiotics
are consunmed or the sources of consuned took was 71%
was t hrough yogurt, probiotic yogurts, 16% canme from
source and fernented ml ks, and then 13% was t hrough
dietary supplenents. That's globally.

So let's look a little bit further into

t he dietary supplenment space. Last year, 2018, the

di etary suppl enent space closed out at 5.7 billion US
dol l ar market value. It's projected to grow 19% by
2022 to 7 billion. Inportant to note here, and that's

why we are here today, that 5.7 billion dollar USD

nunmber, close to half of that nunber was consuned here

in the United States. So quite an inportant category.
Does an inportant category |ike

probi otics have an official definition? Not

necessarily. It has a few recogni zed and referenced

definitions globally from science conmmunities,

academ cs, governnment agencies. The nost referenced

one | would say is the WHO definition, which was put

t oget her by an expert panel in 2001 and you can see it

up here. Live organisns when adm nistered in adequate

amounts will confer a benefit to the host. VWhat about
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in the US? Under DSHEA we have sone reference or
terns of reference to live mcrobial ingredients, but
no official definition per se.

So what is a dietary ingredient? How
does it fall within the scope of DSHEA? W heard the
previ ous speakers tal k about their vitam ns, their
m nerals, their herbs, so on and so forth. W' ve,
we' ve questioned where do probiotics fall under in
many public neetings and in different exchanges we've
had wi th government agenci es.

And specifically we have heard that the
FDA say in open neetings that probiotics would fall
under (E). What is (E)? Let's look at the statenent.
The statenent says it's a dietary substance for use by
man to suppl enment the diet by increasing the total
di etary intake.

VWhat does this statenent inply? On the
first part, a need to increase the intake and to
suppl enent the diet with that particul ar substance, in
this case probiotics, to help the maintenance, and
this is inportant, is the maintenance of health and

normal body functions. And on the second part, it is
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a dietary substance.

So let's look at the first part of that
statenent. The need to increase intake and suppl ement
the diet. We know the thousands of publications and
articles in science that have been put out in the
public domai n around probiotics. W know, you know,
their benefits and roles from healthy di gestive
support to i mune. We know that humans fromthese
publications and articles and research, we know humans
are made of bacteria 10 to 100-fold nore than human
cells.

We know that probiotics and life
organi sns are beneficial to the gut. They allow for
better digestion of nutrients. They allow for better
uptake in nutrients and they allow for synthesizing
certain nutrients. They have very nultifunctional
roles within the gut, but also these research articles
and publications have shown that they have benefits
outside of the gut. |Immune support, brain-gut access,
skin m crobiome, so on and so forth.

At the end of the day, the aging process

declines bacterial communities in our gut. So this
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coul d possibly shift functions of the body. 1 can
renmenber what | said previously; the maintenance of
health is inportant. So it's key to understand this.
The IPA is working on a neta-review and we're | ooki ng
at two district databases of clinical trials that have
been conduct ed.

We have a paper due out later this year
fromtwo databases, clinicaltrial.gov and the WHO, and
we're, it's, it's quite interesting on how many
clinical trials are ongoing at this point. Stay tuned
for that paper.

Next, so probiotics are necessary |ike
vitamns and mnerals. So we, it begs the question,
and we al ways ask, why did DSHEA not include a
distinct line item It would have made ny life easier
anyhow. So | would say a probiotic or a live
m crobial, they were prevalent in the US prior to
DSHEA, prior to '94.

Sonme exanpl es, an old dietary ingredient
list which, you know, was published by a few
significant associations in the US, we find genera

speci es of probiotics. W have a food partial Iist
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that we see for GRAS assessnent and notifications.
Probi otics al so have prior sanctions for food
manuf act uri ng.

So they are prevalent. W have the
evidence of that. And over and above that they've
been also in the food supply for many, nmany years.
One of the first papers that were witten regarding
probiotics was this, fromthe Russian scientist,

Met chni kof f, who noticed Bul gari an peasants outliving
royalty by a high ingestion of yogurts and cheeses.

So definitely have been around for a
while. So how do probiotics fit under 20, 201
(ff)(E)? So it's a dietary substance for use in man.
The second part of that particular statenent, it’'s a
di etary substance. So a dietary substance. Let's
take a | ook around the world how ot her governnment
agenci es | ooked at, you know, probiotics.

Clearly they exist in the food supply
and there's many, many published lists or safe food
lists that can be applied to be used for the, for
probiotics within the food supply and in food

supplenents. Here's a few of the tests in Europe, the
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IDS |ist. W have a natural health products nonograph
and many, many others as you see on the screen, too
many to |ist.

So where do probiotics fall in the US?
We know FDA has a partial list of organisns which have
cone fromsafety assessnents from GRAS. | think the
list is not conprehensive and | believe we can work on
it. This is where | PA and | FAC can cone into play to
di scuss on making a nore conprehensive list or food
list for live mcroorgani sns or probiotics.

I n conclusion, they fit under 201
(ff)(E) because they've been in the food supply for
t housands of years. There's a health benefit |ike
vitami ns and mnerals to increase the total dietary
I ntake of probiotics beyond the foods consunmed. They
were prevalent in the dietary supplements based prior
to DSHEA in '94.

So how can we practically |ook at
creating mybe a conprehensive |list or a way forward
for probiotics within DSHEA? How to be practical? W
propose grandfathered or an exenpted list. W propose

the list, this exenpted list would include a list of
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species with a safe history of use. The manufacturers
of these strains within the species would have the
responsibility to, to establish safety based on
abbreviated criteria of safety and identity simlar to
ot her requirenents that we see around the world from
ot her gl obal regul atory agenci es.

Now it's inportant to note that strains
within the species of this |ist would not need to go
t hrough notifications. They could be grandfathered,
but at the sonme tinme we nust also maintain we cannot
forgo, we cannot forgo the establishnent of the safety
assessnments. Safety assessnments still need to happen
even though there would be a grandfathering process.

The second part on how to be practical
and noving forward and addi ng probiotics w thin DSHEA
are master files. The nmaster file system or dossiers
woul d provide FDA with enough information to avoid
unnecessary notifications, but also reduce the burden
and resources of FDA and industry to go through
notifications on strains and species that have been in
the food supply for many years and have a safe history

of use.
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Est abl i shing safety, 1'd like to nention
here that bacteria give us a very, very unique gift.
Unli ke chem cal and innate substances, bacteria gives
us a gift of a genetic code. That genetic code or its
DNA allows us to | ook further into a bacteria organism
or a probiotic so we can understand what it can or
cannot do.

From there things that we can establish
fromwhat can be used within the master file system
woul d be whol e genonme sequencing from fromits DNA
for proper identification. Genonme, genome mning to
make sure there's no production of virulence factors
or toxin characteristics. Additionally, we can also
| ook for antibiotic resistance profiling and nake sure
that these nicroorgani sms do not have the gene that
transfers this antibiotic resistance. So all this to
say there is a very practical way forward by creating
this practical list for, grandfather |ist for
pr obi otics.

So to finish, it's inportant to note
that a master file system or dossiers with a

gr andf at hered process from an exenpted list is the
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| ogi cal way forward for strains that have been in the
food supply for many years and have a safe history of
use. But at the sane tine, we have science which
evol ves and i nnovati on conti nues.

So they'll definitely be new strains on
the horizon and the NDI process or new dietary
I ngredi ent notification process should be reserved for
t hese new, new strains.

| want to reiterate what was said
earlier this week from Frank Yi annas, deputy
conm ssioner. |It's all about establishing consuner
trust within our, and making sure that we put quality
products to market. This is key for our category
bei ng probiotics.

So this is where | PA and | FAC are here
to help. We like to be at the table and would like to
sit with the FDA in regards to discussions within the
wor ki ng group and even possibly | ook at form ng |ike
bot ani cal s a specific working group for probiotics.

So with that, | want to thank you for your tine.

( APPLAUSE. )

DR. WELCH. Can we get the screens up?
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Thank you. Can you nove one nore slide? There we go.
Whoops. Not break time yet. It is Pieter's tine.

MR. COHEN: Thank you. Thanks so nuch
for having ne. |It's an honor being here. Let ne just
share with you first what | do, which is I'ma genera
internist. So | see patients Mnday, Wednesdays, and
Fridays. And when |I'mdoing that I'moften --
actually yesterday | was busy encouraging ny patients
to restart their supplenents that they have forgotten
to start. Starting other patients on supplenents. W
had di scussi ons about B12, calcium vitam n D,
multivitam ns that | was encouragi ng or nmaking sure
that ny patients were adhering wth.

But | not only think that supplenents
are essential for me and all physician to practice
evi dence-based nedicine in 2019, | also think it's
essential that ny patients and all consuners have
access to these products w thout seeing ne. |If
everything was through me for every synptom of the
human body, the system obviously would break down.

So | am so thankful that so many of ny

patients receive their care at, at pharmacies directly
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wi thout ne involved. So I'ma big advocate for access
and a big advocate for safety. | got interested in
suppl enents because of harmthat ny patients were
experiencing. And in the |ast decade we've spent a
| ot of time and energy studying the safety of, of
suppl enents and particularly interested in the
boundari es between pharnmaceutical drugs and dietary,
and what's found in dietary suppl enents.

Now this conversation is really exciting
to ne because what, what we're tal king about
publically today is sonething that's been going on
sort of under the radar scene, under the radar gun.
And it's just wonderful to have an opportunity to
di scuss it.

VWhat | think's at the core of the
question is, is what's, what's the difference between
a new drug and a new dietary ingredient. So for the
pur pose of drugs, |I'mnot going to be tal king about
any legal definition. 1'mjust going to use common
sense definition, which is a substance which when
i ngest ed has physi ol ogi cal effects.

So using that definition of drug, it's
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clear that sone dietary supplenents, many, are drugs
In the sense that they're to be ingested and have
physi ol ogi cal effects. Vitam ns and m nerals across
t he board.

So the question is not whether or not
there's a clear boundary between a pharmaceutical drug
and dietary supplenent. There's not and that's okay,
and that's what DSHEA was put in place to define, to
make sure that the FDA didn't regul ate these types of
substances in the same way they did with
phar maceuti cal s.

But what | think's very interesting is
how do we -- let's now nove to a new drug. So a new
drug being a chem cal that whether or not it's
extracted froma plant or synthesized, but it's placed
into a pill, powder, capsule, gel, ingested for
physi ol ogi cal effects. And the question is what are
the routes in the United States to market a new drug.

So over the last 25 years what's been
happeni ng is that new drugs have been narketed as
di etary supplements or dietary ingredients in dietary

suppl enents. There's a | ot of different exanples of
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this and different routes that these new drugs have
taken. Sonetines it's a drug that was actually well
known prior to 1994. Yohi nbi ne, for exanple. So
yohinbe is the tree. The bark of it's extracted and
used as extraction. One of the nobst active al kal oi ds
I's yohi mbine. When that's either isolated fromthe
bark in high quantities or synthesized, it was a
phar maceuti cal drug well before 1994.

So this distinction that there were
t hings that were prescribed by physicians in 1990 and
things that were sold over the counter, yohi mhe bark
extract prescribed by physicians, Yohi mbine, was a
clear distinction. And there was no effort that |
understand for either consuners to demand or congress
to say let's nove these prescription drugs, even those
that m ght have originated in plants, directly into
the store shelves and be sold directly to consuners.

So one thing that we have seen over the
years is that you take a product like a food |ike red
yeast rice, but you fornulate it in a way where it
becomes a drug. You have high |evels, nonacolin K

exactly the sane chemcal that's the prescription

www.Capital ReportingCompany.com
202-857-3376



http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 74
| ovastatin. O you take yohi mhe bark extract,
formulate it a way that you have pharnaceutical doses
of yohi nmbine. But there's other ways that supplenents
have been formul ated as new drugs. And this is where
we're particularly concerned because we don’t have
evi dence about its efficacy or safety in humans.

An exanple of this is finding a chem cal
in nature or purportedly finding in nature. DMAA, the
stimulant, is a great exanple of this. You synthesize
it, place into a pill, sell as a supplenent to have
physi ol ogic effects. So here we have a new drug being
i ntroduced as a dietary ingredient.

So one pathway is using that old

grandf at her cl ause, but the other pathway is the ND
pat hway. Vinpocetine is a great exanple of this. So
the vinpocetine is a drug prescribed in countries,
i ncludi ng Russia, for neurological conditions. |It's
never been found in nature. However, a chem cal very
close to it, vincamne, is very prevalent, for
example, in |lesser periw nkle.

So the idea was that since it's just a

t weaked version of vincam ne, we can sell vinpocetine
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only synthetized, only pharmaceutically synthesized in
suppl enents. That's how vi npocetine has found itself
i n hundreds of suppl enent products.

So there's been a -- and if we foll ow
this thinking that has been proposed by sone of the
I ndustry, that we can identify chemcals in any food
or botanical and then synthesize them at what ever
dosages and sell them for humans, this a, that's
I ntroducing a new drug into comrerce in the United
St at es.

Now does this matter? So | would argue
it does for two reasons. Nunber one, | agree strongly
with what Scott said. We need incentives for firns to
create information, especially safety information, but
al so access to informati on such that consuners,
physi ci ans, and all of us regulators can just choose
for ourselves what we want to use. So consuners can
deci de what to use.

If we don’t have the research, a
consuner can't nmake a w se decision for thensel ves.

If we introduce a new drug in these pathways, there's

no way that a consunmer can decide if that's right,
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especially when the label is not required if you m x
it into a proprietary blend to include the quantity of
the new drug. So | would argue that we need to have a
system that insists on evidence at |east of safety
prior to marketing any new drug in the United States.

Now t he second question is safety,
consunmer safety. |Is this just a theoretical issue or
are patients being harmed? M perspective as a
physician is patients are being harned. |[|f you take a
| ook at the studies, for exanple, the CDC s study that
estimated that roughly 20,000 consuners end up in
energency roonms every year due to supplenents, that
nore that 2,000 are hospitalized every year due to
suppl enents, or at |east the physicians caring for
them believe it's from suppl enents, then, and you take
a close |l ook at what categories are causing the
trouble, it's really categories that are doing nore of
this introduction of new drugs, introducing new drugs
rather than nutritional categories.

Simlarly, | wouldn't be surprised if we
found out that the reason why ephedra led to 18, 000

adverse event reports including, of course, seizures,
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heart attacks, and deaths, was that, not because they
were, everyone was consum ng a natural extract of
ephedra, but rather that the ephedra al kal oi ds woul d
either be highly concentrated or synthesized at
dosages that were nuch higher than traditionally used.

So | do think there's serious safety
I ssues. Anot her recent exanple just of one product,
which is a m xture of these kind of new drugs,
basically a synthetic version of a constituent of a
botanical, is the OxyELITE Pro story, which when it
was introduced in early 2013 before the end of the
year had already led to 69 case of hepatitis, dozens
of hospitalizations, three liver transplants, and two
deat hs.

So, and when scientists anal yzed what
was actually init, it was exactly what was on the
| abel , which is synthetic versions of botanicals m xed
together in a new way that had never been consuned
bef ore.

So where does this |leave us? | think
that it's very fair that we have very thoughtful

| awyers on both sides of the argunment. |[|'ve read the
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FDA's position on interpreting DSHEA in terns of
synthetics. It seens extrenely reasonable to nme, but
| sit down and listen or talk to Scott for an hour or
two, his position also sounds very reasonabl e.

So I, I don’t think that we have a clear
gui dance here, but we're going to have to nake a
deci sion on how we handle this. Do we want a two-
tiered system where new drugs depending on their
backstory, if they've been found sonewhere in nature,
in a food anywhere in a world, in a botanical, they
can be introduced through the NDI process? O, and a
recent exanple for this would be CBD, m ght be in this
pat hway. O are we going to have a system where the
courts are going to make these decisions for us?

So I"'mjust delighted to be at a neeting
where these issues that we have known about for years
are now bei ng pubically discussed 'cause | think the,
t he conclusions we cone to are going to be essenti al
and | think they should be shared broadly wth
Ameri can consuners. Thank you very nmuch

( APPLAUSE. )

DR. WELCH: All right. Thank you.
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Thank you, presenters. That's wonderful. | just want
to note that it only took about 90 mnutes for CBD to

be brought up. So better than |ast tw days ago. |

intend to bring that up again. Okay. | actually
would like to open it up for Q%A. | see they're
turning on the mcs. Thank you, guys. | appreciate
that. |If there are questions for our panel, | would

fully encourage you to go to one of the two mcs.

We do need to speak our questions into
t he m crophone so that our webcast participants can
hear, as well as our transcriber, because, again, the
meeting is being transcribed. Also please begin with
your nane and affiliation. That will help the
transcription process and so we all know who each
other is. Qur panelists, |, you have mcs. | assune
you push the button and it turns on. Geat. Awesone.
Thank you, George, for checking.

Also if you -- | realize there's only
four of you. |If you could try to renenber to say who
you are when you start answering the question. CQur
transcriber can't quite see you. So also he doesn't

know who you are.
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So let's go ahead and start with the
audi ence questions. Go ahead. Thank you.

MR. GASTELU: My nane's Dan Gastelu. |
(i naudible). 1've been working in the dietary
suppl enent, food, and drug industry since the '80s.
And can | ask a question? Like how many people were
here for the dietary supplenent (inaudible) Education
Act (i naudible)? Anybody? All right. So very few.
Because you got to really agree to have to live under
that rule, FDA rule. | really appreciate the great
wor k everybody's done with DSHEA because ny |ife back
then was, 'cause | started toward nutrition weight
| ose products was basically (inaudible) harassnent by
t he FDA (i naudible) help build nuscle.

So the Dietary Suppl enent Health and

Education Act just made ny life normal. Everybody's
life normal. (Inaudible) big products |ike |I was
i nvol ved in, well, condition categories, (inaudible)

probiotics, ultra. And there's a |ot of good stuff we
have right now and the great part is all in the public
heal th business. So that's (inaudible).

So we have a (inaudible) selection of
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products that are (inaudible) for health versus a | ot
of foods that, you know, are just snack foods and
things like that that aren't necessarily made to
pronote people's health. 1 also work international
and in Canada, places |like that.

So one question | have is why not just
adopt Canada's definition? It's areally famliar
(i naudi bl e) definition (inaudible) health products
where it says bioactives of the above, which include
bot ani cal s? They al so have fungi and things |ike
that. That's question nunber one. Wy not do that?

DR. WELCH: Do any of our panelists want
to answer that? | would defer to the panel on this
one. | amnot --

MR. GASTELU. Reading it into the record
(inaudible). (lnaudible.) | got a lot of stuff to
read into the record.

DR. WELCH. George, it looks |ike you're
goi ng to answer Dan's question?

MR. PARASKEVAKOS: Yes.

MR. GASTELU:. And al so probiotics

mentioned (inaudible). So (inaudible) FDA work
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(i naudi bl e). They use (inaudible). Wrk together
closely (inaudible). | don’t know the reason, how to
answer that, but what's the general consensus?

MR. PARASKEVAKQOS: George Paraskevakos.
And your nane was?

MR. GASTELU:. Daniel Gastelu.

MR. PARASKEVAKOS: Daniel. [It's really
conmmon. (I naudi bl e) Health Canada even devel opi ng
t hat probiotic nonograph. So | think it was well, the
(i naudi ble) was well. We're a smaller (inaudible)
time. It's a sinple answer, but maybe not so sinple.
We | ove to see the nodel be (inaudible) across the
gl obe with (inaudible) probiotics it works well, but
within each country you got to understand that there's
a very specific, you know, regulatory frameworks and
structure that also need to be exam ned.

So I, fromthe regul atory perspective,
fromthe governnment side, | also understand that, you
know, it's not easy to fit a square into a circle.

So, but the nodel does work and (i naudible).
DR. SHARPLESS: Well, we created it.

The Di etary Suppl enment and Education Act didn't exist.
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It was created by the industry (inaudible)?
(I'naudible) that's a sinple solution. Now the other
thing I have, well sonebody el se (inaudible).

DR. WELCH: Thank you, Dani el .

MR. GASTELU:. (I naudi ble.)

MR. PARASKEVAKCS: | woul d say
(inaudible). One thing | struggle with is | see
i ngredi ents containing 7% (i naudi ble) acid and
(i naudi bl e) and ponegranate extract. | see ingredient
from 90% (i naudi bl e) clainmed (inaudible) extract.
VWhen is a material, an extract, when does it becone a
pure conmpound?

MS. PAVLICK: Larisa Pavlick from United
Nat ural Products Alliance. Looking at (inaudible) a
little differently, especially with some our current
mar ket , mar ket products. To define (inaudible) as a
product transiting froman orange to an orange juice
to ascorbic acid in a tablet. But the definition or
t he regul ati ons have defined is that once there's
chem cal alterations, in that process, and it's no
| onger what was in (inaudible) 1994 (inaudible).

And | know that you and | share that
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opinion. | think once we have that clinical
alteration or manipulation for (inaudible) any one
conpound, that's when it needs to end of the

(i naudi bl €) ingredi ent pathway and goes through a
notification process to unsure the safety of the
product and then bal anci ng access to innovative and
noder ni zed products and (inaudible) public health and
safety.

MR. BASS: | look at it alittle
differently in the sense that | think it's a question
of whether it's a new dietary (inaudible) or not and
whet her an extract or otherw se, it's sonething
(inaudible). To determne in the first instance, but
| think we really have to | ook at screens rather than
how much (i naudi bl e) under (E) or (f) and (i naudible)
to safety and (inaudible) in terns of (inaudible).

MR. BLAKE: Rick Blake with Strategic
Heal th Recourses. W represent (inaudible) and I, |
urge the FDA and | know this is not (inaudible). |
urge the FDA not to exclude patient and patient
advocacy groups on the discussion because it's what

we're tal king about, protecting patients, patient
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(i naudi bl e).

Now, on the other hand, we also
represent (inaudible) inmmne systens that are HV
(inaudible). So my question is it's really inportant
in HV (inaudible) to have supplenents, dietary
suppl enents that can help with conorbidities, co-
conditions. CQur patient groups are 30% nore likely to
have i mune conproni sed systens, outside of just H V.
So ny question to the doctors, as you see your
patients and you recommend suppl enents, if you see H'V
and AI DS patients, not just all the diabetics, or, or
any, any inmune conprom sed patients, how can we --
it's very inportant.

How can, how can patients be assured,
not just a safe, but the efficacies of, of what they
take, particularly H'V patients (inaudible) retroviral
drugs?

MR. COHEN: |, | thank you for that very
t hought ful question. And | just want to say that
personally I'"mnot a big fan of structure-function
claims and | think that unfortunately they m ght not

be the intent of the law, but it has permtted
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conpani es to advertise products as if they have
(i naudi bl e) boost your inmmune system even if there's
not a single study in humans denonstrating that's the
case.

So in addition to what we tal ked about
earlier, | absolutely agree with you that we shoul d be
seriously thinking about the positive and negative
potential health effects of structure function.

MR. GASTELU:. Yeah, that's a category
that frustrates a lot of us in the industry.

DR. WELCH: Daniel, can you get a little
cl oser to the m crophone?

MR. GASTELU: (Inaudible) nutrition
together with (inaudible). But in regard to your
comment on structure-function, that's, to ne that's
the life blood of the Dietary Suppl ement Educati on
Act. You have to have substantiation. And the FDA
did put together gui dance docunents (inaudible) you
know, unfortunately it's left us (inaudible) health
claim (inaudible). You go to Canada, they do, they do
review. They have a lot of (inaudible).

So | think, | think it's a good tine to
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button things up. There are good nodels |ike Canada.
There's a |l ot of good (inaudible). They have a | ot of
great products. And (inaudible) products, but getting
back to this one specific issue here that we brought
into it, 'cause we're tal king about new dietary
i ngredients now and (i naudible) notification process.

If I"'mgoing to create a new product, a
new i ngredi ent, you know, it's years before you
(i naudi bl e), especially noww th safety data and
things. So (inaudible) do anything. So | think you
just need to have a forumto comuni cate officially
when those dietary supplenent says we're going to do
this product. We think it's a (inaudible) ingredient
for these reasons, and then have the FDA sign off on
it so when they -- you know, so this is an exanple
her e.

So when they do the 70-day notification,
t hey have docunentation that says you' ve accepted the
fact that it's a dietary ingredient, you know.
(I naudi bl e) now this one (inaudible) here (inaudible).

DR. WELCH: M chael, do you want to junp

in while Dan's | ooking for his gl asses?
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MR. MGUFFIN:. | think two quick
questions. This is Mchael McGffin wth the Anmerican

Her bal Products Associ ati on. First to Larisa, when

you say synthetic botanical, | don't think you nean
sonebody nade a synthetic root of ginseng. | think
you nean synthetic botanical constituent. 1Is that
correct?

MS. PAVLICK: Thank you, M chael. This
s Larisa, Natural Products Alliance. Yes, sir, that
Is a good clarification of the point. (Inaudible)
conpound.

MR. McGUFFIN: And that’'s | think
consistent (inaudible). Let's get the |anguage really
cl ear.

DR. WELCH. | would actually say
synthetic copy of a botanical constituent.

MR. McGUFFIN. That'll work too. And
then I'd like to pose to Scott. Larisa also said that
UNPA' s considering a policy that we would require to
make a synthetic (inaudible) when you put it in your
product you've identified it because (inaudible) did

not conme out of a plant, whether you call it a
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synthetic or whatever word is used. Did | understand
correctly?
MS. PAVLICK: Correct. Yes, sir.

MR. McGUFFIN:. But it's also | ooking at

a thoughtful process around that sane issue. |f you
put an artificial flavor in your food, you call it
artificial. So |I'mcurious, Scott. | know you

advocate for the all owance for synthetic botanical
constituents. Does it make sense? Wuld that be a
service to consuners to, for conpanies that sell those
to be required to acknow edge that it did not cone out
of a plant on the product |abel?

MR. BASS. Thank you, Mke, for putting
me on the spot. Let's put it this way. Go back to
Section 411 which was passed in 1973 where the
congress said we're not going to distinguish between
synthetic and actual sources (inaudible) mnerals. So
nove forward froma regul atory standpoi nt (i naudible)
matters.

So it's really a comrerci al standpoi nt
and sonething that you would argue fairness to

consuners and di sclosures. So w thout taking a final
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position on that, | would say there's a good argunent
on di sclosure which goes to, | think, ny coll eagues

comments earlier that people want to know what they're
getting. (Inaudible.)

MR. McGUFFI N:  Thanks very much.

MR. POLI NSKY: Scott Polinsky, attorney.
Thank you for the great presentations. | wanted to
bol ster Larisa's point and Scott's as well on the
di stinction between synthetic and natural substances.
Actually the Food and Drug Act (inaudible) regul ations
(i naudi bl e) synthetic versions of vitamn and m nerals
equally. 21 CFR 109, subsection or paragraph K, in
t hat section the FDA considers a food to be m sbranded
if it mkes a label claimstating or inplying that a
natural vitamn is superior to a synthetic one.

And | have a, a comment on Dr. Cohen's
remar ks. \What percentage of people who visit
enmergency roons as a result of sonething used to have
taken too nmuch of a supplenment way in excess of the
| abel ed directions because they want to | oose a | ot of
wei ght or hit a homerun? And what percentage of those

ER visits and energency situations are a result of
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taking a product that is not actually a suppl enent?
(I'naudi ble) that is a product masqueradi ng as a
suppl ement ?

MR. COHEN: Those are great questions,
but | think what we're getting at, especially
(i naudi bl ) because as I'minterpreting what we're
heari ng, we take synthetic versions of botanicals and
food and place theminto dietary ingredient. And the
| ast coment that (inaudible) these are not
(i naudi bl ) masquer adi ng as suppl enents. These are
counter to what we've been tal king about. So |I'm not
qui te understanding that position you' re taking.

MR. POLI NSKY: Thank you.

MR. MLLER: Yeah, Mark MIller. |INW
Manufacturing. | just want to ask the panel about the
(i naudi bl e) definition of synthetic regarding a
bi oi denti cal because often what we're thinking about
I's sonething that's got the same chem cal structure
and you wite it sinply, but there are variances in
it's 3D structure and (i naudi ble), which we've
(inaudible). And if sonething does have the right

three D structures, it's likely to have quite
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different effects involved (inaudible).
DR. WELCH: | would still defer to the
panel first. Sorry.
MR. COHEN: | conpletely agree. This is

why we need, we're introducing a new chem ca

(i naudi bl e) function, that we need evidence. W need
data. We need to know what it actually does in the
human body.

MR. MLLER But | give a thought is
some of the interesting exanples. Astaxanthin is in
the food supply for salnon col orant, but the natural
product has a different 3D structure. All the
(i naudi bl e) chains and (inaudible) as opposed to SIS
bonds makes it all bent and clearly |l ess functional
Al so affects absorption.

So there are circunstances where it
| ooks to be the sanme, but it's not the sane. And
therefore, it has a very different biological effect.
Shoul d they be treated equally?

MS. PAVLICK: Larisa with the United
Natural Products Alliance. |If a dietary suppl enent

(i naudi bl e) appropriately (inaudible) it does have
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expectati on of devel oping specifications (inaudible)
and potential contam nants. And (inaudible) 111-75,
you're also verifying the (inaudible) specifications
are being net. So a (inaudible) is being used
appropriately, it would address the system
transference of a chem cal conmpound. So within a new
dietary ingredient notification application as part of
the process, it should be identifying product
appropriately using all exanples and anal ytical tools
avai | abl e.

MR. GASTELU: | would just like to junp
in (inaudible). He's tal king about different chem cal
structures of a biological activity. | would use an
exanple of vitamn E. It's a natural or synthetic,
but our governnent says astaxanthin has a different
chem cal structure, the natural, the synthetic. So
woul d (i naudi bl e) what the biological activity is?
Even, even natural source things |ike sone of the
onega 3 fatty acids that are reproduced are a
different source. Naturally it could have different,
you know, chem cal structures that make the biol ogical

activity just a little different.
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So even the natural dependi ng upon the
source could, could have different -- so there's the
chem cal side and biological activity side. | think
we're trying to get at one (inaudible) biological
activity side (inaudible).

MR. MLLER Part of it is when you're
| ooking at the chem stry, there are levels of, and |
don't think in the discussions, certainly the public
under st ands (i naudi ble) and things |ike that. So we
tend to stop at a very top |level and not take it al
the way through. And I think that things are slipping
t hrough are i nappropriate and the consuners can't tel
the difference.

DR. VWELCH: Thank you. So we only have
about one nore -- oh, Scott, you want to say
sonet hi ng?

MR. BASS: | just want to coment it's a
matter of law. You're right and the reason | said
earlier that (inaudible) ND was grandfather was
conmmon food is (inaudible) rewote a | ot of the
(inaudible) to F1 safety health regs because of the

tryptophan disaster in 1989. Precisely because of
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that. So you can't rely upon (inaudible) structure
and even if NDI is one line, it would be under the
mast er cl asses (inaudible) |icensing out product
(i naudi bl e) one line (inaudible). On sonmething |ike
you' re tal king (inaudible).

DR. WELCH. One quick question from
Tayl or.

MR. WALLACE: So we tal ked a | ot about
di etary supplenents that m ght or m ght not have a
direct effect in individuals. I|I'mreally anxious to
see what George has to say about this 'cause | have
had the opportunity to now start the second clinical
trial on a bacteria (inaudible) supplenent that m ght
not have a direct effect on human health, but if you
were to have a certain nmaybe higher level of a
probl em causi ng bacteria in your gut and you i ntroduce
that, there's a possibility that there could be a
rel ease of exotoxins fromthose bacteria that are,
guess, should say naturally present in the gut and how
do you begin to incorporate that. (I naudible) FDA
(i naudi bl e) those things in the '50s.

DR. VWELCH: George?
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MR. PARASKEVAKOS: So just (inaudible)?

MR. WALLACE: Well, 1I'm asking, you
know, we talked a | ot about, you know, | take ephedra
that's got a direct effect on humans. |If | study

bact eri ophages in healthy people that maybe don’'t have
a high |l evel of pathogen or whatever bacteria of
interest, you won't have any negative health effect.
There cones a (inaudible) a higher level, that
bact eri ophage would kill that bacteria, they would
create an exotoxin and could harmthe constituent. |
see a |lot of these hitting the market and how t hose,
how does this go into DSHEA 2. 0?

MR. PARASKEVAKOS: So (i naudible)?

MR. WALLACE: We actually nake the
vi rol ogy behind (inaudible) specific strains of
bact eri ophages, but we didn't find any adverse events.
Again, we were targeting inorganic (inaudible) col
which is found in very small |evels to support a
structured function (inaudible) healthy individuals --

DR. WELCH: I'mactually going to -- |I'm
sorry. | think this is a great conversation that you

two may want to have in private because CGeorge is
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getting all down in the details here. | don't, | just
one quick editorial note and | said | wasn't going to
answer the questions. But | would make the argunent
t hat DSHEA 1.0 addresses that, specifically the safety
docunent .

So with that, | think its time to take a
break. Well, we really do need to take a break. So
" mgoing to break, but you by all means can cone up
and talk to the panel. Could, could you fit it onto

comments at the end of the day? W have 15 m nutes

for break. Fi fteen m nutes for break. So we'll start
again at 10:40, 10-4-0, you all. Thank you.
( BREAK. )

MS. WELCH: All right. Thank you all.
' mgoing to ask everyone to be quiet, please.
Everyone, | need you to cone in and take your seats
and -- thank you. Thank you. | feel like I'm
corralling children here. Basically, yes. A few
notes because | just can't stop giving housekeeping
not es.

| feel like the tenperature has really

cooled down in here. So |'msure everyone is gratefu
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for that and they will do their best to keep it
sonmewhat tenperate for the rest of the tine. |It's
even hotter under these spotlights. So feel bad for
your speakers.

The, this door down here is really just
for FDA enployees. So please continue to use the one
at the top of the stairs. And | think that's it for
now. We have session two beginning. This is talking
about understandi ng exceptions to the NDI N
requi rement. This panel discussed issues related to
when an NDI notification is not required for new
dietary ingredients and whether evolution in the
suppl enent marketpl ace has altered the inpact of this
provi si on.

We're going to be hearing from about
t hree speakers about ten m nutes each and then we'l]l
open it up for a Q%A session again. Hopefully it'l
be as popular as our |ast one was. But these speakers
are between you and lunch. So |I'msure they'll keep
that in mnd.

First we're going to be hearing from

M chael McGuffin, President of the American Herbal
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Products Associ ation, then Ashish Talati, partner, and
Am n Tal ati Upadhye. And then Laura MacCl eery, policy
director at the Center for Science in the Public
| nterest.

| don't want to take up their tinme, so
|"mgoing to turn it over the Mchael right away.
Thank you.

MR. McGUFFIN Thank you very nmuch, Cara.
Thank you, Steve. Thanks for the opportunity to be
here today and di scussing these issues that of course
have been troubling us and confusing us and hopefully
| eading to sone progress for us over the |ast 25
years.

And so | was asked to address this issue
of the exception for filing of a notification for an
article that is a new dietary ingredient, but that is
also identified as an article used for food in a form
in which the food has not been chemically altered.

And this is the | anguage fromthe | aw. When DSHEA
amended the Food, Drug and Cosnetic Act, it clearly
stated that a supplenent that contains an NDI is

adul terated unless it nmeets one of these conditions.
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The first one being that it is an
article used for food in a formof which the food has
not been chemcally altered, and the second option is
subm ssion of a new dietary ingredient notification.
And the inplenmenting regulati ons used exactly the sane
| anguage, no reinterpretation here at all, very
clearly adopted the | anguage fromthe | aw.

And then so the first question that we
have to ask | think is the first phrase, an article
used for food. What is an article used for food?

It's defined in the Food, Drug and Cosnetic Act in the
United States Code at 321(f). Food neans an article
used for food or drink for man or other mammal s,
chewing gum or articles used for conponents in any
such article.

And there is another place in regulation
where this is addressed on the requirenents for prior
notice of an inported food. FDA gives sone exanples
of foods and I think it's good to just have this list.
The Agency does not in this regulation say this is
the, this is an entire list, but these are exanples

and this is what, there's nothing at all surprising
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here. These are articles that we think of as food.

And there are many, many such articles
and one thing that is, that needs to be renenbered, in
the, this tolerance for an article used for food,
there's no geographical I[imt and there's no tine
limt. So it's not an article used for food in the
United States. It's an article used for food. And
it's not an article used for food prior to the passage
of DSHEA. It's an article used for food.

|"mclear in conversations with the
Agency over the years that there's agreenent at | east
on that first part. The Agency's never taken a
position that this neans articles used for food in the
United States. |'mnot sure that there's been that
sane degree of clarity on, if it's an article
I ntroduced for food in 2018, does that grant the
exception? | think industry thinks it does, but I
don’t know that the discussion has ever been had.

But these are just exanples of where
we'll find articles used for food identified in
federal regulation, and Bill Frankos brought these up

at a neeting a couple of days ago that these are
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clearly all old dietary ingredients. These are fairly
set regulations. The Agency hasn't added to these in
decades. And there are 120 botanicals in the natural
flavoring. Another 80 in spices and ot her natural
flavorings; although, there is sone duplication there.
Some nore in essential oils. | |like the one at the,
at the end, 182-50. You can, if you can get your nusk
or your civet oil in there, which is used to nake
t hi ngs snell good or snell |ike that, those are
clearly articles used for food.

Now | don’t know that they would fit one
of the definitions of a vitamn, a mneral, am no
acid, or an herb or other botanical, but they would
fit the dietary supplenment for use by nan to
suppl enent the diet apparently. So | can see a nusk
CBD suppl enent comng in soon just to make the second
menti on.

Interesting too, so food additives and
one of the things that DSHEA clarified is that dietary
suppl enents are not food additives, but are food
additives, articles used for food for the purposes of

recogni zi ng that we woul d have an exenption from an
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NDI, froma notification if our NDI is a permtted
food additive and there are a nunmber of them
i ncluding synthetic flavoring substances and adj uvants
and direct food substances affirmed as GRAS.

Well, I find it interesting that in
FDA's 2016 NDI gui dance, they gave us an exanple in
asking the question, the one that |I'm di scussing here,
is an NDI notification required for an NDI if it's an
article used for food and formof food and it's not
been chemcally altered? No.

And then they give as an exanple if
ingredient X is a food additive that was approved for
use to sweeten baked goods in 1993, but was never
mar keted as a dietary, in a dietary suppl enent,
clearly it's an NDI, but it says because it was, but
it's not required to submt an NDI notification
because i ngredi ent X has been present in the food
supply.

" m not sure that the Agency intended to
mean that broadly, that food additives in the food
supply can be used in a, can be acknow edged as a new

dietary ingredient and skip the notification. But
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again, this exanple in the 2016 gui dance, which don't
forget we have rejected out of hand. So we shouldn't
say, but we love this paragraph. But nonet hel ess,
this is what was stated by the Agency at that tine.

| also -- this is a place that | go.
Sonebody calls nme and says, hey, can you find ne a
reci pe that has schisandra in it, you bet I can. So
you can see that there are 4,853 cookbooks avail abl e
at archives.org. You got to |love the way-back nmachi ne
and all of these things are out there. Sone of them
you can directly downl oad. Sonme of them you can
borrow. But it's really a great reference for finding
ol d reci pes and new.

| organized this in two different ways,
one by these thunbprints or thunbnails, and the other
by just you can organize it by listing. | organize
both of these from oldest to newest, but | think that
was a little bit of an oversight 'cause | do want to
make the point that a new food use apparently al so
woul d establish that it's an article used for food.

But again, this is a great reference if

you just need to go find a recipe that establishes
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that an ingredient, especially a botanical ingredient,
Is an article used for food. You can find plenty of
reci pes for henp here. | have. | have themin a
file. 1 can't find any recipes for CBD, though.

So then what is chem cal alteration?
|"mgoing to nove to the second half of the sentence.
In the, in the congressional statenent of agreenent
was quite clear. It said that chemcally altered does
not include the follow ng physical nodifications,

m nor | oss of volatile conponents, dehydration,
| yophilization, mlling, tincture, or solution, water
slurry, powered, or solid in suspension. | say clear.

VWhen you read this and you | ook at the
pl acenent of the comms, it gets a little hard to
understand quite what a tincture or solution in water
slurry, powered, or solid in suspension nmeans or where
the comma break should be, but | think the Agency
grappled with this in the 2016 gui dance. Again, we
can take sone |learning fromthat.

VWhat the Congress did not say is and
that's the end. And so is this a list of exanples or

is it the list of all nmodifications that do not
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constitute a chemcal alteration? And that's another
I ssue that we're still trying to sort out, | think.

| " mactually going to skip a coupl e of
slides because |I think it's better to start here.
What, this is, again, from FDA' s NDI guidance. And
t he bal ance of ny presentation is not to try to sort
out all of these things in the ten mnutes that | was
given, but to report a snapshot of where we are based
on FDA's view of what constitutes chem cal alteration
fromthe 2016 gui dance.

And so here are a couple of slides of
what processes for manufacturing or dietary
I ngredient, article of food present in the food
supply, do not result in chemcal alteration. And you
can see that first bullet point is that FDA says that
they consider the list in the congressional statenent
of agreenent to represent exanples, but not
necessarily a conplete list. That's good.

And then if you go read the rest of
them the Agency did not add any to the list that FDA,
or that was in the Congress. So even though they've

conceptually stated there may be sone, they didn't
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offer here's, here's an exanple. Al of the rest of
these were already in that congressional statenent
from from 1994.

A couple of these that | do want to
comment on, | think the, not on this page, but on this
page. Changing agriculture or fermentation conditions
to alter the chem cal, nol ecular, or conposition, or
structure. W're a little nervous about what that
means.

If I'"mharvesting ny canonmile usually in
June, but | start to harvest it in May even though ny
yield will be a little less, but I know that the
seneci o hasn't germ nated by then and | really don’t
want the senecio in my canomle, | hope that the
Agency doesn't say, oh, that's a new, a change in
agricultural practice that results in a new dietary
i ngredient.

I think this is, these kinds of attenpts
in the guidance to, in ny view, broaden as many
i ngredi ents as possi ble, but could be defined as
needi ng an NDIN and not surprisingly industry woul d

rather narrow that, and | think that kind of -- we, we
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need to find the balance on those things. W need to
still go back to these exanples that we're given and,
and clarify them

Use of a botanical at a different life
stage, you know, the exanple given here, even this
one, I'mnot so sure that an unripe apple or a ripe
apple, | nmean certainly there are sone different
nmeasur es of conpounds in those, |esser sugars,
what ever other constituents. But again, it may be a
bit of a strained exanple. The |ast one on mycelium
that's actually not a, it's nore of a part of the
pl ant which we're all required to address anyway.

"' m going to nove back up then to the,
several slides on exanples of processes that the
Agency has said do constitute chemcal alteration, a

process that makes or breaks chem cal bonds. You

know, | bake bread every once in a while. There's an
awful lot of chem cal bonds broken there. |s that
what we neant? |'mnot sure there's clarity here.

Renmoval of some conponents from a
tincture. So if | renove the pyrrolizidine al kal oi ds

fromny confrey extract, is that chem cal alteration
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that results in, that would require a notification?
think it's hard to argue that it would not and |I know
t hat FDA has commented that that exact exanple
probably woul d be an NDI.

Use of sol vents other than water or
aqueous ethenol. There nust not have been an
herbal i st working on witing this guidance because
t hey woul d have known that we m ght use vinegar. W
m ght use oil. W mght use a food grade oil. There
are ot her solvents, food grade solvents that we woul d
not consider that represent chem cal alteration that,
anynore than water or aqueous et henol woul d.

There's an application of
nanot echnol ogy. | know that's one that the Agency has
asked about not just in a supplenent area, but also in
f oods and concerns about what do we know about the
safety of those.

There was one other that | thought the -
- but I can't find it right now So I'll skip it and
hope |'ve given you enough to think about.

I think kind of the takeaway is al

t hese issues are unresolved. And, you know, we saw a
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2011 gui dance. W commented. We saw a 2016 gui dance,
we commented. There hasn't been any di scussion since.
" mgoing to give sone credit to when Bill Frankos was
here and | think Susan Wal ker may have still been
here, and we were working on the GW rule and there
was a neeting requested that we all cone in and sit
around tables and talk to each other a line at a tine
and see if we could get consensus in that kind of

f ramewor k.

You know, the, the process nowis it's
| i ke the doors are cl osed between us and we don't have
a forumin which we sit and talk to each other. And |
don’t nmean just industry. We would invite the public
heal t h agenci es, the consumer groups, but | think sonme
of this needs to be resolved in a nore, nore of a
di al ogue than an exchange of papers with nonths and
nont hs or years and years between them

Because we do need to get these things
resolved if we're going to nove forward in the whole
I ssue of recognizing the new dietary ingredients that
actually do require notifications. Thank you very

much.
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( APPLAUSE. )
MR. TALATI: Good norning. Thank you,

FDA, Steve, and Cara for giving us the opportunity to

provi de our coments. |'m Ashish Talati, a partner at
Am n Talati law firmthat specializes in food and
suppl enments. |'ve been working on GRAS and NDI issues

for along tine. So | really appreciate the
opportunity. Let nme see if | can --

Al right. Thank you. So | know
M chael gave a good overview of these exceptions.
"1l try to diginto it alittle nore and give ny
perspective. Certainly it's an inportant topic. You
know, 2019 is, is certainly 25 years from 1994 and a
| ot has changed. What we're seeing in the
mar ket pl ace is a line's been blurred between
conventi onal foods and dietary suppl enents.
Functional foods, what's called better for you, is a
huge cat egory.

We have a |l ot of our clients that used
to be, you know, just marketing dietary suppl enents,
but they certainly have products in the conventional

foods or functional foods categories as well.
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So we certainly think that the
exception, you know, where a conpany certainly does
not have to file an NDI notification, is a significant
opportunity for conpanies that, you know, even based
on their limted resources, certainly does, and can
t ake advantage of that.

So one of the things is on the GRAS or
approved food additive. In 1958 Congress passed a
food additive anendnent act where a conpany or a, you
know, supplier can self-affirm GRAS or file a GRAS
notification, or at that time it was an approval
process with FDA, or can do w thout any FDA approval
process, neaning they can self-affirmon their own.

Since then in 2016 FDA has finalized a
GRAS rul e and the independent conclusion of GRAS is
certainly witten in the law. So conpanies don’t have
to file GRAS notifications with FDA

So I'd like to wal k you through a
scenario. |If a conpany works with O fice of Food
Additive Safety, OFAS, files a GRAS notification, has
an ingredient in the food supply, they have a product,

and then they would like to market also as a dietary
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suppl enent, dietary ingredient, does that conpany need
to file a GRAS notification? The |law clearly says
t hey can use the exception and they don’t have to.

And that is a huge, huge opportunity. It saves a
number of resources with FDA and certainly the safety
standard, which a |l ot of times does not get enough
attention, but the GRAS safety standard is reasonabl e
certainty of no harm The dietary supplenent, dietary
i ngredi ent standard is reasonabl e expectati on.

I would |ike to get sone nore clarity on
what the difference is with OFAS review and GRAS
notification, and ODSP reviewi ng and NDI notification.
Is there a difference in their analysis? But
certainly someone doing a GRAS notification or a self-
affirmed i ndependent concl usi on of GRAS, they have to
meet that standard.

So right here basically the, the
process, the way it should work is you have a GRAS or
approved food additive ingredient or it's in the food
supply for many, many years, we certainly think it
shoul d be before 1958 if you don’t do a GRAS or food

additive petition. And then it's available in the
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food supply and then you can have it as a dietary
i ngredient without chem cal alteration, neaning you're
not maki ng any changes to that ingredient.

So there are three bullets here. One of
theml|l'll start that's not on here is having in the
food supply. The one question we often get is, you
know, if there was a, let's say, indigenous tribe in
Brazil and they were using this ingredient, does that
qualify as a food supply? We certainly think it needs
to be very wi despread and, you know, that al so neans,
you know, if you find a cookbook that nmentions it,
there's no docunentation of that ingredient being sold
or marketed, does that qualify as food supply?

So those are sone questions that, you
know, certainly cone up all the tine. But a conpany
can do a GRAS notification. They can do i ndependent
concl usion of GRAS or food additive petition. Those
are opportunities. Those are the pathways. And then
have it legally marketed anywhere in the world. And
has been introduced to the food supply.

So, again, it's very inportant where it

does not have to be in the US. It could be anywhere
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in the world. The tinmefranme cones into the picture.
You know, let's say soneone does an i ndependent

concl usion of GRAS or a GRAS notification, can they

si mul taneously introduce a dietary suppl enent, have it
in the food supply, and it's a dietary supplenent? |Is
there a tinmefrane? No one knows. There has not been
a clarity on that. So it could be six nonths, one
year, one day, but, again, those are sone of the

| nportant issues to be addressed.

And this chem cal alteration issue, it
does not get enough attention, but at the end of the
day certainly FDA has provided a lot of details as to
what they consider as chemcal alteration. Certainly
it involves only physical steps and it does not
sel ectively increase the concentration of any
I ngredi ents that would nodify the bonds.

We don’t see chemi cal alteration as, as
of an issue. The bigger issue is what's in the food
supply and how do you, you know, conme up wth, you
know, what's acceptable to the FDA in ternms of
duration of the ingredient being in the food supply.

The GRAS pat hways, and either you do a GRAS
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notification to FDA or do it on your own, we certainly
think that the safety is paranount, but we have not
seen or are aware of any ingredient that has been
self-affirmed and was pulled fromthe market because
of safety concerns. Thank you so nuch.

( APPLAUSE. )

M5. MacCLEERY: Hi. |'m Laura
MacCl eery. |I'mpolicy director for Center for Science
in the Public Interest. W're a nonprofit
organi zation that's been around for about 50 years.
appreciate the sincere and earnest effort today to
cone together with all this range of stakehol ders and
| woul d ent husiastically accept any invitation from
M chael or others to engage in a consistent dial ogue.
| agree that these sort of sporadic events are not
enough to resolve the kind of issues that we're facing
in this marketplace and | do think that agreenent is
possi bl e.

This is an exanple of a recent -- well,
this is last year actually. W just did one, snoking
cessation, dietary supplenents, and we're doing these

as a repeated sort of service to FDA. W wite
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enforcenent letters. W actually query conpanies that
are selling products naki ng di sease treatnent clains.

| ask themfor their evidence of efficacy and can you
believe that some of themwite back and admt that

t hey don’t have any?

And so we put that information in a
chart with all the responses and give the particul ar
product nanmes to FDA as part of its enforcenent, a
policy which says that they're going to prioritize
enforcenent around di sease clainms. They did issue
warning letters in response to this and found even
nore violations than we have al ongside the FTC.

We think consuners are obviously
entitled to a safe narketplace and there's sonme basic
consuner protections around transparency, efficacy
claims, accuracy, adulteration, and other things that
are actually reflected in the law, but aren't often
honored and practiced due to a nunber of sort of
slips. And these are the kind of things we'd love to
work with industry to address.

| think they're basic to any consuner

product and they're a particular issue with
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suppl enents given the size of the marketplace and the
| i st of resources for effective regul ation.

These are sone of the things that we
t hink we could acconmplish working together. W see
this as |ike sort of the | ow hangi ng, common ground
fruit that we could work on including product
regi stration and additional transparency neasures.

And then sone safety checks where we know that there
are problenms with particul ar product categories, |ike
wei ght 1 oss and other places where we're seeing a | ot
of tainted supplenments. We think that there's an
enhanced enforcenent mechani smthat you could use

t here. And obviously inproving resources for FDA and
its oversight.

We've heard a little bit about GRAS. |
want to talk for a mnute and you'll just have to bear
with ne about the arcana of the way that generally
recogni zes safe operates as a category within the food
system In the food system and you, nmany of you
probably know this, there is a process for approval
called a food additive petition where you have to file

for that approval with FDA, and that triggers an
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internal review. [It's actually not a public notice
and comment. But FDA publishes a notice in the

federal register that they're asking these things
under advisenent for a food additive petition
consi deration.

And then there's an alternative to that
and Congress in its wisdomin 1958 provided a | arge
category that has, we think, taken over the |aw over
time. And substances, GRAS, if it is generally
recogni zed as safe by experts based on common
know edge. So it's not public perspective. It's
expertise end scientific, and then it's supposed to be
common know edge. [I'Ill note that no other country in
the world has this category of an exenption for
general l y-recogni zed- as- safe substances. It's
unusual , at |east that | know of.

And the way that you establish a
general, an ingredient generally recognized as safe is
t hrough scientific procedures where a safe history of
use. Safety is a reasonable certainty in the m nds of
conpetent scientists that the substance is not

har nf ul . That nmeans that there, there should be sonme
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body of evidence, scientific evidence. There's a book
call ed the Redbook which | ays out FDA's net hodol ogy
for assuring the safety of GRAS substances. And that,
you know the standard is to animal testing in
di fferent species, toxicological testing. There's
al so other evidence. It's a weight of the evidence
appr oach.
You' re supposed to rely on published
data and the comon know edge elenent is really
| nportant. If it's just your own, as an industry for
putting forward a GRAS substance, your own data and
it's not public data, it not published data, it's not
sort of a commonly known, then the general recognition
elenment is not nmet. That's the idea of GRAS anyway.
This is a really boring history of, of
GRAS and the precursor to the 1997 rul emaki ng t hat
changed the paraneters of how the industry processes
GRAS notifications, but there, there has been attenpts
over time to put all the substances that are GRAS on a
list. Those lists still exist and they still have
| egal force. And then before 1997, there was the GRAS

affirmati on process.
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The takeaway here is that there were
very few GRAS determ nations that were made in private
even though no showi ng this m ght have been a quote,
unquote, voluntary process, for liability reasons they
woul d often ask for affirmati on by FDA under GAP

And then in 1997 because of pressure on
the system there was a significant revision to the
requi renments for GRAS. And what happened in the 1997
noti ce was that FDA essentially authorized self-
affirmed GRAS and |l aid out sone additional paraneters.
And this stayed a draft rule for 20 years until the
Center for Food Safety sued themto finalize the rule
and they finalized it in 2017.

We're going to, I'"mgoing to criticize
GRAS, but | also want folks that are relying on GRAS
to be aware that there is a significant anmount of
science that's supposed to be required for a GRAS
notification or for a GRAS self-affirmation. And if
you, if you | ook at the particulars of the '97 rule,
you' |l see what those are.

So GRAS now operates in a two pat hway

system You can voluntarily submt safety data to

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 122

FDA. Those are called GRAS notifications, and FDA may
rai se questions, and then if they don’t have any
further questions, they may issue a no questions

|l etter, but that actually doesn’t have the status of a
regul atory approval. [It's just that they ran out of
guestions to ask you.

And those of us in the consuner
conmmunity who work on this issue a |ot think that FDA
does a decent job of asking sone questions, but also
that there are key aspects of the safety standard that
they don’t typically ask about including around
cunul ative effects of sonething that is, is it, is it
part of a chem cal class of substances about which
t here have been raised concerns? Does it have
phar macol ogi cal effects that, that should be | ooked at
i n view of other substances in the diet that have
smal | pharmacol ogi cal effects? So we don’t think even
the GRAS notification process is adequate for safety.

In addition, after the '"97 rule it was
very clear that conpanies can secretly self-assess the
GRAS status of something. | would suggest hunbly to

you that it is not a system the secret GRAS
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affirmati on process, that can be defended publically
with a straight face. |t doesn't provide any adequate
assurances that an ingredient is safe. It's so
conflicted that if you | ook at any gui dance on
addressing conflicts of interest and scientific
determ nation fromthe national academ es, anything,
that you cannot view the process of a, a paid
consul tant or enployee of a conpany that has a direct
financial stake in the outcome of a decision assessing
t he science as being a process that's free of
conflicts of interest.

So what happened after '97 was that, and
this is not secret GRAS. This is just GRAS
notifications versus food additive petitions. You can
see the, the, the GRAF notification sort of take over
the whole gane. And this is another failure that we
think is, is a part of FDA s approach to this. W
think that part of what's going on is that FDA' s
allowing things to proceed as GRAF notification when
they're really deserving of a food additive petition
and possi bl e Burger m ght be an exanple of that.

They went through the GRAS process.
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Really that science was proprietary to their
particul ar hene-protein that they were devel opi ng and
putting in their meat substitute product. That's a
food additive petition. Any novel substance that
doesn't have a public, published record of safety
that's avail abl e and cogni zable to experts is a food
additive petition, not a GRAS process substance.

So this was a report in JAMA that showed
the conflicts. And again, these are just what we, we
know t hat we know. We can't | ook at the unknowns,
which are the secret GRAS. This is notifications to
FDA who nekes these decisions, 22% were nade by an
enpl oyee of the additive manufacturer, 13% by enpl oyee
of the consulting firmto the manufacturer, and 64% by
an expert panel selected by the manufacturer. There
were ten experts that were on 27 or nore panels and
one expert who was very busy was on 128. Very well
conpensated, |'m sure.

So is the opposite of what the | aw
i ntended, said Mke Taylor. He was very interested in
this when he was deputy FDA comm ssioner. He said,

you know, this really is supposed to be about general
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recognition, not about private science.

So we sued. We joined Earthjustice and
a whol e cadre of other organizations. W're in the
2nd Circuit. W survived the notion to dismss. This
is a case against that FDA's final rule on GRAS. It
makes the argunent that it illegally sub-del egates to
private conpanies the safety of the food supply. And
that is still pending.

So how does this apply to dietary
suppl enents? Well, as we saw from M chael's slide,
FDA's answer is that you can apply a GRAS designation
to be an exenption fromthe NDI requirenents. There
was a bit of a shift that was sort of subtle in the
way the Agency positioned this issue. In the 2016
gui dance, they dropped the reference that was in the
2011 guidance to food self-affirmed as GRAS.

So that suggests to nme that the position
of the Agency is that a self-affirmation for GRAS is
actually not adequate, that you're supposed to go
t hrough notification. |If you |ook at the question for
2016, it has been listed or affirmed. So we know

things can be GRAS listed or affirmed. Affirmed is
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not quite the right language. It should be notified
under the notification process because FDA doesn't
actual ly approve substances.

But, you know, that suggests to ne that
there's sone shift here going on and that there's sone
di sconfort at FDA around self-affirnmed GRAS. | think
that should, that's an area where we could | ook at
additional clarification that would be very useful.

| woul d say al so that even our speakers
t oday have acknow edged that GRAS self-affirmations
are not what was the best science, right? W think
it's far worse than that obviously. But, but | do
think it provides the kind of assurances of safety
that, that the law had in mnd. And Scott's coments
earlier suggested that when they were thinking about
the exenption to the NDI requirenment for DSHEA, they
were not contenplating that it would be an end-run
around the NDA requirenments to have things go through
t hi s GRAS process.

And | would -- if you think about the
| egi sl ative cal endar, you have DSHEA in '94, the

regul ati ons changes to GRAS don't happen 'til '97. So
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it's really not conceivable that it would, would have
been part of the legislative design in "94 to think
about self-affirmed GRAS as the main pat hway.

Here's sone differences just froma
regul atory conpliance perspective between GRAS and
NDI. We know that GRAS is being used by the industry.
Qur col |l eague, Loren, at the |ast public neeting said
it's six to seven tinmes nore GRAS affirmations than
there are NDI notifications. This is fromthe
transcri pt of that neeting.

And | woul d suggest to you a GRAS self-
affirmati on or even GRAS nore generally is not an
adequat e substitute for an NDI. It certainly, | think
based on the changes to the guidance FDA put and
should clarify that, that an NDI is required if you
are relying on self-affirmed GRAS as opposed to a GRAS
notification. That seenms to be to ne, to be sort of a
de mninus clarification.

Al so we're concerned about the fact that
it could be legally marketed but not actually used in
food. We think that if not accurate, that, you know,

we' ve heard stories of people short of putting things
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i nto marketing for food abroad and not actually using
it in food. That's a clear end-run around the NDI
requirenment. And sanme for outside the US.

GRAS also critically fails to address
the safety of m xtures. And | actually think the
DSHEA | anguage is a little bit better about the NDI
review process which contenpl ates that people wll
submt safety information on conbinati ons of
i ngredients. GRAS really | ooks at each ingredient in
| sol ation, which has been one of its major issues.

GRAS, the GRAS notification is also for
the food use typically, right? 1It's not going to
consi der the application of the conditions of use for
di etary supplenents. So it actually is totally
| nappropriate on the face of the docunent to then turn
around and say we've got, we've got a GRAS
notification, submtted GRAS notification based on
this particular condition of use in food and we're
going to cross-apply that to a different condition of
use.

DSHEA al so recogni zes the need to have

conditions of use specified as to the NDI. And then |
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do think that the GRAS notification is supposed to
take into account exposures and typically would not,
because you're filing it for food to put it into
presence in the food supply, it's not going to take
I nto account the exposures that m ght be part of the
picture froma suppl enment perspective.

So you have an application for a GRAS
notice that doesn't take into account adequate
exposures or conditions of use for the suppl enent
context. That, for that reason | don’t think it's
actual ly appropriate.

So we do know that substances that are
w t hdrawn fromthe FDA GRAS notification process show
up in foods and suppl enments anyway. This is a report
by an NRDC. These were substances that had been put
as part of a GRAS notification, FDA raised questions,
t he substances were withdrawn fromthe notification
process and, you know, they had serious safety issues.
And then they showed up in products anyway and a | ot
of the products that they showed up in were dietary
suppl enments or functional foods.

In addition, we think GRAS is just
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generally broken. That's why we're in court and we
don’t think that it should be expanded or used to al so
underm ne the safety of dietary supplenents. There's
a lot of things that are sort of wong at the |evel of
the, what's required for a GRAS notification.

Here's also a kind of cautionary tale.
So here we have percum n, is going through the GRAS
notification process at this nonment. There's an
exanpl e of supplenents that are already selling the
substance. And then we | ooked at the effectiveness
data for our nutrition action health news letter and
we found that there isn't really any. There's,
there's a, one study that has sone equivocal data, but
really the stuff is being marketed all over the place.

And so, you know, | think we're focused
on GRAS and NDIs and the pure safety of it, but
there's a whole host of other issues around efficacy
and clains that we could also usefully tal k about.
That's nmy presentation. Again, |'mvery happy that --

( APPLAUSE. )

DR. VWELCH: All right. So Q&A. Agai n,

If you want to ask a question, please go to the mcs
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on either side. | will ask that we just have one
questi on per
cycled through. |, | appreciated the robust

di scussion last time, but I want to nmake sure everyone
has a chance.
the mcs on.

in fact. Al

to get ny noney's worth. This is a rare opportunity

(i naudi bl e -

to speak your

your question and answer, please.

- off mc).

bef ore?

(laughter).

i sof | avone.

Page 131

guestioner until everyone has sort of

And Adrian m ght be com ng down to turn
So thank you for that. Quite quickly,
right. So first question for our panel.

MR. GASTELU. At it again. | just want

off mc).
DR. WELCH: Right. | would rem nd you

nanme and affiliation into the mc before

MR. GASTELU:. Daniel Gastelu (inaudible
So anyway, only one question now?
DR. WELCH: Pl ease.

MR. GASTELU: WIIl it rotate like it did

DR. WELCH: Mm hm yeah
MR. GASTELU. The first one is
There's conpanies selling synthetic

So that would be a synthetic of a
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bot ani cal bioactive. So did that go around in the
GRAS process sonehow? Are you famliar with that
whol e - -

DR. WELCH: Push the button right there.
Thank you.

MR. McGUFFIN: The question is
i sofl avone being sold --

MR. GASTELU. It did --

MR. McGUFFIN: So then the question
woul d be was synthetic isoflavone being sold as a
dietary ingredient prior to 1994, if yes, then it's
not a new dietary ingredient? If no, then it is? And
and then the next question is, is synthetic
i sof | avones being sold in foods or are we finding it
in --

MR. GASTELU. Well, how would it qualify

to be a food ingredient to begin with if you wanted to

go that route. |It's (crosstalk). But you're saying
wait a mnute. | just picked up on sonething there.
So if | have proof on what a manufacturer is doing,

‘cause | work with conpanies that are manufacturing,

obvi ously synthetic isoflavone |ike beta-sitosterol,
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that that was before 1994, that basis, you go use a
synthetic? 1It's a basis to use a synthetic bioactive?

MR. McGUFFIN:. Well, again, the test is
was it a lawful ingredient at the tinme? So
(crosstal k).

MR. GASTELU: (Crosstal k) that's anot her
one. So around that |oophole, how do you (inaudible)
i f sonebody (inaudible) GRAS and it's not being used,
how does that whole thing, that puzzle work? Do you
have any -- | gave you a specific exanple of an
i ngredient | know about. Does it make sense to you
that that's a legal dietary ingredient?

MR. McGUFFIN |, | couldn't comrent on
that from here (inaudible), but | think the,
(i naudi bl e) our coments is if it's a synthetic
constituent, you have to assune that it's a new
di etary ingredi ent unless you have a history of use of
t hat exact synthetic prior to '94. And then you
probably have to file a notification unless it's
already used in food and that's, those are al
di scoverabl e facts.

MR. GASTELU. So you just correspond
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(i naudi bl e) dietary suppl enents (inaudible) question
pr obabl y?

DR. WELCH: | woul d encourage you to
correspond with her, yes.

MR. JAKSCH: Frank Jaksch, ChromaDex. |
guess can we (inaudible) as an industry maybe start to
agree to not overconplicate the NDI process and, in
the sense that it's actually pretty easy to navigate
t he process and understand what you're having. A |ot
of it starts with understanding what it is that you're
i ntroducing to commerce itself.

So if you understand the chem stry of
the ingredient that you're introducing to comrerce,

t hen you know where you stand in terns of what you

need to file in ternms of NDI. | don't care if it's a
synthetic, is that you understand that chem stry. It
goes back (i naudible) exception as well. Three

di mensi onal chem cal structures, understand i ngredi ent
i soners, yeah, of course. You, you owe it to
understand the chem stry of what you're introducing to
conmer ce.

If you're introducing sonmething that is
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noticeably different, notably different than what is
natural, which is easy to understand by know ng the
chem stry of it, then you should understand whet her or
not you need to file an NDI (cross noise). And, so |
just wanted to nmake sure that, you know, |abel or

anyt hing you guys want to comment on can we, you know,
potentially stop over-conplicating that process.

If the goal is to get the Agency to
define down to every possi ble conbination and detail
or nuance of what is, what they nean by the gui dance,
it's actually fairly sinple to understand where it
fits.

MR. TALATI: No, | agree. W certainly
think the GRAS issue is not the bigger issue. The
I ssue is enforcenment. There are a lot of TG s (ph) in
t he marketplace. The FDA had enough resources and
tol erance enforcenent, is probably the bigger issue.

MR. JAKSCH: One other comment on the
GRAS as well as that. The case (inaudible) use of
self-affirmati on process is definitely there, but in
reality the one major fail point if you | ook at the

GRAS self-affirmations that are, the data underlying,
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they aren't going to know the chem stry or the
substance or whatever it is that they have, so it
fails right out of the gate. And the sanme thing again
I n under st andi ng whet her or not you need an NDI or

not .

MR. McGUFFIN:  You know, that issue on
that identification of the ingredient, you try to
keep, probably notice is the single nost observation
by FDA in NDI notifications where the Agency says they
have significant concerns, the nost common identified
significant concern is that you did not clearly
identify the ingredient. And it's got to be
(i naudi bl e) GRAS what are we tal king about. You know,
there are two words in the statute that are not hard
to understand. | don't think we need, you know --
these are not conplicated. It's ingredient and an
(i naudi ble), and if you don’'t know exactly what that
ingredient is, then | don’t know how to go forward.

M5. OESTERLING  This is Janet
Qesterling from Novozynmes. M question is for Laura.
You nentioned in the GRAS requirenents that you have,

have a limt on how nuch you consune and there has to
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be safety evidence to provide for that consunption.
And in the NDI guidance they talk about the
adul teration standard and that you nust al so consider
the addition of consunption and al so chronic use when
you | ook at your GRAS assessnment as conpared to NDI
And |'m just wondering what your thoughts are on that.

MS. MacCLEERY: |'mnot sure | follow
Are you saying that the NDI application process
accounts for the consunption as a food itenf

MS. OESTERLING What it does is there
is an adulteration standard in the guidance that talks
about the |level of use in the GRAS assessnent and
whet her or not that |evel of use is consistent with
your NDI consunption and pattern of use. You have to
make adjustnments for that if it does not.

MS. MacCLEERY: So you're, you're saying
if you're filing an NDI, you have to account for the
GRAS uses of that sanme substance.

MS. OESTERLING What |'m saying is that
the, the use of your substance as affirmed as GRAS,
the | evel of use and the consunption pattern nust be

taken into consideration when you're using it in an
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NDI as a dietary supplenment. You have to nmake
adjustnents for that consunption pattern, chronic use,
and level. So you have to increase your safety
assessnent ?

MS5. MacCLEERY: Yeah. So that woul d be

true if you're filing an NDI, but if you just file, if
you' ve just gone through GRAS and you see, View ng
that as an exception to the NDI requirenment, then you
woul dn't taken that step. So ny point was for, the,
t he assunptions in the GRAS notification are around
the conditions of use in food typically. | haven't
gone to | ook at sone of the details of some of the
suppl enents |i ke GRAS notifications, but --

M5. OESTERLING It's already an
exception. It's nunber three in the exceptions, the
rul e?

MS. MacCLEERY: Yeah. So those food
uses are what's the subject of the safety analysis for
the GRAS status and there, if you're using the GRAS
exenption to bypass the NDI process, there wouldn't be
a place where you actually account for the conditions

of use of the, of the supplenent in addition to
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what ever food uses there nay be. So they're not good
substitutes for one another. They're actually | ooking
at different conditions of use. One is |ooking at
conditions of use in food and the other one is |ooking
at applications of use in supplenents, plus any
addi ti onal uses that may be in a food environnent, in
f ood.

MS. OESTERLI NG  Thank you.

MR. POLI NSKY: Scott Polinsky, attorney.
Thank you again for your comments. So | have a brief
di scussion on the use of foreign data for self-
determ nation of GRAS. FDA's clearly leery of
i ndependent concl usions of GRAS in addition to
requiring the level of data on par with GRAS with
notifications. For those seeking an independent
conclusion for GRAS, the final rule of 2, 2016
i ncludes nore stringent requirenents for evidence of
use outside the United States.

So for the exanple of indigenous
popul ations in Brazil or adherence of higher data in
| ndia, the outside use nust be corroborated by

qualified US experts in addition to foreign sources.
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Number two, FDA states that a person who
concl udes that a substance is GRAS based on use in
food outside the United States should notify FDA of
that view And this seems to contradict or eviscerate
the notion that an independent conclusion is truly
i ndependent .

So I'd like to ask the FDA of their
current view of the foreign source requirenment and
the, the notion that an independent GRAS determ nation
is truly independent.

DR. WELCH: So I'd, I'd rather not
address that right now Kind of puts ne on the spot
there. |, does anyone on the panel have a response
while | formulate ny thoughts?

MR. TALATI: | can add that it can
certainly be GRAS notification or independent
concl usion on the standard safety (inaudible - room
noi se), i.e., the same anmount of data, need the sanme
anmount of (i naudi ble) GRAS dossier over (inaudible).

MS. MacCLEERY: | would think that the,
the information required for a GRAS notification would

be potentially nore than is required for an NDI, but
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actually put them side-by-side and [ook. I, | do

t hi nk that obviously the gl obal nmarketplace is a great
busi ness source of ingredients and to find ingredients
that are of interest to consuners on a gl obal health
perspective. | worry that sone of the additional
requirenments that FDA's put in place are inadequate to
really ensure that nerely having a food be present for
l ong termuse in a, in a food environment like India
or Brazil where it hasn't been well characterized or
well studied in terms of is effects on human heal th,
may not be an adequate basis for ensuring it's safety
for US consuners.

And so | think sone additional actual
saf ety data would be inportant, not just data on the,
the history of use of an ingredient. There are lots
of ingredients and, you know, that have been used for
a very long tine but that are still poorly understood
froma scientific perspective.

MR. McGQUFFIN | can't answer Scott's
guestion directly but just in bringing up this issue
of different regul atory approaches around the word and

as we find ourselves in a global marketpl ace,
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certainly a nove towards greater harnonization woul d
be of value on issues.

For exanple, like CGW, there's an
awfully good regulation in Australia. But if | make
my target in Australia, going to be inspected under
111 if | try to sell it in the United States, is that
necessary? |Is it a pride of ownership in every
country? Are the regulations any good?

| woul d encourage sonme further
di scussi on of harnoni zati on of the regulations where
it would work, including safety evaluations. O
course by that I don’'t nean how about (i naudible) the
question (inaudible). But sone further discussion of
wor ki ng gl obally since the marketplace already is
gl obal would be a benefit for all.

DR. VELCH. And | would just add a few
t houghts. | think this panel is focused on the
exceptions to the NDIN requirenments. So, and getting
back to the questions from Novozynes, whether a
notification is required is, is one aspect, and then
whether it's, the ingredient as it's being used in a

supplenent is, is a different aspect. And so the, the
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premar ket notification and the NDI gui dance does
address this question which | think is what you were
ref erenci ng.

So the, the notification, the premarket
notification to FDA for use of an ingredient in a
suppl ement m ght not be required, but you still have
to know that conditions of use of your ingredient in
your product are safe. Just whether or not you
proactively premarket, tell FDA that information. So
sonme of that is ensuring that the, the, the marketers,
t he manufacturers, and distributors know t hat
I nfor mati on.

It's really nice when FDA knows t hat
i nformation. So sonmetines we are playing a bit of
catchup. So, and if, this has conme up a couple tines.
So | would just sort of put in a plug for, for greater
comruni cation with FDA. And | know our, our O fice of
Di etary Suppl enent prograns has put a |ot of effort
into this and we do want to be open to communicate
with folks that are thinking about an NDI
notification, thinking about an ingredient even before

they realize if it's new or old.
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There's, there's a |l ot of questions that
cone up as you're formulating a new product | can only
i mgi ne. And, and so we do want to nake sure we have
t hose open lines of communication. | think it helps
everyone. Manufacturers, distributors understand the
requi renments, but al so FDA understands the safety of
the products that are being out there.

It is hard just from personal experience
when you find a product and you turn it over and you
read the | abel, what are we dealing with. What is the
actual ingredient, again a concept that has cone up a
couple tines already, and then is it, is it safe in
the | evels.

And so | think those are great aspects

to null over as we break for lunch here shortly. A

t hank you to our panel. | appreciate that. Thank you
to the Q®A. It's, | appreciate folks comng up to the
mc. |It's wonderful. W are going to break for |unch

now and we are going to reconvene at one o'cl ock.
Qur session three, before everyone runs
out of the room our session 3, we will be hearing

fromHealth Canada. So | think that's a great
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opportunity to hear one of our counterparts. Again,
we are starting at 1 p.m sharp. W have a big
af ternoon ahead of us. So thank you and we'll see you
soon.

MR. TAVE: Good afternoon, everyone. |If
we could begin to cone back to order, please. | never
qui te reached the pinnacle of where |I’m being a judge,
but I can call the roomto order and maybe I1'|l| get a
gavel for the next session. Ww That was nore
effective than I thought it would be.

So for those, for those online, one
thing I've observed is that the Wl ey Auditorium can
function sonething like a theater before we cone back
frominterm ssion in that the |lights went down and
t hen up, and went back down again, which | think is
why everybody is so neatly shuffling to their seats so
we can get back on track with our schedul e.

One adm nistrative note and then we'll,
we'll nmove right into the inmportant fun stuff. For
those who are participating renotely via webcast, we
understand that you had sone questions that came

t hrough during the earlier sessions and we didn’t do a
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very good job of responding to those in a tinely
manner. We have been going through those questions.
We are going to be a little bit nore attentive to that
as we get through the next sessions in the afternoon,
but we’'re also going to go back and try to address
sone of those questions that cane in |later on either
during the open public comment session or otherw se as
we have tine.

So we appreciate your attention. W
know it’s always a challenge to participate when
you're not in the room but we are going to continue
doing what we can to make it a little bit easier for
all of you.

Okay. | hope everybody enjoyed their
| unch. Thank you all. The next session is a bit of a
departure fromthe rest of today’'s agenda and |I’'m
particularly excited for it because | think it m ght
be the only tinme all day where nobody tal ks about how
wrong FDA is on one of those positions; although,
maybe | shouldn’t speak too soon. W' Il see.

In all seriousness, | think that, that

this next session is going to be particularly
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informative as well as interesting. W talked about
It this, this norning, but globalization has been one
of the biggest forces driving change in the dietary
suppl enent mar ket pl ace, as well as probably every
commodity that’s in commerce over the past 25 years.

Anmerican firnms regularly source raw
materials and other ingredients from abroad and j ust
as many firms sell their finished products overseas to
foreign jurisdictions. So as regulators we are very
fortunate to enjoy a really wonderful working
relationship with our neighbors to the north from
Heal t h Canada.

And during the course of sonme of our
di scussions, we realized that we grapple with many of
the sanme issues and we face many of the sane
chal l enges. And even though we operate under
different regulatory schenes, there's still a | ot of
rel evance to the differences, as well as to the
simlarities.

And so in light of that we thought it
woul d be useful for today’s proceedings to introduce a

conparative perspective to this discussion and to hear
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how sone of these issues are being addressed in
Canada, as well as what has worked successfully for
t hem and what has not.

Qur next speaker is Manon Bonbardi er.
She’s the Director General of Natural and Non-
prescription Health Products, directorate health
products and food branch of Health Canada. It’'s a
role she’s held since Cctober 2016.

Manon has years of experience as a
regul ator including as the Chief Conpliance and
Enforcement OFficer at the Canadi an Radi o, Tel evi si on,
and Tel ecommuni cati ons Conm ssion and before that at
Envi ronment and Cli mate Change Canada. She hol ds an
MBA and a PhD in environnental toxicology.

Manon wi Il be speaking. She' s got a
presentation that wll take about 10 or 15 m nutes, |
t hi nk, and then she has very nicely agreed to be
avai l able for Q&A. She has a col |l eague, Nana, here
who much like I don’t answer technical questions
wi thout my staff using a normal heart rhythm | think
Manon is relying on expertise as well to conpl enent

what she brings to the table.
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So after her presentation, Manon and |
wll -- or Nana and | will, wll go to the table.

We' Il go through the Q&A and then we will continue on
with the rest of the afternoon. So we are very
grateful that Manon has agreed along with Nana to
travel here today fromOtawa to share Health Canada’s
experience and perspective with us. It’'s ny pleasure
to introduce Manon Bonbardi er.

( APPLAUSE. )

M5. BOVBARDI ER:  Thank you very nuch,
Steve. Good afternoon, everyone. Pl easure to be here
on behalf of Health Canada, and as Steve nenti oned,
l’m here with a manager in our Product Eval uation
Bur eau, Nana Bafi-Yeboa, who will join ne after for
guesti ons.

So as Steve nentioned, we do have a
regime in, in Canada for, for dietary supplenents and
| mvery happy to provide the highlights of what the,
the, the regine |ooks |ike and provide the regulator’s
perspective. | know there are sone conpani es have
sort of industry stakeholders in the room Probably

sone of you do business in Canada and have experience
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with our regine. So the, | think if, if you want to
bring some insight froman industry perspective at the
end, that would be helpful as well. ['Il try to nove
the slides. Oh, that works. Okay.

So what | want to provide is first the
regul atory context. So how, how we regulate themw th
the reginme that governs dietary supplenents in Canada,
talk to what we do on the pre-market review and sone
of the work we’re doing on the post-nmarket review

As with the US FDA, we do have a good
size of our reginme, but there’'s also other areas that
have not evol ved as quickly as the market in terns of
policy devel opnent. So we’'re doing sonme work to
i nprove in those regards. | want to say a few words
In, on those as well at, at the end.

So in ternms of the regulatory context,
dietary supplenents fit under a category of drugs
under the Food and Drugs Act. |In Canada the Food and
Drugs Act govern all foods and all drugs and those
i ncl ude natural health products and within the natural
heal th products we have dietary suppl enents.

So there’'s three sets of regul ations
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under the Food and Drugs Act. Dietary supplenents

li ke vitamns, mnerals can fit under any of the, of
the three regines. It could be used in cosnetics; it
could be used in natural health products; it could be
used in drugs.

Dependi ng on what the intended use is
and whether it requires prescription or nedical
oversi ght, depending on what other ingredients are in
there, the requirenments woul d change and the
regul atory framework would, would change as well. But
it’s all under the Food and Drugs Act. So three sets
of regul ations that govern cosnetics, natural health
products, drugs, other drugs, and food.

The natural health product regul ations
were put in place in 2004 and they canme into effect in
2004, but actually cane into force in 2014. So ten
years after, ten years of transition for the industry
to bring their products legally to market. And so the
-- what was the inpetus for the regul ations was a
report that was provided to Senate Conmmittee on
Heal th, one of the cabinet commttees, the governnent

of Canada, because of the routine use of natural
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health products in the daily diet of Canadians. Three
out of four Canadi ans use natural health products on a
daily basis and that is on the rise.

G ven the propensity of the use of these
products, there was definitely a call for having the
proper regime to regulate themin, in Canada. So
they re considered as drugs, but they’'re subject to
requi renents that are not as stringent as what exists
for prescription drugs for instance or non-
prescription drugs. So, so we have a, a | evel of
oversight that’'s properly to address, to address the
| evel of risk of natural health products with are,
whi ch are considered | ower risk.

Under the Food and Drugs Act there’s
three main outcones that we're trying to achieve,
safety, efficacy, and quality. So natural health
products including dietary supplenments are subject to
requi renents and we want to nmake sure that they're
safe, they do what they say on, on their |abels, and
t hey’ re manufactured consistently in accordance with
the quality standards that apply to them

So those three elenments apply to al
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food and drugs products including dietary suppl enments.
And the purpose of the regulations is to make sure we
apply the right bal ance of oversight while maintaining
access to these products for Canadi ans.

So the, the scope of the products is, is
quite |l arge under, in the natural health products, and
t he actual groups of products that are acceptable to
be regul ated and, and regul ated under the natural
heal th product regulations are listed in our
regulations. So probiotics are in there, vitam ns,

m nerals. So we have all, all the, the, the product
types which you see here on, on the list. Honmeopathic
products as well, and traditional Chinese nedicines
are al so covered by our regul ations.

Al l product nust be assessed for safety,
quality, and efficacy prior to reaching the nmarket.

Al'l products need a market authorization fromHealth
Canada and that market authorization is notified to
Canadi ans on the | abels by an NPN nunber, which you
see in the picture at the bottomleft. So there s an
NPN nunmber that says Health Canada has approved this

product. It’s a natural product nunber.
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Simlar to what exists for drugs, we
have a DI N, drug identification nunber. So NPN is for
di etary suppl enents and ot her natural health products.
There’s over 150,000 products that have been approved
for market in, in Canada to date.

I, I know that there was sone interest
into synthetic duplicates. So synthetic duplicates of
natural ingredients including vitam ns and, and
m nerals are actually |isted as acceptabl e ingredients
I n natural health products. So as |long as the
activity of the synthetic substance is the exact sane
as, as the natural substance, but those are allowed to
be used in natural health product and therefore are
regul at ed under the natural health product
regulations. Vitamn Cis, is a great, is a comon
exanpl e.

We al so, probiotics is also part of the
scope. We have what we call a nonograph. Basically
It’s a standard that Health Canada has established.
It’s published on our website and it specifies all the
condi ti ons under which a probiotic can cone in for an

application. If it neets all the requirenents of the
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nmonogr aphs, and we do verify those, so the proper
name, the common nane, the, the source material, the
conditions of use, the dosage form the dose, risk
information if any applies.

If all the requirenments of the nonograph
are net and appear on the | abel as such, the conmpany
receives a, a license for that product. So nonographs
have been -- they love to facilitate nore tinmely and
efficient processing of applications that come in and
it’s based on established standards that we’ve
reviewed, |ike as an organization and we’'ve deened to
be acceptable. So we have one for probiotics and |
have the link at the bottom of the slide which
understand will be made avail able so you can access
it.

There’'s, there’s three pathways for
product |icensing under the natural health product
regul ations and I know what is of nost interest here
woul d be captured under the nodern natural health
products. So vitam ns, fish oils, for exanple. The
| evel of evidence that’s required to support the

safety and efficacy of these products is based on
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risk. So we have |ower risk, medium and high risk
dependi ng on the level of risk of the ingredients, the
i ntended use, if, if it requires sonme assistance from
a health professional, for instance. All of those are
taken into considerations when assessing the |evel of,
of, of risk and then the, the |level of evidence that’'s
required. And in sone cases it could be clinica
trials. In other cases such as honeopathi c product,
it could be a reference, a pharnacopeia reference as
long as it neets all the requirenents of, of the
nmonogr aph and there’s only specific, very specific
clainms that can be used.

So we have a three class systemand it’s
based on the use of, of nonographs that | nentioned.
So a product, for instance, that conmes in an
application and all the requirenments of the nonograph,
it’s a single nonograph -- let’s say it’'s, it’s a
probiotic -- and all the requirenents of the nonograph
are net, it could cone in as a Class | and in 60 days
t he conpany would get the license for narket
aut hori zati on.

If the product is supported by two or
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nore nonographs, entirely nonograph supported, it is
still reviewed and the tineline there is 90 cal endar
days. |If anything goes beyond the nonograph, it’'s a
new i ngredient or it’'s a new condition of use that
we’' ve not seen before, we don’t have the data so it
has to be provided by the applicant, it requires a
full review by our scientists including nenbers of
Nana’s team It’'s a 210 day to get the |icense.

So we have the classification system
which allows flexibility to the conpanies and you can
cone in and if you neet all the pre-established
st andards, your product can go quickly on the market
as long as your |abel neets all the requirenents as
well, and if it’s a new ingredient, then there’'s a
review and there’'s, and there’'s -- we have a | ot of
policies on our website that describe what’'s required
in terns of |evel of evidence to support a particul ar
product and condition of use.

The other elenment that’s key in our
process is we have an NHP I D which is the natural
heal th product identification database. |It’'s a |ist

of nedicinal ingredients and non-nedicinal ingredients
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that are deened to be acceptable in natural health
products. So no application will be accepted unl ess
the ingredients are listed in that database.

Li sti ng does not nean that the
I ngredient is safe and effective. It still needs to
be reviewed, but it is acceptable to submt an
application. So it’s a key tool and it’s avail able.
It’s very transparent for applicants to use.

So | spoke a | ot about safety and, and
efficacy. The other key elenent, of course, is the
quality. So applicants nust provide to us a product
specification formthat describes the quantity, the,
the identification, the quantity of the ingredients,
their level of purity, and the testing nmethods that,
that were used with the |Ievel of sensitivity of that
met hod. So we have a product specification form
again, that’s available on our website and, and that
cones in with the application.

What |, | want to tal k about just for
few mnutes is some of the chall enges that we' ve had
with safety, efficacy, and, and quality to date. W

had been relying on attestation forns from conpani es.
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So when the regulations cane into force 2014, we had
about 60, 000 products on the market, natural health
products that were already on the market that needed
an NPN to be legally on the market. So we’ve

I ntroduced what we call an attestation nodel where
conpani es would cone in and provide us an application
with an attestation formthat the product net all the
requi renents of the nonograph, and in ten days they
woul d get, they would get their |icense.

In 2017, we did an audit of a nunber of
files that we had received applications for and that
we had |icensed, and we found out that 70% 7-0
percent of the applications actually did not neet the
requirenments for safety and efficacy. So we adjusted
our approach and we said that doesn’'t work. W need
to review these diligently line by Iine and make sure
that all the requirenents are net.

Utimtely it’'s our obligation to nmake
sure that products that reach the market are safe for
Canadi ans and we were not doing this. So we changed
our approach and now we have a pre-market review. So

the applications conme in and we review everything
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that’s in the application.

On quality, we’'re not there yet. W’re
going there. So right now we’'re doing a simlar audit
on product specification forns and other material that
were provided us for applications for quality and
we're finding simlar results.

So, so far we’'ve reviewed a nunber of
applications and, and we’ve identified gaps on
specification forms, information that’s m ssing.
Stability, no indication that the product has been
tested for shelf life, instability over a certain
period of time, and gaps in terns of quality assurance
havi ng a QA person in place, having the proper
trai ning, proper nethodol ogies and, and procedures in
pl ace to make sure that the quality standards is net
on a consistent basis.

So given those gaps, we are going to
reintroduce a quality review in the com ng nonths, but
we're still looking at the results to figure out where
exactly we’'re going to focus our, our assessnent.

We’' ve also started a proactive

I nspection regime which is fairly new for NHPs. In
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the previous years the, the approach to conpliance
verification was very reactive and conpl ai nt based.
We’ ve noving into a nore proactive approach which
11, 1"l give you a bit nore details. But sone of
the findings were particularly concerning based on 46
i nspections that have been done to date, which
represents about 6% of the, the market, the sites that
had received a |icense, ‘cause we do issue site
licenses. For any site that produces or inmports NHPs
in Canada, they need a site license and there's a
review process in place for those.

And when our col | eagues from our
enf orcenment branch inspected, they found problens at
all the sites and sone of which were quite concerning,
again, no specifications, unavail able or inconplete,
no data on stability, QA person was not there or was
(i naudi bl e) person who had no training, cracks in the
wal | s, contam nation fungus. You nane it; we found
it.

So with those results we said we need to
adj ust our approach to pre-nmarket and, and post-

market. So we’re making significant changes. The
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results of the conpliance verification are avail able
In that report at the link at the bottom of the, the
slide there if you're interested.

In terms of processing -- so | spoke
about the ten day standard and the, the |ack of pre-
mar ket review prior to 2017. So we’ ve namde sone
changes as a result of the findings of our audits on
applications and the gaps that we found. And we’ve
updated our policy in April of 2019 with new
performance standards. So instead of 10, 30, 210 for
Class I, Il, Ill, it’s now 60, 90, and 210. So for a
Class | and Il we're taking the tinme that we need to
do a proper review of those applications.

Al so we have provided the industry with
a web formthat instead of sending us a pdf and we
woul d get five or six different fornms. Conpanies were
even creating their own formand sending that to us.
And we had to stop and had to manually enter the data,
which is totally unsustainable. So we’ve created a
web form and, and as of June 2019 it will be mandatory
for conpanies to submt us that formfor their

application.
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We al so have provided nore clarity on
criteria for refusals. If an application is deficient
in certain areas, it’s going to be automatically
refused; whereas, before we would help the, the
conpany develop their application to be conpliant.
Wth the volunes that we get, we get about 7,000 per
year applications, there’'s no way we can do that. We
can't continue to do that. So we are refusing if
there' s substantiative gaps. |If the formis not
conplete, it’'s, it’'s refused.

So with those changes we hope to be nore
efficient and to get to the market the products that
neet the requirements in, in the nost efficient way
possi bl e.

On the post-markets | said we, we have
been quite reactive. An area where we need to
continue to be reactive is when we get adverse
reaction reports frompatients or from hospitals or
heal th professionals. So when we get those, of
course, we review, we have col |l eagues in our nmarket
health products directorate that can help us do safety

assessnent of the signals that we get. And then if we
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find that there’s enough evidence to suggest that
there’s a high, a risk that outweighs the benefit of

t he product, then we take action. It could be a
recall. It could be |abeling changes. W’ ve done
that recently on green tea where we found we had a | ot
of signals of liver toxicity.

We did a safety assessnment. W
publ i shed a report on our website and we’re now
wor king with conpanies to adjust their |abels to nake
It very clear and prom nent in the warning section
that if you have jaundice or synptonms of |iver
toxicity, you need to consult your health practitioner
or doctor right away.

So those activities will continue, but
we’'re noving nore and nore into proactive nonitoring
and we’'re focusing not only on site inspections, but
al so on false and m sl eadi ng advertising. So we have
a prohibition in the act against false, msleading
advertising. W’ ve been quite reactive to date, but
we’'re noving into a nore proactive approach, again
with our colleagues and we're working with pre-

cl earance agenci es.
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We have agencies in Canada |ike the
Advertising Standards Council who help industry nake
sure that their | abels don't provide m sl eading clains
and that conply with our regulations. So we do work
very closely with themto indicate and pronote
conpliance with that provision of the |egislation.

In terms of nodernization efforts, so we
-- for natural health products, the area that we're
wor ki ng on now from a regul atory change perspective is
on the |l abeling. W have on the non-prescription drug
side, we’ve just inplenented changes to require plain
English labeling with a drug facts table, product
facts table for drugs. And so we’'re | ooking at
i npl ementing a simlar approach for the | abeling of
natural health products simlar to what exists for
di etary supplenents in the US. W’ ve |ooked at that
nodel and borrowed quite a bit fromit as well.

And the approach that we're -- so NHPs,
as part of our nodernization effort, NHP is there, but
we’'re also | ooking at non-prescription drugs in
cosnmetics and bringing i nprovenents there as well.

Non- prescription drug side -- | know this is not the
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focus here, but just to say that we have non-
prescription drugs that are cosnetics |ike toothpaste
with triclosan init. |It’s considered a non-
prescription drug and it’s held to the sanme standard
ri ght now as prescription drugs and conpani es are
saying it doesn’t nmake sense and we agree with them
We need to make sure the regul atory burden and
oversight is appropriate for the level of risk. So

that’s what we’'re doing right now for non-prescription

dr ugs.

So for |labeling for NHP, so we're
| ooking at three key requirenents for all |abels of
NHPs. | will go in the regulatory proposal that wl

be consulted on in the spring 2020. First is mninum
font size. So size six for non-nedicinal ingredients
we’'re | ooking at, at font size five point five and
we’'re allow ng condensing. M ninmum contrast, meaning
bl ack on white is, is also sonething that we’'re going
to require and standardi zation. So a product fact
table with the headings in bold and the, the, the
text, again, making sure that the text is in font size

si x and proper contrast and, and in the sane order.
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We have sonme exenptions for a very snall
package. W' re about to publish proposed gui dance for
| abel i ng of natural health products in May. | could
share the link if you're interested when it cones out.
And our proposal wll lay out sone of the
flexibilities that we’re proposing to industry to
i npl enent t hose changes.

I n Canada we have French and English and
a | ot of conpanies are telling us both | anguages won’t
fit. So what flexibilities can you give us to make
sure we don’t have to resize our packages or resort to
i nnovative | abels? So we’'re working on flexibilities
and that includes an exenption for small, very small
packages. Anything less than 12 square inches woul d
be exempted fromthe product fact label. And that’s
what it would look like. So very simlar to what
exi sts on the dietary supplenent side in the US.

For questions we’'re providing, you know,
a phone nunber or an e-nmmil address, and we' re al so
all owm ng sone information to go on a URL. So for
very, very low risk products, one of the flexibility

that we've introduced is for point of views warnings
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such as if, if you get a rash when you apply it, stop
using it. Those types of warnings would be able to be
noved to a URL, again, to save space on the label. So
we’'re consulting on that proposal. The policy will go
up for consultation in, in the nonth of May, near the
end of the nonth, with a regulatory proposal in 2020.
That’s it.

MR. TAVE: So now we have an opportunity
for questions and just like this norning anybody who
wants to cone down to the m crophone, please feel
free, and I think we have sonmebody nonitoring renote
guestions through the broadcast and we’ll have
(i naudi bl e) nmonitor, please tell us your nanme and
affiliation before your questions.

MR. FRANKGCS: Hi, there. Is this on?
Okay. Thank you for your presentation. M nane’s
Bill Frankos of Herbalife and ny question has to do
wi th whether there is any propriety given to a
manuf acturer who has devel oped the data, the safety
data of that ingredient they submtted, and can ot her
people use that information that’s, that was subnitted

by anot her conpany to support their adding that

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 169
ingredient to their product?

MR. BAFI - YEBOA: Nana Bafi-Yeboa. Thank
you for the question. Part of that really comes down
to what an ingredient is because by our regul ations
t he medi cinal ingredients, the source won't have to
appear on the label. So in ternms of the provisions
around it, you're in a space where you have to declare
enough to the regulator for themto know exactly what
that ingredient is and to then provide the evidence
t hat supports the safety and efficacy of that
ingredient. There is no provision of use of a master
file, which can keep certain pieces of information
confidential and, and not in the public domain. But
there isnt a way to mask the identity of your
i ngredients on the |abel.

MR. FRANKOS: But as far as, for
i nstance, the manufacturing specifications, the let’s
say all of the steps that go into nmanufacturing, is
t hat protected?

MR. BAFI-YEBOA: So if it’s within the
context of the master file, that is confidential. The

issue then in practical ternms is whether soneone el se
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can represent the ingredients in a way that appears to
be simlar to yours and have enough publically
avail able information to substantiate the safety and
efficacy of your ingredients.

Now whet her indeed it is a, a sort of a
certain trademark i ssue that you nmay have, that woul d
be the role of the, | guess, manufacturer to enforce
that, that piece. In terns of our role as the
regulators strictly |looking at do we have enough
informati on regarding the ingredients and then enough
informati on concerning its safety, efficacy, and
volune to issue a license.

MR. FRANKOS: Ckay. Thank you.

MR. TALATI: Hi. It’s Ashish Tal ati
from Upadhye. Thank you so nmuch. Are you able to
share with us the nunmber of enployees in your office
and your, your budget?

MS. BOVBARDI ER:  Nunber of enpl oyees and

MR. TALATI: Budget si ze.
MS. BOMBARDI ER: Oh. The nunber of

enpl oyees i s about 150 people and the budget is about
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17 mllion. (lnaudible) responsible for pre-nmarket
(i naudi bl e) other prograns that are involved in the
post market (inaudible).

MR. TALATI: Thank you.

M5. MCENROE: H . It’s Diane MEnroe
fromSidley Austin. In terns of what we call
structure function clains here, the clains are C
claims, what does it look like in, in, you know, ny
own decision of what is an appropriate structure
function clain? |If you | ook at the science, if you
cone up with sonmething that is solid for a conpany to
rely upon and then look at is as is it sonething that
we can nodel here in the United States, would that be
a, a particularly long process?

MR. BAFI-YEBOA: | think there’'s two
parts to it. | think the experience basically had the
benefit of what had happened with respect to DSHEA in
1994 because our regulations cane into effect in 2004.
So we had that ten years to really | ook at what was
wor ki ng and what was, could be inproved and perhaps
use that nodel.

In terns of also structure function
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claims, it would be very simlar to what you have for
vitam ns and mnerals and these type base cl ai ns.

You' re, you can also have sone structure function
clainms that you see in with the probiotics where you
have source of probiotics with probiotics to help wt,
you know, pronote, you know, |ike a favorable
(i naudi bl e).

So it really depends on the type of
i ngredients and the evidence that’s available. What
we do is we publish nonographs so we’'re satisfied that
there is sufficient information regardi ng sone of
those clainms and our nonographs do not only relate
back to the structure function clains, they will have
full range of clains.

Granted there are certain conditions and
di seases that products intended for self-care should
not really go forth. So our nonographs do not speak
to those whatsoever. It, it’'s, it’'s just a way of
understandi ng that it’s always based on what the
evidence is and what that ingredient is, that we then
use to leverage to | abel for safety, efficacy, and

t hen what the quality standards are. So that al so
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takes into account the nature of the ingredients.

MR. TAVE: | don’t see anyone at the
m crophone. So are there any questions com ng through
t he webcast ?

MR. BOLAR: Paul Bol ar of Pharmavite.
My question is, well, twofold. First of all, I'm
wondering how effective are these, the regulatory
schemes that you have with respect to products sold
over the internet? Does it effectively -- are
products sold over the internet effectively controll ed
and do they conply with the requirenments?

M5. BOVBARDI ER: So any product that’s
sold on the internet, | mean it’s a challenge for an
i ndi vi dual organization to make sure they conply
because the reach outside of jurisdiction is always
chal  engi ng because it's no different and health
products are no different. So we, we do work with our
coll eagues in order as it is CSA (ph) Agency. So
(i naudi bl e) agency to verify and nonitor (inaudible).
VWhen we see clains that are egregi ous (inaudible)
product with the disease claimthat’'s illegal in

Canada and we do take action. W do take those things

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 174
seriously (inaudible).

MR. BOLAR: And the, the second question
is1’m |I"mwondering with respect to the systemthat
requi res nunmbers and every product needs to be
submtted. How effective is that systemin preventing
drug adulterated products or tainted products from
entering the market, which is a huge problem here in
t he US?

MR. BAFI - YEBOA: That, that really is a
post - market type of issue and it really goes back to
what is the circunstance, the intensity of activities
related to both proactive and random verification of
standards. Because as nuch as you can introduce
certain things on the pre-market side, unless you have
the ability to balance that out and verify on the
post - mar ket side, you, you really do not have the type
of (inaudible - sneezing) in ny opinion to kind of
make a difference.

MR. TAVE: We have tine for one nore
guestion and | ooks |i ke we have one ready to go.

MR. MACKAY: So this is Doug MacKay

fromCV Sciences. |’'mjust curious from both your
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perspectives. The arbitrary line that we have here in
the United States that products can only support

normal health, and then you guys were able to venture
into this area with natural products can actually have
a therapeutic benefit. That seens to translate a | ot
of the issues that we tal k about, even getting the

ri ght king of evidence to make a cl ai m becones
difficult if we can’t tal k about | owering chol esterol
or changi ng henogl obi n AlC.

So just philosophically, how nmuch does
t hat shape the regul atory paradi gm and what advice
woul d you give to the United States on that topic?

M5. BOVBARDI ER:  Well, one of the, the
key el ements for health regine for drugs to ensure
that clains are well-supported and well supported by a
| evel of evidence, scientific evidence. Wile we do
have traditional Chinese nedicine, homeopathic
medi cines as well, that’'s for the purpose of
mai ntai ning a process of ingredients and proper
bal ance (i naudible - room noise) allowed to have
general clainms wthout the scientific evidence

especi ally nonographs and establish (inaudible) these
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health cl aims are adequate in, in Canada.

What is nost inportant for these
products is the safety and any other operation we do
| ook at safety and, and, and adulteration. So we do
| ook at safety and quality nore than anything el se for
t hese (inaudible). For high risk ingredients, then
there’s, we have what we call a pathway for |icensing,
which is our policy that establish what evidence
that’s required. It can be on the level of the claim

And if the claimdoesn't work
(i naudi bl e) we do think (inaudible) and the functions
of use and it requires (inaudible). So those are al
factors that are considered. And that’s everything.
You want to add?

MR. BAFI - YEBOA: | would just add on the
phi | osophi cal aspects | think regardl ess of where you
stand, there will be a line that you' |l have to draw
and that may seem arbitrary at tines. The nore
i nportant pieces that you have safety for who have a
say speaking to where that |ine should be. And
agreenent that once that line is established, you have

the tools in place to nove it as the evidence changes
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or the assunption that led to that establishment al so
changes.

I think these type of fornms are very,
very inportant because at the end of the day the
mar ket s do not exist unless they can neet a consuner
need. And when we tal k about innovation, you know,
innovation is the neet what consuners want or
consunmers need. That’'s, that’s an ability to neet
than need, but it’s also an ability to inpact the
health of, of consunmers. Obviously the health of
communi ties, but the health of Americans.

And that’s, that’s a very, very
i nportant thing and the nore you can engage in these
type of forums, | think that you do actually start
maki ng progress and | anding where you really want to
be.

So it’s -- thank you for the opportunity
to speak at this type of, you know, neeting, and to
really hear all of the voices that are, you know, have
an interest in inproving where we currently are.

MR. TAVE: And | want to say thank you.

| know that the session after lunch fromthis norning
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was (inaudible) I can tell you with certainty today
(i naudi ble). This has been incredibly informative.

We, we are (inaudible) to both of you. So we do not
have (i naudi ble).

( APPLAUSE. )

ADRI AN FROM AUDI O DEPARTMENT: One
question fromonline.

MR. TAVE: Okay. We have one question
from online.

UNI DENTI FI ED FEMALE SPEAKER: Hi . |
hope everyone can hear ne. W have one question
online. Can you please share information about the
percentage of products so that an NPN in Canada are
regi stered with Health Canada and have an NPN numnber?

M5. BOVBARDI ER: So the question is, is
t he question whether there is any actual (i naudible)
products on the market in Canada w t hout an NPN
nunber ?

UNI DENTI FI ED SPEAKER FROM AUDIO:  |I'm
havi ng troubl e hearing you.

M5. BOVBARDI ER:  So - -

UNI DENTI FI ED SPEAKER FROM AUDI G |, |
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want to say, yes, that’s the question. Ckay.

M5. BOVBARDI ER:  So products that don’t
have an NPN first are illegal in Canada. So there
needs to be an NPN which says that Health Canada has
approved this product. |If there’' s any point that
cones to our attention that a product is on the market
wi t hout an NPN, we take action. So if you have any
exanpl es you can provide them

MR. TAVE:. Ckay. Thank you again. |
t hi nk we can have our, our panelists conme down. Ckay.
So, so as our panelists find their seats, I’'mgoing to
start tal king to encourage everybody to, to keep
t hi ngs noving. Place on nute in the background as we
switch off. All right. [1’mgoing to get started.

So we’ve now reached the | ast panel of
t he day, but certainly not the |least, and the topic of
this panel is pronoting conpliance with the ND
notification requirenment. And the title sort of begs
t he question and maybe it’s obvious to sone peopl e,
but why do we think that there isn’t already adequate
conpliance with the requirenent? 1’'ve got to ask.

The answer i s twofold.
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First we hear it anecdotally and I'm
sure we'll hear it anecdotally later during Q&A and
public comment, but it’s not at all unconmon for
st akehol ders to say to us that FDA, and to others,

t hat FDA needs to do a better job of enforcing the NDI
notification requirenent. And we hear conplaints from
firms, typically those firnms who have successfully

navi gated the notification process who feel that their
conpetitors are getting a free pass.

And like | said, | think we’'re going to
hear a few pretty conpelling exanpl es before the end
of the day of firms that have made significant
I nvestments in being transparent and com ng through
the front door and conplying with their understanding
of the I aw and, you know, there’'s, there' s a degree of
synpathy to that view.

Al right, but second, we can look to
the data and this is sonmewhat chal |l engi ng because we
don’t know what we don’t know. Specifically, we, we
don’t really have any way of nmeasuring how many firns
are marketing products for which an NDI notification

shoul d have been required, or should have been
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subm tted, but it wasn't.

So we can start with what we do know.
And what we do know is that in 1994 when DSHEA was
enacted, there were approximately 4,000 dietary
suppl enent products on the market. And we don’t know
exactly how many products are on the market today, but
the prevailing estimtes range from 50,000 to 80, 000
di fferent products.

So for purposes of this exercise, let’'s
t ake the npbst conservative assunptions and |let’s use
the | ow end of that range and suppose that there are
50, 000 products on the market today. |If you subtract
out the 4,000 that were on the market when DSHEA was
enacted in 1994, that neans that approximtely 46, 000
new products have been introduced to the market in the
past 25 years.

Now clearly not all of those new
products contain new dietary ingredients as it’s
defined in the statute that are subject to the
notification requirenment. Sonme of them m ght be new
brands of old ingredients, some mght be new

conbi nations of old ingredients |like a refornul ated
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multivitam n, and sonme m ght be exenpt fromthe
notification requirenent because of presence in the
food supply or otherw se.

So let's take a conservative assunption
again and |l et’s suppose that 90% of the new dietary
suppl enments that have been introduced to the market in
t he past 25 years were not subject to the notification
requirenment. So let’s say 90% of these products did
not require notification. That still |eaves 10% of
t he products that did require notification and 10% of
the 46,000 new products is 4, 600.

So by that math we shoul d have received
approxi mately 4,600 new di etary ingredient
noti fications since 1994. In fact, the nunber that
we’'ve received is quite a bit lower. To date we've
received just over 1,100 notifications. So in other
wor ds, even using the |ow end of the estimate for the
number of products on the market today, and even
assum ng, assum ng that 90% of the new products that
have been introduced were not subject to the
requi rement for notification, we still find that the

nunber of notifications submtted is | ess than 25% of
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where we expect it should be. And you can quibble
with the math, but | think the orders of magnitude are
probably fairly accurate. The point is that
conpliance clearly needs to inprove.

So this panel initially began as two
separate panels and if you | ook back at the federal
registry notice announcing the neeting, and there’s no
reason you should do this, but if you do | ook back
you' |l see that we listed four separate topics for
di scussi on.

And as we started planning out the
agenda and tal king to speakers and thinking through
the flow of the day, we realized that two of the
topics, potential comrercial or marketing advant ages
to incentivize responsible innovation, as well as
pronoti ng overall conpliance with the pre-market
notification requirement through enforcenent we're
really opposite sides of the sane coin.

Ef fecti ve enforcenent by itself provides
sonet hi ng of a marketing advantage for products that
have successfully gone through the notification

process and at the sane time commercial incentives
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won't really be worth anything if there isn't
effective enforcenent to prevent non-conpliant copycat
products fromfree riding. So you can't really

di scuss one wi thout the other.

Now as it turns out these conpani on
| ssues are particularly challenging. W’ ve heard
st akehol der calls for econom c incentives and
mar ket i ng advant ages, but unlike with sone other FDA
regul ated commodities, there is no statutory
I ntell ectual property protection in play. So we're
open to the concept, but we want to hear ideas about
whet her this is sonething that can be done under
existing authorities, and if so, how.

Simlarly, it’s easy to call for nore
enforcenent and it’'s certainly fair to do so. But
even in a straightforward case, unfortunately it can
be time consum ng and resource intensive. That
doesn’t nean it’s not worthwhile. But these cases
present sone uni que challenges. For one thing, a
conpetitor product m ght not have submtted an NDI
notification, but as you heard in session two before

| unch, it m ght be on the market by virtue of the GRAS
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| oophol e via self-affirmation. And because DSHEA
pl aces the burden on FDA to show that a dietary
suppl enent is adulterated under Section 402(f), we
woul dn’t necessarily know that until we had travelled
wel | down the path of an enforcenent action.

Well let’s suppose that the conpetitor
product hasn’t even done that nmuch. The case is still
far froma slam dunk. Recall that we're typically
bei ng asked to bring enforcenent action to protect a
product or an ingredient that has successfully gone
t hrough the notification process. That neans that
when we reviewed their data, we had no objections to
the notifier conclusion that the product is reasonably
expected to be safe. So it follows that a knockoff
product that is identical or very simlar to that
product is probably at the very |east not clearly
unsaf e.

So even assunm ng that we can satisfy our
burden of proving a product is technically adulterated
under DSHEA, there’s still a practical question of
resources. And to nmake the best use of our finite

resources, we’'ve established three strategic
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priorities. | nmentioned themthis norning: consuner
safety, product integrity, and informed decision
maki ng woul d al ways be consistent with those
priorities to investing an enforcenent action agai nst
a product that is closely simlar if not identical to
one that is expected to be safe.

Now there is a |lot of value to uphol ding
the integrity of the regulatory process and you can
say that that’'s part of pronmoting consuner safety. So
let’s, let’s say that a case like this is consistent
with our strategic priorities. Wen we issue warning
letters, which some call for us to do and we have
done, it’s inportant for us to be able to foll ow them
up with judicial action if we don’t achieve
conpliance. W can’'t be a paper tiger. But FD, FDA
can’t bring cases in court on our own.

We have to rely on the Departnent of
Justice to bring themfor us. And they have limted
resources and conpeting priorities. Wuld DQJ be
wlling to take on a case that faces all of the
obstacles that | just nentioned?

And | haven’'t even nentioned one of the
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bi gger obstacles. As you'll hear in a few m nutes
during this panel, there’'s a | egal argunent that once
one firmhas submtted a notification for a new
dietary ingredient, anyone can freely market that

I ngredi ent .

|’ mnot saying that | agree with this
position, but it's one that we have to acknow edge and
recogni ze, and it’s one of that we have to respect at
| east as a potential defense that we’ d encounter in
any enforcenent action.

So there’s no doubt that the public
health is best served when we have a robust effective
NDI notification system working as DSHEA i nt ended.
And we know and we’' Il hear it today that it’s possible
for firms to use this process to introduce innovative
new i ngredi ents that are reasonably expected to be
safe. So the question becones what can we do to get
firms to see the value and to realize the value in
this process rather than having firnms exploiting it
t hrough | oophol es or, or ignoring the requirenment
al t oget her.

And for those easy questions we'll turn
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to our panel. And so before we begin, I'’mgoing to
I ntroduce each of our panelists and we’ ve got a pre-
establ i shed order of presentation. So | wll
I ntroduce themall and then we'll, we’'ll call up our
first panelist to speak.

So we' Il start with Dan Fabri cant,
Presi dent and CEO of the Natural Products Associ ation.
He’' Il be foll owed by Andrew Shao, Interim Senior Vice-
President of Scientific and Regulatory Affairs from
t he Council for Responsible Nutrition. Then we’ll
hear from Wes Si egner, Senior Counsel at Hyman, Phel ps
& McNamara. Then Jay Sirois, Senior Director of
Regul atory and Scientific Affairs Consunmer Heal t hcare
Products Association. And finally Sandra Eskin,
Project Director of Food and Dietary Supplenment Safety
at The Pew Charitable Trust.

So with that, let ne turn the mc over
to Dan.

MR. FABRI CANT: Steve, you're kind of a
|l ow talker. | was worried | was going to end up
wearing a puffy shirt or sonething, but -- and the

only thing people -- the last time we were in this
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room we were tal king about old dietary ingredient
lists and the only thing that the ODSP staff renenbers
was that | was tal king about a clainms question. They

said it’s |like porn, you know it when you see it and

they just |iked seeing that up there on the, on the
board. So there it is again for, for -- we aimto
pl ease.

Dani el Fabricant, President and CEO of
Nat ural Product Association. And this is an
I nteresting topic; though, it’s not that interesting
i n sone ways ‘cause you're, you' re talking about a
statute that’s in existence for 20, 25 years and in
the crux of -- and there’s a | ot of NDI topics that
are unresolved and we’'ll touch sonme of them here. |
think P ties in. Steve did areally nice tease up to
ki nd of where, where these issues are, but it really
cones down to -- and these neetings are, are kind of
formul ated on getting the guidance out and we' Il talk
nore about that later this afternoon.

But that’s kind of the, the basis of
t hese neetings, is the Agency wants to get the

gui dance out and this is a, you know, everyone feels
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good. We had neetings and let’s get the guidance out
and everyone will hate the guidance again. That's
t hat .

But nore inportantly is | think the, is
the lack of enforcenment. You have, you really have a
di sconnect | think in terms of -- and | understand
people may make a | egal argunent that, okay, if one
person submts an NDI, then everyone can ride on that,
but I don’t think that’s how the statute reads at all.
And | heard Scott, you know, the, the framer of the
constitution down there. What was Patrick Henry I|ike,
Scott?

Anyway, but | think that inportant, it’s
i nportant that it’'s, it, you know, the lawis pretty
cl ear and, and, you know, and then you hear about
resources and there’s al so ways that the Agency’s
enforce using a very low resource burn and | think
we' |l touch on that right now ‘ cause what does it buy
you? And this is the key thing. By notifying the
Agency it’s on the, the burden is then on the Agency.

But by not notifying the Agency, who's

t he burden on? The burden’s on the conpany to say,
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hey, this was either -- and they may not have to
necessarily provide that information to the Agency.
They either have to have it in their back pocket
saying it was on the market pre-94 or sonme other basis
for which they're exenpt fromfiling an NDI

So wi thout notifying the Agency, and the
| aw was clear on this and introduced a new
adul teration clause, that if the product is in fact
adulterated, the ingredient is in fact adulterated for
not notifying the Agency. That sinple.

And, you know, not getting into the
safety data part of it, ‘cause while you nay be able
to, and | heard Steve say, you may be able to
reasonably conclude that if soneone says it’s the
same, it’'s safe. Okay, but soneone says it the sane,
says it’s the sanme doesn’t provide the Agency or
anyone el se specifications that the product is exactly
the sanme, that it’s nmade the sanme, that it doesn’'t
have solvents that could be a problem inpurities that
could be a problem etc. and so forth.

So | think this is really the biggest

chal |l enge when we tal k about NDIs is, are the
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knockoffs. There’'s 900 NDIs filed and, Steve, |

t hink, you know, |, | like the mathematical exercise.
| don’t know that | agree with it, that 4,600 that
shoul d have filed, but okay, the bottomline is this,
| don’t think that people are going to file unless
there’s a strong enforcenment conponent.

And it’s really sinple. These are all
enf orcenent conponents the Agency has. Sone of them
are actually NDIs. The claimon kratom it’s not that
it’s unsafe. It's actually, it’'s actually held
because it doesn’t have an NDI, under 402(f)(1)(B).
Sorry. | hate, | like to walk. This mc doesn’t wal k
with ne.

These are all inport alerts that the
Agency has in place that, again, there's, there's
really -- this is on firnms to show they’'re conpli ant
with the aw, not for the Agency to show that firns
are nonconpliant with the law. This can be done. It
has been done already in NDI's, but not specific NDIs,
not in kind of a bolus or broad fashion on anyone who
has an NDI . If there is sonmeone knocking them off,

why aren’t they held up until they show the Agency
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that it is the sanme?

Sinple. Not a big resource burden and
for the life of us we can’t understand why this isn't
bei ng done on a frequent manner. | understand there
may be sone | egal argunents, but if soneone has the
product, the product is the same as what’s been
submtted, it should be relatively easy inport to show
the Agency that it is the same. That shouldn’'t be a
big ask on routine in other parts of the Agency too.
So, and again, these are all inport alerts that are
currently proffered that, again, very little resource
burn on the Agency.

So, and if we go through them so 5411
i nmport alert references NDI's, androstenedi one, and
again they never filed androstenedione. So it gets
hel d up, 350(b)(A)2 and 21 CFR 190.6. So this is,
again, there’'s precedent there. |It’s just not being
done in a nore routine fashion to other NDIs.

Dietary supplenments as well. You know,
this is where | think there should be sone concern
because if it’s not a priority of the Agency they go,

well, wait a second, it’'s adulterated, but it’s not
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adulterated. Well, it’s a technical adulteration.
Failing to file is a technical adulteration. Not
neeting GWs is also a technical adulteration. So
there’s an inport alert for all products that don’t
meet GWPs. |t seens that there’' s sonewhat of a
pi cking favorites of which part of the statute people
choose to enforce or not enforce and | think that that
shoul d cause sone concern here. And there’s
M tragyni ne speci ose, and again, kratom and again the
kratom charge is failing to file an NDI. VWhile there
is information on the safety, it is that they didn't
file an NDI

So -- and I'mvery lucky. W'’ve got a
very good board chair, Mark LeDoux, and he’'s going to
make sonme comments later, but | think certainly when
you' re hearing fromgroups in the industry that feel
like this is the appropriate tinme, while Mark is the
| eadi ng provider of this particular am no acid, there
are others out there making it, bringing it into the
country routinely, and we don’t know what’'s in it.
And yet it cones in the country freely and no one

seens to mnd. Kind of a problem Knockoff
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I ngredi ents may purport to be the sanme, but there’s no
way of knowi ng until they provide the Agency wth that
sort of information.

So we'd like to and certainly | ook
forward to working with the Agency on submtting sone
other NDIs or a bolus inport alert for NDI so this
happens in a matter of course routinely. W think
it’s inportant and we think it’s really the only way
you get at sonme of these issues that are present as it
pertains to the guidance, and nore inportantly what’'s
in the statute.

So with that I will shut up and turn it
over to Andrew.

MR. SHAO. Let’s see. |Is this working?
There we go. All right. Good afternoon, everyone.
How s everyone doi ng? Good? All right. Well, I'm
Andrew Shao with the Council for Responsible
Nutrition. Gateful for the opportunity to have CRN
provi de sone perspective on the topic here in this
session. |’'Il be talking about three areas, three
mai n areas you see here up on the slide to inprove

conpliance with the notification requirement. One is
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providing intellectual property protection, then
reducing the NDI notification burden, and then finally
conducti ng neani ngful and effective enforcenent.

So first is the challenges in this area,
which | think is no secret to anybody, a |lack of data
protection, and previous speaker | think alluded to
this alittle bit. Past commenters have as well.

It’s a disincentive for conpani es that
do actually invest in generating science behind their
ingredient, but the |ack of protection of that data is
a disincentive for themto participate in this process
for the fear of having their ingredient get knocked
off or the data that they use they’ ve invested in
generation of to be pirated by other ingredients that
have no assurance of safety or maybe very little and
not relate to the actual ingredient at all that was
subject of a lot of research on safety. They get the
benefit of pirating, pirating their data.

Another thing 1'd like to bring up is
the fact that it seens that FDA sees itself first and
foremost as a protector of public safety, but not a

protector of intellectual property. But these don't
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have to be nutually exclusive. Incentivizing nore NDI
notifications fosters better assurance that these new
i ngredi ents and the products that contain them are
safe. So actually ultimately public safety can be
served by protecting the investnents that ingredient
manuf acturers make in generating safety data.

So as an opportunity here you see the
concept of the master file, which maybe is not so much
of a concept anynore. So the opportunity is
I ncentivizing ingredi ent manufacturers by vigorously
protecting their investnent in the generation of
safety data. So the master file is a neans of
collecting and protecting data i nvestnents nade by
i ngredi ent manufacturers specific to their products,
and the master file can be used or cited by subsequent
filers with perm ssion or with |icensing agreenent as
opposed to just show ng up at the dock unannounced and
claimng to be the sane thing.

Anot her thing we m ght recommend is
al l ow conpanies to reference NDI notification nunbers
of successful ones on | abeling any marketing

materials, that this may provide an incentive for
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conpliance with this provision. But really the nost
I nportant thing is to vigorously defend and enforce
the proper use of the master file to maintain its
integrity and utility.

And | do also want to point out that
when we tal k about I P protection, it’s not the sane as
exclusivity. |It’s protecting the investnent that’'s
made in the generation of safety data. |[It’s not
giving exclusivity on the ingredient itself. That's
not what we’'re tal king about with this concept.

Okay, next. Reducing the burden of NDI
subm ssions, NDI and subm ssions. So | think, Steve,
you addressed this in your opening remarks, so nmaybe
this isn"t so relevant now, but there |, | would say
has been a m sperception that every new dietary
suppl enent contains an NDI and requires a separate
notification. W just heard that that’s really not
FDA' s vi ew.

So we’ ve seen sone of these statistics
before of the mast, vast mpjority of the growth that
we’ve witnessed here in the industry, it doesn’'t cone

fromnew dietary ingredients and for those that do
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contain NDI's, duplicative finished products shoul d not
have to be notified if a valid notification already
exists on file. So it provides little additional
public protection and it’s another thing that creates
a barrier to participation in this process.

Anot her thing that’'s a barrier is
I ndustry is not clear when a, a notification is
requi red and al so what exactly needs to go into a
notification. There's a nunber of notifications that
are filed that are woefully inconplete. So for
opportunities is permt ingredient manufacturers to
determ ne the scope of their new dietary ingredient
notification, establish a reasonabl e expectation of
safety of the new dietary ingredient under a range of
condi tions of use that would cover different finished
products.

There’'s al so a confusion here between
the, the NDI notification process and the GRAS
process. We heard a little bit about it earlier today
where foods that conme under the market that contain a
GRAS ingredient don't have to be notified, so there’s

alittle disconnect there between these two processes.
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Finally is to provide clarity in the
gui dance addressing requirenents for new dietary
i ngredi ents to reduce objections due to | ack of
conpl eteness. So sone sort of tenplate that wal ks the
submtter through the specific areas of information
t hat are needed to be included so that we avoid
situations where there are objections due to
i nconpl ete notifications.

Okay. Finally is neaningful and
effective enforcenent. So there’'s a |ack of perceived
consequences for those who fail to comply with the
provi sion, the NDI provision. That creates a
di sincentive for others to participate and contri butes
to a lot of confusion as we’ve al ready heard.

So anot her challenge is that FDA has
limted resources. So if sonething doesn’'t pose a
saf ety concern, it’s unlikely to be addressed.
think that’s a, a challenge we'll have to continue to
work on, also nentioned earlier by Steve.

Anot her thing is discovery of a, of a,
an APl in a product results in referral to that

product over to CDER because it’s not a food and it’s
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not a supplenment. 1It’'s an unapproved drug and so it
goes over to CDER and then CFSAN seens to | ose
control, lose continuity of the enforcenment process.

And then there’s the perceived stakes
i n, of pursuing full investigation, prosecution. It
di scourages FDA | egal action beyond sonme basic steps
because it’'s resource-intensive. So the first
opportunity, consider using mandatory recall m ght be
a stretch. FDA has mandatory recall authority under
FSMA. Products containing NDIs as we just heard from
Dan t hat have not been notified are adulterated, nay
be consi dered adul terat ed.

There is a second requirenent for a
mandat ory recall and that’s establishing, the acronym
I s SAHCODHA or a serious adverse health consequence.
That could be challenging for certain new dietary
I ngredi ents.

The next opportunity, mandatory product
listing. So this is not a cure all, it’s not a catch
all, it’s not a, a conplete solution in and of itself,
but it would in concept allow for easier

I dentification of nonconpliant products. But there
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have to be consequences. |If there is a mandatory
listing there have to be consequences for |ack of
participation. So a voluntary systemthat everyone
knows about of course, supplenent OAL, certainly a
worthy effort, but not very effective w thout
consequences for failure to list. So this is a very

| nportant thing that we all have to keep in mnd. FDA
has to be prepared with the resources and the resolve
to address violators if a mandatory product |isting

IS, requirenment is created.

Finally, wapping up with neani ngful
effective enforcenment. FDA should utilize its other
enforcenent tools including, but not imted to
warning letters such as untitled letters, seizure,
authority to initiate m sdeneanor proceedi ngs,
adm ni strative detention, fines, disgorgenent of
profits. That should, that’'s a typo. That should be
debarnment, not disbarnment; although, maybe there are
sone attorneys that should be disbarred for advising
their clients not to file notifications. But that
shoul d be debarnent, not disbarnment, and then

I njuncti on.
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FDA shoul d enforce through CFSAN all
products that are represented to be dietary
suppl enments. So even if they are products
masquer adi ng as di etary suppl enents because they have
unapproved drugs in them they shouldn’t be kicked
over to CDER. |If they represent thenselves with a
suppl enent facts panel, we should treat them
accordingly and CFSAN should retain control over that
for nore consistent enforcenent.

Wrk with state partners such as
attorneys general to increase enforcenent activity.
And FDA itself should, the Agency overall should be
requesting additional funding to the Ofice of Dietary
Suppl ement prograns.

So with that | thank you for your
attention and thank you very nuch, Steve.

MR. SIEGNER: Well it’s an honor, an
honor to be here and 1'd |ike to thank Cara and Steve
for organizing this neeting. | began practicing in
the food and drug area in 1986 and primarily spent ny
first four or five years litigating cases agai nst FDA

on, on GRAS food additive issues and that was nainly

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 204
surroundi ng evening prinrose oil whichit’'s, it’s a
| onger story I won’t get into here, but led to the
bl ack currant oil decisions that hel ped kind of |ead
to DSHEA. And I'm |’m just curious, how nmany people
here, show of hands, had sone input into the drafting
of DSHEA? Maybe paying legal bills as this business
person or witing? So we, we have a fair nunber.

A coupl e of people that haven't been
mentioned here | would Iike to nention. One is Peter
Rei necke, who is with us today, was the point person
on Harkin, Harkin's staff during this whole exciting
time. The other I would nention is Steve McNamara, ny
partner, who is, when he was practicing one of the
giants in, in food and drug area. He's a great nman.

So ny assignnent here today is pretty
narrow and |’ ve already heard four people who I would
view as experts, either agree or disagree with the
position |I"mabout to take. So it’'s interesting that
we're still 25 years out debating sonme of these kind
of basic concepts within DSHEA and what is an NDI and
what isn’'t an NDI and when do you need to notify, so.

Okay. Let’s see. Wiich button am|
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supposed to push here? Okay. So | put this -- I, |
originally drafted a | ong answer to this question. |
said, well, okay, everybody knows | awers can give

| ong answers. Wiy don’t you just put a short answer
in. So ny job here today is to explain whether | view
that there is a, sone type of market exclusivity

provi ded under DSHEA, specifically in the present in

the food supply exenption to notification filing and
| d say, no; although, being a lawer I, | would put
an asterisk there and 1’|l explain where, what the

asteri sk neans | ater.

So alittle, alittle bit of history.
I, I, | say here that FDA has struggled with how best
to address dietary supplenents. The other way you
could frame that is FDAis truly in kind of an
unconfortable position. Wth respect to supplenents
if you have a, as a continuum a pre-market here, and
pre- mar ket approval here |I'’mgetting, you know, it
just easier for FDA to tal k about products and, and
agree with products and to support products that are
pre- mar ket approved.

Well, we're sonewhere in the mddle
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here. Okay? W're expecting FDA to assure safety of
t he products wi thout pre-nmarket approval and that
obvi ously has | ed over decades up to sone difficulties
for FDA and sonme attenpts to kind of say, well, how
can we get a better grip on this.

Congress has a couple of tinmes pushed
back with the Proxmre Anmendnents. Back in the '70s
FDA canme up with the idea that dietary supplenments
over, or vitam ns and m nerals over a certain dosage
amount shoul d be drugs. And basically Congress said
no.

And then it was actually a, a partner of
nm ne who before being a partner was a conm ssi oner at
FDA -- I'm sorry, general counsel at FDA, Tom
Scarlett, who came up with the idea, well, we could
use the food additive amendnents to better confine the
i ndustry and decl are sone of these ingredients that
are com ng out that are new as unapproved food
additives, which led to the whol e GRAS food additive
litigation and, and eventually to DSHEA.

And if I, | have a link to our blog and

there’s a post on here that kind of goes nore into the
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depth of that history. So, you know, it's -- given
where we are, and we're kind of in this continuumwth
FDA pushing toward approval and industry and others
may be pushing toward nore of a free market, we're
still debating a lot of these issues.

So it’s inportant to understand when
we' re tal king about this concept of market protection
or exclusivity to understand where did, where did the
-- you know, DSHEA did evolve from sonething and it
really did evolve fromthe whole concept of GRAS
affirmati ons, GRAS, GRAS self-affirmtions, FDA
affirmati ons, food additive approvals, and that these
are ingredi ent-based ideas, okay?

So what we're trying to assure here is
the safety of an ingredient and the identity of the
i ngredient is very inportant. Now sonetinmes the
identity is very easy, albeit there may be SIS
transformations and | think those are inportant, but
when we’'re dealing with herbal extracts it, it can be
much nore difficult. But ,nonetheless it’s still an
I ngredi ent - based concept and in nmy view that | eads us

into this presence of the food supply, it’s the
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I ngredient that is the issue here.

So what is -- just, quickly, this slide
just quotes the exenption. So you do not need to file
a notification for a dietary supplenent that contains
only the dietary ingredients which have been present
in the food supply as an article that is used for food
in the form-- okay. The rest of that deals with

chem cal alteration and | don’'t want to get into that.

But there's, this -- you could base a
whol e | egal career on this one sentence. | nean
there’s so many ways that | can be creative with this.
But | think one way that |, | don't need to be

creative is the question when we tal k about food
supply and we tal k about used for food, what does that
mean because the Food, Drug, and Cosnetic Act defines
the termfood as a dietary -- sorry. Defines the --
states that a dietary supplenment shall be deenmed to be
a food wthin the neaning of this act.

So inny viewthis is actually part of
the sinple part of this definition or this sentence.
When we’' re tal king about foods and food supply, we

don’t just nean conventional foods. W nean both
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conventional foods and dietary supplenments and
dietary, dietary ingredients in dietary suppl enents.

Now I, and |’ m not going to go into at
| engt h what FDA has said about this, but briefly
they’'ve said that this is not, that the case -- sorry.
The slide -- | am ahead of nyself here. That
basically it’s just conventional foods. Food supply
is conventional foods. |In this -- if you foll ow that
Interpretation it would provide sone market incentive.
You go ahead and file an NDI for your ingredient and
you go on the market, then the subsequent manufacturer
maki ng the sanme ingredient would need to also file a
noti fication.

Now t here’s ways to nmake that easier.
It’s not a great protection to the market, but in ny
view it’'s actually no protection because in ny view
t he subsequent manufacturer can go onto the market as
| ong as the ingredient is identical to the ingredient
that’s already been notified. So again, once an
i ngredient’s been notified, in my interpretation you
can go ahead and narket.

And 1'd like to point out that this is,
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it’s not a novel concept. This is how the GRAS
process works. This is how the food additive process
works. The inportance, again, is ingredient safety
and it’s not an exclusivity issue.

Sol, I, I do want to say kind of in
closing that we’'re tal king here about pronoting a
conpl i ance overall and the inportant thing to nme in
pronoting conpliance is to try to sinplify what the
NDI process is and what is and is not an NDI and how
to go through notification, what you need to, to
submt to FDA and when you need to submt it.

Unfortunately, what we’'re seeing here is
there’s so nmuch confusion surroundi ng these draft
gui dances that it is forcing conpani es seeking
alternative routes to go through the GRAS process.
And ironically DSHEA was intended to cure that process

and to avoid having to, people to go through the GRAS

process.
I, I have different view of the GRAS
process than sonme other speakers here. | actually
think it’s a very good process. | think it works
well. | think as one speaker noted even through the
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ki nd of secret GRAS affirmation, self-affirmation
process, we’'ve had very few instances of safety

i ssues. | think, you know, PHOs are maybe the only
exenption section | can think of where ingredients
have gone through sel f-GRAS and then subsequently been
determ ned by FDA to be sonething that should be
pul l ed back. And with that, thank you.

MR. SIROS: So good afternoon,
everyone. |I'mJay Sirois with the Consuner Heal t hcare
Products Associ ation, one of our five major trade
associations in the dietary suppl ement space. 1’d
| i ke to thank the FDA for holding this inportant
public forumtoday to discuss responsi ble innovation
and al so for providing me an opportunity to present.

CHPA is a 138-year-old nenber-based
associ ation representing conpani es that market OTC
drugs, sone of whom are also involved in the dietary
suppl enent space. We have a very active dietary
suppl enents commttee conprised of conpanies commtted
to manufacturing high quality products and nmarketi ng
themin a responsi bl e manner.

We appreciate the Agency’'s efforts in
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| ooki ng at potential new pathways to strengthen
regul ati on and perhaps devel op new pat hways for
i nnovation. W share the commtnent frequently
espoused by the Agency that consuner safety, product
integrity, and informed decision maki ng by consuners
are paranmount.

I"d like to briefly share with you sone
of the itens our supplenent commttee has been
di scussi ng over the past year and | will note first
that these are topics of discussion within our
association, and again, I'Il note that we share the
Agency’s commitnment to, to safety, integrity, and
i nforned deci si on naking. We have initiated outreach
efforts to other stakeholders in the suppl enent
i ndustry to discuss these itens as the industry seeks
to chart a path of responsible growth while ensuring
t hat consunmers have access to appropriately | abel ed
qual ity products marketed in a responsible fashion.

In the spirit of the statenment issued by
Dr. Gottlieb back in February and, and, and reiterated
this nmorning by Dr. Sharpless, we believe an

appropri ate bal ance can be struck between fostering
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t he devel opnent of innovative products while
mai ntaining the, the commtnent to FDA's three
priorities.

So mandatory product listing, of course,
as you’ve heard, has been a hot topic of discussion in
the industry and FDA is noted that they are unable to
determ ne what products are sold in the US market
hampering their ability to act agai nst dangerous
and/or illegal products. Listing could provide
greater transparency into the marketplace and perhaps
FDA allow themto better enforce against violative
pr oducts.

FDA has estimted that there are over
9,000 dietary supplenent facilities worldw de and in
fiscal year '18, 2018 inspected |l ess than 10% of
those. Poor quality or adulterated products can |ead
to greater consuner safety risk, a black eye for the
whol e category, and a significant increase of FDA
i nspections through authorization of, FDA
aut hori zation of third party GW inspectors could
per haps increase the nunber of inspections and make

certain of the retailer requirenents that have
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proliferated becone unnecessary.

We know t hat FDA devotes approximtely 5
mllion dollars to regulate the 40 billion dollar
di etary suppl enment industry and we know t hat
i nsufficient FDA oversight due to a | ack of funds can
di m ni sh consuner confidence in the industry. So |
think there’'s wi despread support for increased funding
for the Agency throughout the associations.

I nnovation. W know that that is
hanpered by the current NDI process since conpanies
are reluctant to take on the expense of testing as
Andr ew described, that it’s required for an ND
application as the data subsequently becone public.
FDA has al so expressed concern as you just heard that
t he nunmber of NDI subm ssions is far bel ow what they
woul d expect.

So one proposed fix to both of these
issues is for FDA to inplenment the master file process
wher eby FDA woul d hold data submtted in support of an
NDI notification confidential and require subsequent
conpani es wi shing to market that ingredient to either

submt their own data in support of, of an NDI or to
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obtain pernission fromthe innovator conpany and
submt a one page NDI, or NDI notification informng
FDA that they have perm ssion fromthe innovator
conpany to rely on that information

This woul d foster innovation and occur
as a devel opnent of conduct of high quality safety
studi es and provide an innovation incentive as the
initial conpany woul d have early entry into the
market. It would also address FDA's stated desire for
all conpanies submtting an NDI to subm t
notification. And I'll speak nore on this in a bit.

The definition of a dietary ingredient,
or excuse ne, a dietary supplenent, includes a dietary
substance for use by man to supplenent the diet by
increasing the dietary intake. W know that Congress
removed the termnutritional substance fromthe
definition in order to not restrict ingredients to
t hose substances with nutritional value where they
were naturally occurring, and you heard Scott Bass
speak of this, this norning.

FDA's restrictive interpretation of what

constitute a dietary substance, to nean a substance
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that’s commonly used as food or drink, limts
I nnovation and requires clarification.

Structured function clainms right now we
know comprise the majority of, of the clains that are
found on suppl enment products. However, nmany dietary
suppl ement products are used to hel p manage conditions
and their synptons wi thout direct clains. Product
i nnovation and the public health would be better
served if clains for these specific benefits were
permtted, of course, with the appropriate |evel of
substanti ati on and the denonstrati on of safety.

And | astly, we encourage the FDA to
finalize the authorization of an old list, or the |ist
of old dietary ingredients and to consider noving the
date for inclusion on the list to perhaps a nore
recent time for those ingredients with a denonstrated
hi story of safety.

So at the risk of sounding repetitive,
and | prom se that Andrew and | did not copy term
papers, I'’mgoing to, I’mgoing to talk about the ND
master file process.

So we’re convened here today to discuss
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possi bl e ways to foster innovation while increasing
conpliance with the notification requirenent, and
again we know the cost associated with preparing and
subm tting an NDI notification including the cost of
safety studies can be hundreds of thousands of dollars
and conpanies are often reluctant to incur these as
subsequent entrance to the market can basically market
the ingredient without having to incur the costs.

So one possi bl e nmechanismto encourage
I nnovati ve safety studies and to enhance ND
notifications submtted was to -- this was descri bed
in the 2016 NDI gui dance on NDIs. Under this master
file concept the innovator conpany woul d conduct the
appropriate safety studies, submt the notification,
and the FDA woul d keep the data and i nformation
confidential in a quote, unquote, “master file.”

Foll owi ng the recei pt of a good day
| etter by the innovator conpany, subsequent conpanies
w shing to enter the market and to nmarket the new
i ngredient in a supplenent would have to do one of two
things. Either performtheir own safety studies on

the ingredient, defining the conditions of safe use,
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foll omed by the subsequent subm ssion of a
notification, or alternatively they could obtain a
ri ght of reference fromthe innovator conmpany. And in
the latter case that conmpany would submt a one page
notification to FDA signifying that they had been
granted access to the master file fromthe i nnovator.
This woul d reduce the burden on industry in terns of
subm tting duplicative NDI notifications, but it would
al so satisfy the FDA's call for increased nunmbers of,
of notifications.

The NDI master file process would al so
provide for a de facto marketing advantage for those
conpanies filing a, a, a, an innovator NDIN and woul d
ensure that any responsibility for conpanies marketing
an NDI to submt notification could potentially not be
t oo onerous.

To inmplement the NDI master file process
FDA woul d need to ensure that the safety information
contained in the master file is treated as
confidential and trade secret beyond the 90 day pre-
mar ket filing period so that it is only relied upon by

t hose who are authorized, and as you’ ve heard, needs
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to take enforcement action as authorized under the
Food, Drug, and Cosnetic Act against any entity

mar keting an NDI without a notification on file. Ful
I npl ementation of the NDI master file would result in
a de facto marketing advantage for the innovative
conpany filing the initial notification.

We believe the NDI master file would
allow for efficient filing of notifications and would
al so provide transparency into the NDI marketpl ace
allowing FDA to better identify industry outliers.
Simlar to master files for other FDA regul at ed
products, an NDI master file could contain information
such as the owner’s nane, as well as conposition and
manuf acturing information, and any unpublished safety
studies on the NDI. Again, FDA woul d be responsible
for protecting all of this confidential information.

Okay. There we go. Lastly, we believe
this type of process woul d encourage the devel opnent
and conduct of high quality safety studies supporting
the marketing of the innovative products, but
| nportantly there would be no I essening of the current

requi rement for denonstration of a reasonable
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expectation of safety. O course as with all the
topics we’ve discussed here today, the devil’s in the
details, and in this case perhaps the nost inportant
devil would be how to prevent conpanies from marketing
the nme-too ingredients without either relying on the

I nnovat or conpany master file or through the
performance of their own appropriate safety studies
and subsequent subni ssion of a notification. W

beli eve that FDA and industry must work together to
find solutions to this.

To conclude, by inplenenting the
previously described NDI master file concept, FDA
could allow for the devel opnent of responsible
i nnovation by the industry while ensuring that
notifications were submtted for all products
containing a new dietary ingredient. To do this FDA
woul d need to ensure that the contents of our master
file are treated as confidential trade secret
I nformation including unpublished safety studi es, and
woul d need to conmit to a robust enforcenent action
agai nst entities marketing dietary suppl enents

containing NDIs that have not been a subject of a
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notification. Thank you.

( APPLAUSE. )

MS. ESKIN: You're just going to have to
stare at the slide ‘cause | don’t have any. Good
afternoon. |, too, would like to begin by thanking
FDA for holding this neeting and for inviting Pew to
partici pate.

I’ m often asked what is The Pew
Charitable Trusts. It is a public charity. The
funding came fromthe children and grandchil dren of
t he founder of Sun G| or Sunoco. W focus on
evi dence- based solutions to today’ s greatest
chal | enges, and maybe not the greatest, but inportant
ones |ike how to figure out NDI conpliance and
i ncentives.

So our focus on food safety on -- | do
food safety too. Qur focus on supplenents is on
safety, which has to be an essential conponent of
innovation. It will be the focus of ny coments and
it has been raised by many ot her speakers today.

So consumers who use dietary suppl enents

shoul d have assurances that the products they buy are
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safe, high quality, and accurately labeled. | wll
focus on three points today. Again, there's been a

| ot of, of common points raised and so you' ve probably
heard sonme if not all of these before.

One is the general concept of marketing
advantage in this context. The inportance of
effective enforcenent and one thing that | think began
the discussion this norning thanks to Scott’s
presentation, mandatory product |isting.

So again, first, regardi ng market
advantages, if FDA comes up with a way to create a
mar ket i ng advantage whether it's a master file or sone
ot her concept to incentivize conpliance with the NDI
system we ask that along with it, the, the Agency
expl ore ways to incentivize research related to
I ngredi ent safety. It is absolutely critical that
t hat be encouraged.

At the very |east any marketing
advant age should in no way dilute the safety standard
in the NDI notification process. W’ve heard what
that standard is. The product should be, it should

reasonably expect it to be safe under the supplenent’s
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| abel ed conditions of use.

And | think Larisa nmentioned it this
norning in her presentation. Only the NDI safety
standard, which is provided in the NDI process, right,
provides FDA with pre-market authority to stop the
sal e of a supplenent that includes a potentially
unsafe new dietary ingredient. All the other safety
provi sions, and there are nunerous, are all post-
mar ket .

Second, regarding enforcenent and its
role in pronoting conpliance, | think everybody
believes that it needs to be strengthened and I’ m
going to nention two things that have been nentioned
before, but they bear repeating, please finalize the
August 2016 gui dance on NDIs. This wll give needed
clarity and it will make, it will hopefully enable
conpanies to neet the requirenments of the | aw easy,
nore easily.

Nunber two, you need to have nore
resources. Not endl ess resources, but nore resources
than the Agency has currently provided to ODSP. And

Pew has been working with other advocacy groups |ike
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CSPI. W' ve been working with CRN and other trade
associ ations and CHPA to work to get FDA's suppl enent
program nore noney. | think we’ve had some success in
the |l ast year and | think we have to continue to do

t hat because that is the only way you will see
anything that | ooks nore robust than what you' re able
to do in the current resource environnment.

Okay. So third, mandatory product
listing. A nunber of the panelists here this
afternoon have nmentioned it. To do its job, FDA needs
to have a conprehensive picture of what’s on the
market. As we’ve heard, we’'ve gone from 4,000 or so
products in 1994 to as many as 80, 000 products. The
tool that will enable FDA to effectively carry out its
exi sting authorities -- again, it’s not greater
authority, it's just a tool that let’s it exercise
what the law currently provides it -- is a listing
requi renment.

Every manufacturer would be required to
provi de the Agency with basic information such as the
product name, the ingredients, and the | abels for

every product that is sold. This tool is a win-win
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for al nost everyone. It will enable FDA to determ ne
conpliance probably pretty quickly with ND
notification process and other requirenents.
Consuners woul d be able to identify reputable

suppl enent products, and retailers would have an
assurance with being able to only sell products that
are produced by conpanies that are on FDA s radar
screen and that are conpliant with the law. Thank
you.

( APPLAUSE. )

MR. TAVE: Thank you to each of our
panelists for the (inaudible) and for taking part in
QA. (lnaudible.) So that is before we (inaudible)
and | will pay attention (inaudible) questions that
are (inaudible). So we can start with M. Bass. And
again, just a rem nder, please, give nane and | ocation
(i naudi bl e) .

MR. BASS. Scott Bass, Sidney Austin.
It’s a kind of question; though | would say it’s
rhetorical, but can | ask you all. W all agree that
Section 413 -- is there anybody in the room who

disagrees it’s a horribly witten section? Nobody.
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That was the subject of so nmuch (inaudible), but when
| hear people say that nobody else has to file, | just
want you to understand today the responses | hear.

This section cane about because a year
earlier there was a version that said everything was
grandf at hered before '93. Everything after it had to
have (i naudi bl e) approval. This was the conprom se,
but the word everything is the key and the one word
that tells you why everybody has to file an NDI is L-
t rypt ophan.

Are you going to relay upon a sleazy
second coner and say, oh, it’s identical? No. FDA
has to know t he manufacturing nethod because if it’s
different fromthe first product that got an NDI, we
coul d have another L-tryptophan episode. |If the FDA
does not know full conposition and manufacturing
met hod (inaudible) filing, they' re letting product on
the market with the manufacturer saying it’s
I dentical, but you have no proof of that.

And that’'s why the entire schenme -- and
to say -- and I, | know we have a | egal disagreenent

here, that a dietary supplenent is food under 413's
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exenption for comonly food that’s used by humans and
not chemcally altered, but that wites 413 out of
exi stence (i naudible).

So | just wanted to ask, Steve, if the
FDA believes other than what the (inaudible) that
calls itself GRAS that if there’s any reason not to
require everybody to file even if it’s a one |line NDI
saying I’'mfiling pursuant to the master file
(i naudi bl e) the first conpany.

MR. TAVE: Well, that’'s a broad
guestion. | don’'t knowif | can give an authoritative
answer to everything. | nean, I, | think -- you know,
| said before it’s not (inaudible) that everybody on
the market needs to file a notification. OQur viewis
that a notification should be filed for the products
(i naudi bl e) and that’s a sonmewhat circular answer.

| want to ask sonething about your
guestion. | want to open it up to the panelists, but
It, it sounds |like you re suggesting that a
manuf act uri ng process change requires a new
notification requirenent, and that was ny

under st andi ng of stakehol der positions after we
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rel eased the draft guidance in 2016. So |’m curious -

MR. BASS. Depends on the change. It
depends on the change. |It’s nostly a GW issue. |If
you have filed a full NDI notification GW is supposed
to cover mmjor changes especially (inaudible)
controll ed, controlled guidance which applies to
drugs, devices, and food.

MR. TAVE: But is it nostly (inaudible)
and can we use that (inaudible) cooperation charge for
(i naudi bl e) ?

MR. BASS: Not if it’s sonebody who
already filed a full NDI. But certainly for a
subsequent conpany who didn't file, absolutely.

MR. TAVE: (lnaudible.)

MR. FABRI CANT: | don’'t even think you
need that. |It’'s a subsequent, it’'s, it’s not --
there’s nothing in the statute that says if sonebody
files everyone just gets to ride on it. | nean |
don’t know where the heck that interpretation’s com ng
from It, it’'s specific to the ingredient.

You can tal k about safety, that’s fine,
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but there’'s an identity to any ingredient. |If one
person makes an ingredient, Cara nakes an ingredient,
(i naudi bl e) nmakes an -- she can say it’'s the sane

I ngredient, but | guarantee you (inaudible) different.
That’'s part of the 190.6. So that's the trigger. You
don’t need to know the trigger.

MR. BASS: That’'s a better answer than
m ne. Thank you.

MR. FABRI CANT: | know. You're an
attorney.

MR SIROS: So I, |I don't, you know,
one, another way to look at this is, okay, so you have
t he whol e GRAS process. You know, obviously we're al
concerned about L-tryptophan. Scott and | and a few
others were involved in trying the parse out the, you
know, the, the destruction of the, of everything after
t hat and, and how to figure out how do we assure that
things are safe, particularly when | don't think we
ever really pinned down exactly what, what caused the
L-tryptophan problemin, in the first place.

So there was a tinme where nobody wanted

to market L-tryptophan because it, you know, we didn’t
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know for a long tine, and eventually, you know, L-
trypt ophan canme back on the market and it’'s, it’s
t here (inaudible).

So we, we have, we have these issues, L-
tryptophan nmay be a, an outlier, but that doesn’t mean
we don’t worry about them and we worry about themin
the context of GRAS self-affirmation also. But, you
know, in -- we have ways, mnmuch better ways these days
of determ ni ng which, what the ingredient is and how
it’s made. I, you know, I, | still think the law s
pretty clear in ternms of what, who, who' s (inaudible).
Maybe Justice Scalia would agree. (Inaudible.)

MR. SCHONEKER: Dave Schoneker from
Col orcon. I’malso very involved with the
I nt ernati onal Pharmaceuti cal Excipients Council and |
guess I, 1'd like to sort of do an anal ogy here a
little bit and get your thoughts. Let’s not reinvent
t he wheel, okay? A |lot of what we’ve heard here about
the concepts of master file exclusivity, etc., | have
to say (inaudible).

We’ ve already got the sanme system on the

drug side that we could just incorporate here. It’s
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all about ingredients, right? So if you | ook at
excipients, we're very famliar, okay? W already
have a typed (inaudible) excipient or master file that
I's used for exactly what we’'re tal ki ng about here.
Anybody who devel ops a novel excipient, it’s never
been used in a drug before, it’s going to have to be
revi ewed by the Agency as part of drug a application,
or at sone point you do massive amounts of safety
studi es, etc.

You have a |l ot of, you know, innovation
and a lot, a lot of investnment by a particular
exci pi ent conpany. They put all that safety data in
(i naudi bl e) drug master file it is, it doesn't give
you any exclusivity, but your safety studies are
protected in a drug master file. Your specifications
are, are protected in a drug master file until such
time that you want to get a nonograph or make it
public, which is at your bidding whenever you want
t hat, okay?

And then if anybody el se wants to make
that material, they have to file (inaudible) drug

master file, do their own safety data and their own
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specifications, and, and get reviewed in, in, in, in a
drug application |ater on.

So it seens to nme that you' ve al ready
got a systemthat does al nost exactly what | heard Jay
outline and | know Andrew is pretty nuch in line with
that, which seens to give us everything we’'re | ooking
for to help give innovation.

| could tell you from an exci pi ent
conpany’s perspective if we didn’t have that type 4
drug master file system there would be no new
exci pients. Nobody is going to do mllions of dollars
(i naudi bl e) studies and expose thensel ves to sonebody
just taking notes and using them And, and, you know,
the master file system we have works very well in
ternms of protection of the data and, and allow ng a
conpany (i naudi ble) that information.

And we have sone ot her issues
(inaudible) in terns of having the ability to have an
| ndependent qualification of that data |like in the
new, in the I (ph) system W w sh we had that there
in the drug side. You got to put all of it in there.

Then you have to wait for sone drug conpany to
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actually decide they want to put in a drug
application, and at that point your file gets
revi ewed.

That part | don't like and isn't
wor ki ng, okay? But the concept of protecting the data
and, and, and providing that protection and i nnovation
incentive is already there.

So what would it take to put a system
like that in place here? It seens like to nme the
(inaudible) there. 1t’s a matter of is there sone
sort of legislation that’s needed to do this? Is it
just a matter of sonmebody comng up with a systemto
manage the DMF?

We could learn fromthe CDER guys. They
already have it. I1t’s all electronic (inaudible)
master file system You just copy and paste. So |I’'d
be interested, especially, Steve, your thoughts about
what would it take to institute a system basically
copying a type 4 (inaudible) master process and put in
pl ace for this and why not. Let’s learn from what
we’ ve al ready got (inaudible).

DR. TAVE: Thank you for your question.
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(I naudi ble) we’ Il nmake sure everybody has a chance.
So I, | don't know (inaudible) to the extent that |’ ve
wor ked (inaudible), but I, I (inaudible) had a
question earlier (inaudible). And that is a point
that | didn’t get a chance to |inger over, but we were
never a one size fits all (inaudible) explaining again
the differences froma previous (inaudible).

Andrew had sonme points during his
presentation especially on nmaster files to where
(i naudi ble). W probably couldn’'t have done a better
job of (inaudible) some of these things are things
t hat (inaudi ble) and so we encourage firns to submt
(i naudi ble) and it doesn’t have to be (inaudible)
product (i naudible).

We have no problens at all with firnms
(i naudi ble) their notification letting other people
use that so there are ways to use the (inaudible) that
are already in practice and we certainly (inaudible)
and ot her communication with our office if sonebody is
I nt erested.

One chal l enge (inaudible) is

confidentiality and | think, you know, where we accept
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Is the statutory system under 413 requires us to
di scl ose an application (inaudible) or 90 days after
we receive a conpleted application (inaudible).

And so when we want the master file to
be reviewed that there is an obligation on our part to
(i naudi bl ) as possible and | understand that. |
don’t know (i naudi ble) the Agency necessarily because
(i naudi bl e) and we wouldn’t be able (inaudible). So I
t hi nk, you know, in ternms of what’s not in place right
now, but that could be different (inaudible).

MR. SHAO. The, the only thing I would
say -- this is Andrew with CRN, and | would say follow
up comment is a big question is what does, what, what
woul d the FDA do if an ingredient manufacturer went to
market and failed to file a notification assumng it
was identical to a previously notified (inaudible)

i ngredi ent that the confidential information which was
mai ntained in the master file.

So in other words, would FDA go out and
enforce to maintain the integrity and the utility
master file in that situation, or would it say, well,

you know, the ingredients appear to be the same, so
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we'll just let it go? Mire of a question than a
comrent .

MR. TAVE: No, it’s a fair question and
| think, you know, it’s inpossible to answer
(i naudi ble) with certainty that philosophically that’s
a case where we would want to take enforcing action.
The (i naudi bl e) between phil osophy and reality is
where it gets difficult and becones | ess, you know,
(i naudi bl e), you know. And, and so we have the
| i kel i hood that we would be able to prevail the
wi |l lingness of (inaudible). So there's a |ot of
(i naudi ble), but it certainly is a fair question.

MR SIROS: So I'll, I"lIl reiterate a
coupl e of points (inaudible) and Andrew (i naudi bl e)
said this in his coments, the use of the E word.
We're definitely not tal king about that in this
context. It’s an, it’s an incentive for a conpany to
have to do this, to do these innovative (inaudible)
studies and to be the first to submt a notification,
but in no way would this be, you know, I want to use
the word (inaudible) and | can't, can’t say the study,

study nunber or it’s an innovation incentive for that
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conpany that files the initial notification, but |'II
| eave this to the lawers in the roomto argue about
how t o, you know, go about the provisions in 413 and
whet her, you know, what needs to be disclosed or not,
but there are many other master files.

You know, Dave, you alluded to the
(i naudi bl e) master file and I know there are several
ot her exanpl es of master file concepts that are, that
are viewed as (inaudible). This requires a little
nore di scussi on, but we’'ve heard from several fol ks
here today (inaudible) nmentioned it early in his, in
his tal k. Dan tal ked about it, Andrew, and nmyself so
| think the discussion should be continued.

MR. MLLER Mark MIller at |INW
Manufacturing and |’ ve, |’ve enjoyed the discussion
on, on primarily safety and, and the master file, but
|’ mdrawn to the title of the event today which is
i nnovation and who does innovation? Truly
entrepreneurs. And they do it for a marketing
advantage and | think that we haven’'t probably spent
enough tinme thinking about either protecting or

fostering sonme marketi ng advant age based on
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I nnovati on.

And so there's a sort of genera
guestion related to that and specifically just to sort
of narrow it down, | think that we have a great need
for clinical research to give us sone confort in both
safety, but also efficacy and consuner responses and
t hat shoul d be encouraged.

|ls there a way to sort of protect a
conpany that devotes it’'s, it's efforts into really
decent clinical research given the context that nmany
consuners still want peer reviews so it’s going to be
in the public place? So there’'s no sort of hiding it
in the file buried sonewhere and, and allow you to
have sonme degree of the E word.

So how do we, how do we engage with the
consuners in an innovative way that, that, and
encourage conpanies to do clinical research to, to
show benefits as well as safety?

MR. TAVE: Nobody’s junping to answer

that one. |s there a (inaudible) question.
MR. FABRI CANT: |’ m al ways happy to put
my foot in ny nmouth. | think as far as FDA goes, that
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the NDI process does -- and maybe not for, for, to
sone degree clinical research, but does -- | think the

DNI process does have an, an avenue to, to reward
peopl e who are doing research and | think nore and
nore you' re seeing cases get turned over to FDC when
fol ks are out there nmaking clains and have no
research.

So now that that’s said, necessarily a
way to incentivize, but I think you' re dealing with a
regul atory agency there. They' re fresh out of
carrots. They generally deal (inaudible). So |I don't
know t hat that would be sonething that (inaudible).

MR. TAVE. Please feel free to plant a
garden for us (inaudible). |, I think it was an
excel | ent question (inaudible), but your question is
(i naudi bl e) there are people out there who (inaudible)
research and, and devel op quality products and
(i naudi bl e) and that would make that worthwhile. So
(inaudible). It was a good question. Let’'s -- |
think take a few nore questions and then (inaudible).

MR. Gl ANCASPARO. My nane is Gabri el

G ancasparo and |I'm from US Phar macopei a (i naudi bl e)
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here that product specifications are a way to conpare
di fferent products in determ ning whether to stick
with it or not.

So it is inmportant then to have
transparency about the (inaudible) specifications
because ot herwi se what do people know about the sane
product or (inaudible) submt another NDI or who we
i ntended (inaudible) NDI? So it’s a possibility of
considering also that within the (inaudible)

I nformation (inaudible) the specifications that nake
up (inaudible).

And therefore that way al so the people
(i naudi bl e) can al so get protection (inaudible) and
sonebody else cones in, it doesn’t (inaudible) and it
doesn’t (inaudi ble) that product again (inaudible) our
product specifications (inaudible) safety needs to be
denonstrated (i naudible).

MR. SIEGNER: | think -- |I'"mnot sure |
conpletely understand that. | think -- so one of the
t hi ngs that when | was tal king about the word he won’t
use, exclusivity, the -- or, or any kind of market,

you know, advantage. | nmean there are -- | think what
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you've pointing at is that there are things that are
i mportant to ingredient safety such as an, and
particularly in the herbal extract area that
(i naudi bl e) sone of those (inaudible) where you can’t
make your ingredient unique.

It would al so be inportant to the safety
of the ingredient, but would al so cause FDA to want to
file your NDI notification. And, you know, so |I’'m
not, I'mnot trying to suggest that that’s not
i nportant or that that could not |lead to sone kind of
advant age for your ingredient under the way the lawis
witten now |I’'mnot sure that that fits specifically
what you’ re asking.

MR. G ANCASPARO.  Yeah. (I naudi bl e)
information, information goes into process, how and
(i naudi bl e) ingredient in the reviews and that doesn’t
need to be disclosed of course, but in ternms of the
determ ning the equival ency (inaudible) those things
shoul d not be (inaudible) in, in, in our reviews. It
shoul d be a (inaudible) specification so that, that
the (inaudible) also the, the -- have the ability to

know whet her or not (i naudible) because the, the drug
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I D (i naudi bl e) specifications of an inpurity requiring
(1 naudi bl e) anot her safety (inaudible).

MR. SHAO My nane i s Andrew Shao
(inaudible). So today let’s say conpanies that are
paying attention see a notification is filed because
it’s public record, see that FDA hasn’'t objected, and
then purport that their ingredient is the sanme and
they go to market. So they are paying attention.
They do know that a conpetitor has already filed a
notice of successful notification.

So in a situation where specifications
may make a difference between whether sonmething is the
sane or different, they can go and contact that
manuf act urer and say, can we, you know, we're, we're
trying to decide if we should file or not. You know,
that’ s an approach that could be made. And if they
had a master file system they d have to request
perm ssion. So they' d have to cone to sonme sort of
agr eenment .

So the, the process would require sone
amount of transparency for those conpanies that are

payi ng attention already and deciding not to file
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because the conpetitor already took care of it for
them So if we had the right systemin place, they
woul d have to go to that conpany and they’'d have to
exchange i nformati on before doing that.

M5. MACCLEERY: Laura MacCleery with
Center for Science in the Public Interest. So | think
we have a bit of a (inaudible) thing on GRAS. So |’ ve
heard several tines that because there hasn’t been any
t hi ngs that have been de- GRASed over tinme that there’'s
no problem and | would say, in fact, that is evidence
of a problem

You know, we all want to see absence of
evidence of (inaudible), right. W filed a citizen
petition which is what you have to do to De-GRAS a
substance. (I naudible) had 20 years before it
actually was taken out of the GRAS-listed substances
and FDA took interimsteps of putting it on the | abel
first. There's actually no system c (i naudible)
approach for reevaluating the safety of an approval of
a GRAS substance or a food additive once it’s put onto
the listing or whether once, once there's been a

notification filed on the GRAS case.
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And so that |ack of a system c | ook back
has been a problemthat we are trying to address as a
community, with (inaudible) organizations. W filed
petitions to w thdraw approvals on food additives in
recent years on perchlorated conpounds, which was
successful on perchlorate and potassi um bromate which
has been caught up in Agency delay. There' s sonme
interest in (inaudible). W won one on carcinogenic
flavors and we have a pending petition on sugar ‘cause
we think that condition of use for sugar-sweetened
beverages, of excessive amounts of sugar, is actually
al ready (i naudible).

But to get the Agency to do these
things, at |east the food additives side, you have a
petition process and you re supposed to have a process
by noving the decisions. On the GRAS side, you just
set up the files (inaudible) petition and FDA can take
as long as a week unl ess you sue them for del ay.

So I, I think there’s a whole host of
things that could be de-GRASed if there was an
adequat e system of | ook back, but there just isn't.

And | don’t want there to be a m sunderstandi ng that
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t hat absence of action by FDA, which we view to be
deeply problematic, is actually evidence that the
system wor ks fi ne.

MR. TAVE: Okay. |I'm |’ m |l ooking
(i naudi ble) to see if we have any questions from our
nonitor. We want to try to keep us a little bit on
schedule and I’ m not seeing any, but if we have any we
can get them and we review them over tine.

So we're already at the time where we
were going to begin session five. How about, how
about if we take a break and come back at 3:10; is
that (inaudible)?

( SESSI ON BREAK. )

MR. TAVE: |If we could start noving to
our seats so we can nove to the open public coment,
pl ease? That way we can make sure we get everybody
out of here on time and on schedule. The lights are
flickering. Wonderful. |If we could get our panelists
to the table and our speakers lined up and we'll do a
very short introduction. (Inaudible - background
noise). We will enforce that judicially. So if you

need to enforce that judiciously. So if you need
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three m nutes and three seconds, we're not going to
stop you, but if you will (inaudible - background
noi se).

So with that, let nme first introduce our
panelists very quickly so you all know their faces
that are up here. Everybody's tired of hearing from
me all day. (Inaudible) Dr. Welch this norning.
don’t know a few people who have responsibility in
(i naudible) Ofice of Dietary Supplenents (inaudible).
Dr. Sybil Stretch (ph) is the special assistant here
at USD and (inaudi ble) policy adviser.

So we will (inaudible) your questions,
taki ng comments, and | believe our first speaker is
Frederick Bl ake. And again, just as (inaudible) if
you could please identify your name and affiliations
for those who are follow ng al ong via webcast. Thank
you. And for those who are next, feel free to come on
down to the m crophones just so we can (inaudible).

MR. BLAKE: Ckay. The word innovation
was used (inaudi ble - background noi se and crosstalk).
And | think the innovation is going to be enforced on.

It's not, it's not sonmething, -- it's sonething that
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I ndustry is responding to the governnent to be
(i naudi bl e). Patient groups and (inaudible -
coughing), dietary supplenents along (inaudible) drug
(inaudible) and it's just, they're not (inaudible).
So what do you do here is, okay. | think this is a
great (inaudi ble - coughing).

Physi ci ans' groups need to be here,
Pati ent advocacy needs to be here. This needs to be
way nore open in ternms of what, what's actually done
here 'cause this is not a -- it was an in-house thing.
It thought it was interesting and people were very
friendly. (Inaudible.) 1, I just think that
(inaudi ble) a zillion patient advocacy groups and
representing federally qualified health centers and,
and (inaudible) hospitals, it's, you' ve got to open up
the conversation to make this worthwhile for patients
know where it's at.

Havi ng said that, this is particularly
| nportant for those who are threatened with life-
t hreateni ng di seases |ike H'V and AIDS and t he
gastrointestinal conditions that present thenselves in

t hese communities. And we are not going to have these
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communities included in substantive dial ogue with the
FDA and the industry.

More than 30% of all HIV nmedications
show gastrointestinal synptons with a high preval ence.
And in fact, those gastrointestinal synptons greatly
I npacts the quality of life in the HV patients in
this era of highly active antiretroviral therapies.
And, and we know very little about the interaction of,
of, of dietary supplenments in these kinds of
(i naudi ble). People who are so, so di m ni shed.

These and ot her patients conmmunities
must have gui dance of physicians. |It's, HV
physi ci ans aren't here either for physicians and
patients at the point of care because they need that
gui dance. There are a (inaudible) nutritional
suppl enents and nedi cal foods on the nmarket that
support the restoration of the intestinal barriers of
people living with AIDS and HI V.

This can, this can hel p prevent
nutritional absorption and (inaudi ble) M chael Biota
(i naudi bl e) synptomatology in the H'V community such

as insulin tolerance, intestinal infections,
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(i naudi bl e) constipation and diarrhea. These are
ongoi ng problens with ong term AIDS survivors and you
have no idea the suffering that goes on in this
conmmunity. Maybe you do. | hope you do.

The majority of these conditions are
experi enced a hi gher prevalence in the HV positive
community. We would like to work with the FDA to
ensure that people living with AIDS and HI V and ot her
di seases are (inaudible) safe and effective
nutritional (inaudible) food choices to better their
condi tion, and that the FDA devel op (i naudi bl e)
gui dance and ot her neans of comrunications to
physi ci ans, the H 'V community, and the general public
concerning nutritional supplenents and nedical foods
that can be used in the H'V community to restore, help
restore their health.

W viewthis as a, a priority for the
president's efforts at (inaudible) H 'V and AIDS as he
stated in the Union Address. Thank you.

MR. TAVE: Thank you, M. Blake. Just a
qui ck response. W really appreciate you being here.

You nade sone good points. And (inaudible) it's not
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the end (inaudible). So we would |love to hear from
pati ents (inaudi ble) nmessage at our office is open and
(1 naudi bl e) .

MR. BLAKE: Well, if you know the HV
community, reaching out is not going to be an issue.

MR. TAVE: Qur next speaker is Berit

Dockt er.

M5. DOCKTER: Hi, everybody. Ms. Berit
Dockter. | represent the International Food Additives
Council. I1FAC is (inaudible) association representing

manuf acturers and users of food ingredients including
life mcrobiotics ingredients, cultures, and
probiotics, and dietary supplenments. Thank you for

t he opportunity to provide comments today and
recommendations to work with I PA to share (inaudible -
coughi ng) on behal f of our organi zations.

Today | want to highlight a few of our
points froma letter | faxed, submtted to FDA | ast
month regarding the dietary supplenment work. |'ve had
supports (inaudible) the FDA s involving new ways of
altering, alerting consuners to concerns regarding

di etary supplenents that contain potentially unsafe
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ingredients. | FAC suggests that FDA be the only,
about these specific producers and/or exact
i ngredients involved when an issue arises unless they
can prove the issue is nore broadly applicable.

In regards to the new dietary ingredient
notifications pronotions statenent, |FAC has concerns
regarding the use of the termexclusivity for dietary
suppl enents. We believe this (inaudible) applicable
to drug manufacturers where (inaudible) is required
for the introduction of new products into the
mar ket pl ace which is not (inaudible) for dietary
suppl enent s.

Regardi ng the safety of ingredients on a
permtted list, IFAC would like to restate our
recommendati on provided |aunch letter to FDA to use
the existing FDA food master file systemto develop a
simlar process for live mcrobial dietary ingredients
and probiotics.

We strongly support FDA perm ssion for
di etary suppl enent manufacturers to |abel the quantity
of probiotics in their products in calling for unit,

CFUs, a nore scientifically appropriate neasurenent of
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viability regarding to our letter on CMJ | abeling
subm tted to the docket.

We would also |ike FDA to be aware of
California Assenbly Bill 1178 which was referred to by
the Senate Health Commttee this nonth and woul d
require GVW |l abeling at the state level. |FAC
encourages FDA to consider a national regul atory
change on this topic since the issue is being raised
by states.

In regards to the nodification of DSHEA
| FAC i s concerned that changing the |aw would require
an act of congress, which may be difficult or
unlikely. So we seek clarification fromthe FDA if
there are non-1legislative changes that could be made
t o DSHEA.

We al so would like to rem nd FDA of our
letter submtted to the docket on February 27th, this
year, regardi ng annul nent of a pre-DSHEA exact
i ngredi ent dat abase.

In summary, | FAC strongly supports the
work of a dietary supplement working group and we're

glad that it will continue under Acting Conm ssioner
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Sharpless. So |I'm happy to answer any questi ons.

MR. TAVE: Thank you very nuch. And
we'll have tinme for people to ask questions after
we're done. We appreciate the offer. Harry Rice is
next on the |ist.

MR RICEE M nane is Harry Rice. |'m
from d obal Organization for EPA and DHA (GOED), which
represents the worldwi de industry for the Orega 3
fatty acids, EPA and DHA. GOED is interested in
ensuring that consunmers continue to have access to
safe, high quality EPA and DHA rich ingredients. That
sai d, GOED t hanks the Agency for the opportunity to
provi de public comments concerning responsible
i nnovation in dietary suppl enents.

VWil e the market for EPA and DHA rich
di etary suppl enents does expl ode on the passage of
DSHEA in 1994, the first fish oil, cod liver oil, in
W sconsin (inaudible) was |aunched in 1790 of the
United States and continues to be marketed; thus
representi ng what GOED believes to be the ol dest
continuously marketed dietary supplenent in the US.

In addition to cod liver oil, prior to

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 254

Oct ober 15, 1994 nmultiple fornms of fish oil was

| aunched, including fish body oil concentrates, both
et hyl esters and (inaudible) triglycerides in sal non
oil. In comon to all passage of the (inaudible) is
It that the primary conposition of EPA, DHA to make
sure it nonitor fatty acids.

GCED bel i eves the mpj or sources of EPA
and DHA i ngredients including concentrates are being
| awfully sold since they were marketed as dietary
I ngredients prior to October 15, 1994. To support
this position, GOED has a consi derabl e anmount of
docunment ati on i ncluding, but not limted to, patents,
(i naudi bl e) press articles, advertisenents, |abels,
peer-reviewed scientific articles, and infornmation
fromthe NIH and bionedical fish oil test materials
program fromthe '80s and ' 90s.

For years EPA and DHA rich ingredients
have been sourced from nultiple organi sns and speci es.
Since the FDA issued its final rule on June 5, 1997
affirmng the hidden oil generally recognized the sane
with limtations on maxi num use | evels (inaudible -

coughing) categories in order to ensure the daily
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I ntakes of EPA and DHA did not exceed 3 gm per day.
EPA and DHA are consi dered val uabl e conponents from
whi ch these oils are standardized.

The products are principally conprised
of EPA, DHA in a m xture of fatty acids. Subsequent
to the final rule, nore than ten conpani es (i naudi bl e)
marketing fish oils for addition to food have received
|l etters of no objection fromthe FDA despite m nor
differences anong the oils of fatty acid conposition,
FDA (i1 naudi ble) no potential safety issues (inaudible)
i ntake EPA and DHA woul d not exceed 3 gm per day.
From a whol e food perceptive, consider the single
serving of salnon, today's (i naudible) EPA, DHA
(i naudi ble) fatty acids, (inaudible) fish oil
suppl enments on the market today.

Over the years innovation has resulted
i n manufacturing changes to nake the sane or simlar
products on the market, but such changes should not be
altered in NDI. These manufacturing changes shoul d be
addressed on a final rule for current manufacturing
practice, the manufacture packagi ng, |abelling, or

hol di ng operations for dietary suppl enents.
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GCED bel i eves the focus should be on
whet her or not the change to the manufacturing process
alters the safety profile or identity of the
i ngredi ent do not be specific to manufacturing changes
(inaudible). After all, the principal ingredient
(i naudi ble) onega 3 fish oil with prom nent fatty
acids being EPA and DHA, along with a m xture of m nor
fatty acids. That's all | have. Thank you.

MR. TAVE: Thank you. Qur next speaker
is Mark LeDoux.

MR. LEDOUX: You want ne to go up there?

MR. TAVE: Yeah, if you wouldn't m nd
' cause because (i naudible).

MR. LEDOUX: Good afternoon, everyone.
My name is Mark LeDoux. |'mthe chairman of the board
of Natural Alternatives International, as well as the
Nat ural Products Associ ation.

First of all, I want to thank the Ofice
of Dietary Supplenents for hosting this neeting,
including ny old friends Cara and Steve, and M.

Durkin, who is not here today. Nice to see you as

well, Sybil and Laura, and it's great working with you
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guys.

I'"'m [|'m standi ng here because | want to
encourage conpanies to do the right thing. Qur firm
spent mllion of dollars and went through the front
door of the FDA and we brought in our dossiers and we
had our neetings, and we had our pre-neetings and we
had our subsequent neetings. This is not a difficult
process to do the right thing.

Filing an NDI notification should not be
considered too difficult; however, spending those
ki nds of resources as either a private or public
conpany begs the question we're a good citizen, now
what .

So by hel ping the governnent do its job,
which is to pronmote the safety of consunmer products in
our space, we're |looking at ways to work together with
the Agency to arrest those products that are in
comerce that | believe are deficient in not only
scope, content, but are, in fact, per se, adulterated
because they have not gone through the font door of
the FDA. They have not spent their noney. They have

not identified the toxicological inplications or the
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phar macol ogi cal significances of their particular
pr oducts.

They are unwilling or unable to address
i ssues such as diet problenms such gave rise to altered
DeFang in that fiasco in 1989. So what |'m suggesting
is that there have been sone great ideas shared here
today. One is the master file concept. The other
whi ch needs to be addressed quite frankly is nore
alerts and (inaudible).

My conpany was started in 1980 by ne.
amtelling you right now there are many conpani es |ike
mne that are willing to pay the FDA user fees to
enforce the | aw, which nmeans identifying products that
are in the marketplace that are clearly adulterated
per se under statute and either nmake it very difficult
for themto enter the United States by eliciting the
service of the custonms officers and officials at the
ports of entry, or by subsequent post-market
surveill ance when we provide to you lists of conpanies
that are abusing the privilege of our efforts.

Recently your office has sent out, |

believe, eight warning letters to different conpanies
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i nvol ving DVHA, which | believe is appropriately
identified by you as an illegal substance w thout
adequat e NDI work

It's interesting to note that nost, the
maj ority of those products were also conmbined with
bet a- al ani ne not Pearson bet a-al ani ne, whi ch has NDI
No. 1103, but just beta-alanine. So we've asked
counsel to send theminformation to say, oh, by the
way, not only is DVHA not appropriate, we feel that
you' re abusing the privilege even further by placing
generic beta-alanine in inferior products under the
gui se that somehow the work that NAlI has done with 55
clinical studies, not to mention appropriate
phar macol ogi ¢ data and toxicol ogy profiles, you are
free-riding on our efforts.

That's got to stop. So responsible
industry is willing to work with you at the Agency
|l evel the fix this mess, but you have got to think
about private industry getting a return on investnent
for doing the right thing. W' re here partnering with
you. We're here to support you.

One of the reasons you have an O fice of
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Di etary Supplenents is because of the efforts of
mysel f, Steve M ster, and many of the colleagues in
this room Dan Fabricant, and listed in the halls of
congress to get you out of the watercooler and into a
bona fide office.

So we believe in what you' re doing. W
are just encouraging you take sone risks, go further.
Start making it difficult for m screants to prosper
based upon work of solid citizens in our industry.
And | thank you for this opportunity.

( APPLAUSE. )

MR. TAVE: Thank you, Mark. Next is
Geor ge Paraskevakos.

MR. PARASKEVAKOS: Good afternoon,
again. |'m George Paraskevakos, the director of the
from I nternational Probiotics Association. On behalf
of our 110 nmenber conpanies (inaudible - off mc)

t hank FDA for holding this inmportant neeting and for
allowng the IP the opportunity to present.

As di scussed earlier today, probiotics
have been part of people's diets around the world for

centuries. Their common ingredients in dietary
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supplenents in the United States prior to the passage
of DSHEA, they're one of the nost (inaudible)
categories of dietary ingredients fromsafety to
heal t h (i naudi ble - coughing) consuner's desires to
suppl enent their diets with probiotics is undeni able.

As a general matter, |PA believes that
whi | e perhaps not perfect, DSHEA and FDA' s regul ati ons
i npl enent DSHEA have been and continue to be workabl e
and effective, legal and regulatory framework to
ensure that consuners have access to probiotics that
are safe and effective dietary ingredients. But it's
not perfect.

One probiotics (inaudible) regulatory
requi rement with the anount (inaudible) ingredients in
a dietary suppl enent be declared (inaudible). As
di scussed (i naudi ble) petition (inaudible) vitam ns,
m neral s and other categories of dietary ingredients,
a way to provide a supplenment and not provide
consuners with useful information. In general
(i naudi bl e - coughing) a particul ar exceptions |ike
cold culturing for probiotics.

Labeling the quantity of probiotics is
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that there's sonmething (inaudible) in terns of

(i naudi bl e) provides consunmers with rel evant

i nformation (inaudible). Wile we appreciate the
FDA's willingness to allow (inaudible) in addition to
mlligrams, such dual |abeling can be effectively
chal | engi ng.

Of course the issue of what ingredients
you require for the subm ssion of (inaudible)
notification is also very conplicated and we
appreciate the FDA's continued efforts to clarify that
(i naudi ble). Along those lines, a qualitative |ist of
the ingredients including probiotics would be
extrenely useful.

Simlarly, as discussed earlier, the
master file systemis extrenely useful as well to
make, to make the process nore efficient and
effective. We appreciate the steps that FDA has taken
(i naudi bl e) exploring what a master file (inaudible)
and we | ook forward to working with the FDA to nake
(i naudi bl e) .

I n conclusion, |PA supports the work of

the dietary suppl enment working group and hopefully
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will continue (inaudible). W |look forward to
(i naudi bl e) coll aborating (inaudible). Thank you.

( APPLAUSE. )

MS. MacCLEERY: Laura MacCl eery, Center
of Science in the Public Interest. | think the really
good news today is that | feel there's been a real
shift since the last public neeting in terns of
specific proposals to be put on the table to address
sone of the mmpjor issues facing the dietary suppl enent
I ndustry.

CSPI has a | ong concern about issues in
this industry. W care nost, first and forenost about
safety and ensuring that consunmers are not facing
particularly acute or even chronic risks with regul ar
consunption of dietary supplenents (inaudible) the
gui dance again (inaudible) drugs out to consumers.

And we al so care about efficacy. W
haven't tal ked nuch about clainms today, but we do see
that there are (inaudible) disease and treatnment
claims being nade in the dietary suppl ement
mar ket pl ace. These tend to exploit vulnerabilities of

consuners. So the additional ones |ike opioid
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cessation addiction, or tobacco cessation addiction.

And the real tragedy there is that
consunmers cone to these products with their best
intentions and these are ineffective. And so they may
bl ame t hensel ves for the failure for themto, to get
rid of their addiction even though it's the product
that's actually failed them

We see the sanme problenms with weight
| oss suppl enents, for exanple, as a whole category and
t here are being additional problens, but these often
contain drugs. And so we think in addition the
proposal s that have cone to the table, FDA should have
mandat ory vehicles for the (inaudible) containing
unapproved drugs. Right now those are classified as
drugs and so therefore (inaudible) ironically.

So I, I also think that we've identified
a nunmber of really inportant |ow hanging fruit on the
ground type proposals that we can all get behind,
i ncl udi ng product listing and registration with sone
teeth behind it. So failure to list a product, it
actually renders the product illegal. And that wll

create obviously visibility for the Agency.
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| think we would be in favor of cl osing
t he GRAS | oophol e not only because we are, you know,
skeptical about the value of GRAS as a nechani sm
assuring consuners of safety and the (inaudible) for
consuner trust. But also because that woul d assure
that the nmechani smthat was designed in DSHEA to
provide visibility on dietary suppl enents, which is
the NDI nmechanism would actually do its job.

Then we would | ove to see specific
oversight in a, in a nore constituted way of high risk
cat egori es of supplenents so we know that there are
protein with drugs where they are targeting
particul arly vul nerable groups of consuners |ike
i nfants or people with addictions where we know t hat
there is a history of contam nation or susceptibility
to adulteration.

So those, those product classes
(i naudi bl e) high risk could be subjected to sone third
party system of audits and | think that would be
preferable to trying to propose to roll back the cl ock
I n DSHEA and say everything needs pre-nmarket testing.

We know where the problens are and we coul d j ust
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target with FDA's discretion our own high risk
categories (inaudible) nation.

We also think there could be sone
| nprovenents on product |abeling including changes to
the clarity and comments of disclainers, warning
| abel s pertaining to drug interactions, and then a 1-
800 nunber for consuners to directly report adverse
events to the FDA, which would be a | ot nore
transparency than we currently have around adverse
events and suppl enents.

And then mandatory reporting of all
adverse events |ike we have on the nmedical device side
so that FDA can really see what's going on in the
mar ket pl ace and its not the manufacturers that are
deci ding what's serious or not serious in ternms of
reportabl e events.

Then we al so agree with (inaudi ble) FDA
needs nore resources. W' d certainly be in favor of
user fees or sonme other nmechanismto naturally
guadrupl e or quintuple the budget of ODSP regardl ess
of what the budget was for Health Canada, and that's

just a premarket side, but it's already three tines
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the ODSP's budget. We've been working with
(i naudi ble) to double the budget to ten mllion for
this year for ODSP (inaudible).

And then lastly I think we're not
opposed to a master file particularly if it was part
of the package that included all these additional
(i naudi bl e) preventions for consuners. | think that's
an idea that incentivizes nore research on safety is
worth exploring. So that's what | have. Thank you.

( APPLAUSE. )

MR. TAVE: Thank you, Laura. There's no
obj ecti on between that, but you went a little bit
overtine, but | didn't want to interrupt you while you
were tal king about the (inaudible - l[aughter). Next
we have Daniel Gastelu, but I think M. Gastelu may
have left. |If he's not here, then we'll nove on to
Bonni e Patten.

M5. PATTEN: Good afternoon. M nane is
Bonnie Patten and |"'mwth Truth in Advertising.

Thank you for the opportunity to provide conment today
on behalf of TINA.org. W are a nonprofit consumner

advocacy group that works to out stuff and prevent
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deceptive marketing. While we focus on advertising of
all kinds and in all sectors of the econony, we pay
particular attention to the marketing of suppl ements.

From autismto Al zheiner's, Ebola to
epi |l epsy, there is a supplenent that is being marketed
to cure, treat, mtigate or prevent al nost any disease
we can think of. On our website, TINA org, we
currently have nore than 3,000 exanpl es of conpanies
and mar keters pronoting supplenents with inappropriate
di sease treatnment clains. Wth the marketi ng hype
surroundi ng CBD, a growi ng scepticismand distrust of
t he medi cal establishnment and the rise of the wellness
I ndustry to (inaudible) right (inaudible), there can
be no doubt that deceptive and m sl eadi ng marketi ng of
supplenments is a problemthat's only going to get
Wor se.

G ven this growing problem TINA org
appreci ates the FDA's focus on the issues before us
today. The unfortunate reality, however, is that the
FDA wi Il never be able to eradicate all of the
deceptive product including use of (inaudible)

suppl ements. As such, we would urge the Agency to
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t ake (inaudible) where consumer harmis greatest.

By way of exanple while (inaudible) the
FDA's work with regard to brain health suppl enents,
nore needs to be done. One in three people over 70
suffer fromsonme formof nenory |oss and a new pol
I ndi cates that nearly 75% of adults report engaging in
sonme kind of activity to help with denentia, including
t aki ng suppl enent s.

Of the countless nenory suppl enents on
the market, one stands alone on the industry's self-
procl ai med | eader, Prevagen. It first becane
avail able to consuners in 2007 and has since sold
these pills to hundreds of thousands of aging
Americans. This product is available in nore than
40, 000 stores across the nation with nore than 2
mllions bottles sold to date.

In TV commercials and on its | abel,
Prevagen prom ses to inprove nenory despite the fact
the experts in the field have concluded that it is
bi ol ogi cally inconceivable that a protein taken by
mout h woul d have any effect on nenory. As |'m sure

this panel knows, Prevagen is no stranger to the FDA.
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In 2007 after an NDIN was subm tted, the
FDA said it had significant concerns regarding the
safety of the ingredient and it reiterated those
concerns in July of 2012.

In October 2012, this Agency sent a
warning letter to the makers of Prevagen indicating
that not only was the product marketed as an
unapproved new drug, but the sole ingredient in the
product, synthetically produced apoaequorin, did not
neet the definition of a dietary ingredient such that
Prevagen could not be marketed as a dietary
suppl enent. And yet seven years |ater the conpany
continues to market Prevagen as a suppl enment that
i Nproves nenory.

It is critical that nore be done to rein
i n suppl enment conpani es that use inappropriate disease
treatnment clainms to take advantage of susceptible
popul ations like the elderly. Tina.org thanks the FDA
for its efforts to date and | ooks forward to working
with the Agency to hel p ensure devel opnent can be done
(i naudi bl e). Thank you.

( APPLAUSE. )
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MR. TAVE: Thank you very nuch, Bonni e.
Qur next speaker is Dan Fabricant.

MR. FABRI CANT: Thank you for having ne.
Nat i onal Products Association. Thank you for the
time, time to make a few comments. We recogni ze
(i naudi bl e) inportant and it's a set for FDA box to
check in getting out the final guidance or the draft
gui dance, whi chever the Agency woul d have to pursue.

But with that said, I'mrem nded of an
i nportant part of regulation 21 CFR 10.115, good
gui dance practices where it says that FDA wi ||
(i naudi bl e) woul d have to follow up gui dance standards
and sinply (inaudible). Wile guidance is incredibly
i nportant, the statutes makes it nore inportant
(i naudi bl e) here today.

There is (inaudible) makes (i naudi bl e)
relatively sinply, especially as resources or
(i naudi bl e) resource by itself. W |ook forward to
havi ng those di scussions first and forenpst
(i naudi bl ) di scussions on guidance and things |ike
that that are not (inaudible) where the statute is.

Thank you.
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( APPLAUSE. )
MR. TAVE: Charles Jolly is our next
speaker.
MR. JOLLY: Thank you, Dan. Charles
Jolly. Thank you. | want to thank you for the

opportunity to participate in this inportant

di scussion. |I'mgoing to try not to go over tinme, but
| will talk about resources (inaudible) in devel oping
countries. |I'mCharles Jolly. I'man attorney with

the Baltinore office of Baker Donel son Bear man
Cal dwel | & Berkowt z.

| spent ny entire career of nore than 50
years working in food and drug law matters. |t has
been ny privilege over that period of tinme to advise
and represent sone of the nost iconic and well known
di etary supplenents ever offered in this country. So
"' m not sure whether |I'm here as a public comrentat or
or historian, but I do wish to warn you that |'m not
speaki ng today on behalf of ny clients or even for ny
firm Rather 1"mgoing to offer a persona
perspective and offer some suggestions for making

contributions to a business that nakes an inportant
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contribution to public health and wel | bei ng.

The, there's been a commpn thene today
and | think the conmmon thene is enforcenent resources.
And Mark LeDoux commented -- | don’t know Mark. |'ve
just heard himfor the first time, really struck a
cord with me, but I, in thinking about this over the
nore than 50 years that |'ve been practicing, | have
gi ven sone thought to why the FDA is so under
resourced in the area of dietary suppl enents and what
possi bly could be done about it.

There is a policy which is part of the
1938 act, which is the core of, of, you know, the
statute that we all follow that prohibits private
rights of enforcenent of the food and drug in
(i naudi ble). And in 1938 when that statute was
adopted, there were good and sufficient reasons for
that. Renenmber in 1938 -- and no, | wasn't practicing
in 1938 -- that cane a little later -- the, there was
concern that if there was a private right to enforce
federal food and drug (inaudible), you would wi nd up
wi th a hodgepodge of inconsistent decisions around the

country. There would be burdens on discovery that
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woul d prevent FDA fromdoing its job and, you know,
and on bal ance, that policy has served the country
wel | .

As you know, Peter Hutt and the
conmm ssioner put in the OTC review in 1971. Now
al nost 50 years later we're still not quite done with
all that process, but a huge part of what, what is the
adm ni strative burden of the Agency in 1938 is now in
a different posture. The no private right to enforce
nodel works best if FDA has premarket approval. And
in a context where we're tal king about dietary
suppl enments, and | was parenthetically the sanme
concept applies to nonograph drugs, the Agency is
really dependent on the regul ated i ndustry self-
execution agai nst known and public standards.

This is not a serious process. Law
firms |i ke Baker Donel son are asked every day to
assess a particular set of facts and circunstances
regardi ng ingredients, clains, training, procedures,
processors for products that are not subject to
premar ket approval. And we do, | think on bal ance, a

pretty good job of advising our clients as to what the
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factors are for conpliance.

The fabric of self-regulation for these
products which so nuch depend on the determ nation of
t he regul ated i ndustry depends on FDA's actually being
predi ctabl e, consistent, and uniformy applied. In
fact, we | ook at the Code of Federal Regul ation, we
| ook at adm nistrative practices, |ook at the statute,
and yet scarcely a nonth goes by when | have had a
di etary suppl enent marketi ng manager cone to nme sayi ng
so and so is doing this and you told me I couldn't.

And the problemis there really isn't
any recourse. Now, yes, | can send a letter to FDA
or, yes, | can pick up the phone and call, but it is
on bal ance a non-satisfactory system And in many
cases | have to say because dietary supplenents are
| argely safe products, there's not a huge overhang of
public health concern which mandates, you know, an
| mredi ate al arm

And so the frustration of the regul ated
i ndustry, and | woul d distinguish nyself from Scott
Bass a little bit, to there is no one profile for the

regul ated industry. There are careful, precise
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factors, and there are wild, wld west (inaudible).
And if the industry doesn’t have one profile; however,
the responsi bl e nenbers of the dietary suppl ement
I ndustry really want double |ines where it's no
pasture. They want solid fences. They want solid
rul es and under st andi ngs.

So | cone to the question of what could
be done to | ook to, to find nore conpliance in the
i ndustry. And my, ny answer is one that is sonewhat
famliar to HHS and that is the Qui Tam | awsuit.
Under the Qui Tam theory, the conpl ainants were able
to put the HHS on notice that there is a violation and
all ow the Agency to taken over the case if it has the
sort of nerit that the Agency thinks deserves it, or
they can leave it to private litigants to, to go
ahead.

| am not suggesti ng an abandonnment of
the no private rights of enforcenent by FDA either for
NDI s or for new drugs or in general. Rather | am
suggesting that there be an appropriately structured
private enforcenment permtted for qualified

st akehol ders in the dietary supplenment conmmunity, and
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| think it would do wonders to enhance good product
I aw.

MR. TAVE: M. Jolly, I'"'msorry to cut
you off, but you're well over tinme. | do hope you'l
submt written comrents of your full thoughts.

MR. JOLLY: | shall

MR. TAVE: Thank you very nmuch. Mark
MIller will be next.

MR. MLLER: On behalf of three m nutes.
| just want to follow up on a question | really posed
earlier about stinulating research because for such
data, it will give you information, it will give you
fam liarity, it'll give you context, and they're al
good things. And what can we do to stinulate research
in this industry that will help everybody share
i nformati on and i nprove consunmer responses? And |
think we kind of struggled with that a little bit
earlier when | kind of posed it, but |I think there is
an answer here today. But it may not be terribly
hel pful, but I'm going to pose it anyway.

| really was enthusiastic and, and, and

tickled to see that you invited our colleagues from
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the north, Canada, who revi ewed what was happeni ng
with our industry for ten years and desi gned their own
system and included in that systemis a reward for
research that you can get albeit being sonewhat tepid,
but you can get sone clains associated with a study or
research effort that you' ve done.

So the question is even though it's very
difficult under the current regulations, there is an
attractiveness to encourage nore research and
collection of information by giving a reward at the
end and that is about validated structure of function
(i naudi bl e).

MR. TAVE: Thank you very nuch. Mark
Bl ument hal, you're next.

MR. BLUMENTHAL: Howdy. Good afternoon
everybody. |'m Mark Bl unent hal, founder and executive
director of the American Botanical Council. | want to
t hank the Agency, ny good friends here, of course, for
putting on this event and for allowing ne to take a
few nonents to offer comrents.

The Anmerican Botanical Council is an

i ndependent, broad research organi zati on 30 years ol d.

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 279

We're a science organi zation with nenmbers in 80
countries, which 3,000 or so nenbers, Canada. So we
have a gl obal perspective on what's going on in
research and education, quality control of dietary
suppl enent industry, the herbal nedicine industry,
etc., and the comunities that use these products.

About nine years ago we started a new
project called the botanical adulteration prevention
program out of our concern about what appears to be
rising incidents of the attachnment of adulteration of
various botanical products, herbs, botanical
materials, extracts, essential oils, etc. 1'mnot
just tal king about technical adulteration we referred
to earlier back to itenms not having -- actual
adul teration where the identity of these materials
have been altered for fraudul ent purposes by the
seller or the reseller in a nondisclosed manner
according to USP definition of adulteration.

Qur program has over 200 supporters over
the |l ast nine years and support our work in this area,
and we' ve published over 50 peer-reviewed publications

identifying adulteration problens and dealing with

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 280

anal ytical nethods to determne the fitness for

pur pose and the robustness of various anal yti cal

met hods dealing with technical adulteration, and to
hel p guide industry and regul atory, |aboratory as to
whi ch anal ytical nethods are appropriate.

We're finding out that nore people seem
to be concerned about this and we're grateful for that
concern. W're grateful for all the partners and
ot her st akehol ders who hel p pronote the information
that we are putting out so that we can try to reduce
or hopefully elenment, maybe idealistic, the idea of
these type of adulterations going on in the world. W
know t hat the, the GWPs prohibit the use of
i ngredi ents without specification, but for regulations
they're silent on guidance for disposition of
materi al s.

So consequently we come up with a best
practice SOP for the disposal and destruction of what
we call irreparably defective materials and ny friends
and col |l eagues in the room have already heard to
di scuss this (inaudible) as we put this out for public

comment previously. We're concerned that when
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conpani es reject irreparably defect materials, it goes
back into supply and it gets rerouted sonehow back
into the supply chain. And that we believe is
unaccept abl e.

And we believe we have a self-regulatory
mechani sm t hat can reduce any burdens that m ght be on
the Agency and its resources that need to go into
enf orcenment, but we believe that responsible, honest,
et hical nenbers of the herb and dietary suppl enent
i ndustries, of which there are nmany, many of whom have
al ready cone forward and endorsed and/or supported our
draft proposal on this matter.

There are many conpani es that are
willing to do what it takes, which includes if they,
even if they qualify their supplier, they still
receive what they consider to be irreparably defective
material, as in our articles as we defined it under
the SOP, which is sonething that is adulterated beyond
medi ati on or reconditioning, contam nated beyond
remedi ati on, or contains illegal ingredients.

Those would be the factors that nmake for

an irreparably defective article. Those should kept
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under quarantine, they should be tested by an
appropriate third party | aboratory, by appropriate
val idated and with valid scientific nethods, and then
that material should be disposed of or destroyed by a
qualified third party that is experienced in this
mat t er.

We have al so draft contract | anguage for
suppliers that industry nenbers can require as a
priority stipulation that in order to supply themwth
any kind of botanical or other kind of material, that
t he supplier nust agree to this contract clains so you
have an agreenent between the two that if there's a
problem|like, and there's the detection of irreparably
defective materials, that this material can be
destroyed. The supplier doesn't get their noney back.
They don’t get their material back. They have to pay
for the extra testing. They have to pay for the
destruction or the disposal and doesn’'t require
anything (inaudible - sneezing). So it's really based
on a contract agreenent.

We put this information out in public

comment. ABAC nenbers, past nenbers, that was the
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acronym for our botanical adulteration prevention
program In the fall of this |ast year we received
106 what we consider substantial coments. By the end
of this nonth we hope to have all the docunents
revised with those comments and responses to those
comments including a new docunent of FAQs, which has
all of the 106 comments |listed and how we resol ved
t hem and/ or revised the | anguage of the contract
| anguage and of the SOP and response to the comments.

So we're doing this is an extrenely
transparent and open nmanner so that anybody can see
this. After this review and revision of our |egal
community and voluntary attorneys fromthe industry
who review it, and then at that point we'll determn ne
whet her we want to put it out as a proposal final or
put it out for review again from stakehol ders to see
how t hey can review the revised version before |
finally (inaudible).

Again, this is being driven by and
supported by responsible elements in this community,
responsi bl e health industry, including suppliers and

manuf acturers. lronically, it's those conpanies that
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probably | east have to ever resort to use of this SOB
because responsi ble suppliers test their materi al
before they ship it as they're supposed to do so
they're not shipping bad material, irreparably
defective material. And responsible manufacturers
have robust quality control systens and al so properly
and adequately qualified as suppliers.

So these are the conpanies that are the
| east likely to have to use this SOB and they're the
ones that are supporting us. W welcone the Agency's
input in this matter. We wel come anybody el se's input
that's interested in this because we believe that we
can hel p increase consuner confidence in this area, as
wel |l as industry and ot her conponent stakehol ders
I ncl udi ng health professionals and researchers if the
I ndustry fully adopts this SOB and basically does it
on a self-regulatory basis. Thank you for your tine.

( APPLAUSE. )

MR. TAVE: Thank you, Mark.

(I naudi ble.) So Daniel Wang is our next speaker.
MR. WANG  Can you hear nme? |'m Danie

Wang, CMJ associ ate, and associates for science-based
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consul ting (inaudible) pharmaceutical and consuner
heal th conpanies all the tinme (inaudible) devel opnent
and (inaudi ble) assessnents of (inaudible) drugs and
ot her products. W also advise the dietary suppl enent
I ndustry on (inaudible) filings and the (inaudible)
gui dance associ ation. (Ilnaudible) input into ny
comments today or (inaudible) nmeeting. And we'll be
submtting nore witten coments later as well.

So as we've heard today, mllions of
peopl e use dietary products every day in order to
support their health and well being. @ obalization
seens to be introducing us to nore and nore of these
(i naudi bl e). Many consuners find these products to be
hel pful (inaudible) and in sone cases with few or |ess
destructive side effects (inaudible). However, the
products that affect how people feel and function,

(i naudi bl e) CNS effects, are a particular challenge to
regul at e.

Wth that (inaudible) understandi ng of
mental health (inaudible) use of these products for
heal th and wel | being and attributing to di sease

(i naudi bl e). FDA's evaluations of CNS drugs can
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| mpact scheduling status, which in turn can
drastically affect consuner and patient access.

FDA has suggested that drugs with
consultation activity undergo abuse potenti al
eval uations. How does this informhow FDA wil |
eval uate CNS active dietary products |ike (inaudible)?
VWile there are |[imted data on the health effects and
risk of these products, surveys suggest that mllions
of Anmericans use themsimlarly to other dietary
products to treat m nor aches and pains, dealing with
energy, (inaudible).

For sonme (i naudible) a (inaudible)
opioids. They find it to be effective and
substantially easier to access than FDA approved
treatments for their pain and nmental health
(i naudi bl e). VWhen regul ating these product we urge
FDA to focus on, of course, the risks, but also to
their potential public health benefits. W also
encourage FDA to be nore active and communi cate the
Agency's approach to assessing the CNS effects of
dietary ingredients, including what evidence to

include in any itemto support a product's safe use
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and acceptable clains for CNS active dietary
I ngredients. All at the sane tine while recognizing a
few conpani es are able to amass hundreds of mllions
of dollars required to develop their products
(1 naudi bl e) .
We believe that a perspective approach
to policy maki ng around dietary suppl enents,
addi ti onal active engagenent by FDA and with consumners
and industry, and additional guidance by FDA can help
to avert problens before they happen, and to ensure
consunmers get the information they need to guide
(i naudi bl ) sponsors crossing the often (inaudible).
MS. PAVLICK: (Il naudible - off mc.)
But in an effort to support nodernization and
I nnovation in our industry and to allow continued
access to safe, quality, conpliant, and affordable
di etary suppl enent products, UNPA nmenbers,
I nvestigator training should be addressed.
| nvestigators are our first line and the filter to
whi ch responsi bl e innovation is nonitored. They nust
have an in depth understandi ng of DSHEA. They need to

under stand di etary suppl ement GWS, and nost
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I nmportantly with need data to understand our industry.

This nonth the Food and Safety
Moder ni zati on Act has identified preventative controls
role, and it does nention for a qualified auditor,
qualified auditors and individuals with the
appropri ate background, training, education, and
experience. |If you continue to |look at the definition
(i naudi ble) you'll find a qualified individual not
only has the education and training, background, and
experience, but they also have specific training
related to know edge, background, and risks of the
product for which there are working with. And food
safety risks including (inaudible).

They al so have to have standardi zed
training using the standardi zed curriculumthat's been
devel oped by (inaudible) conpliance. (I naudible)
comment we do not have the tinme to share with you the
differences between a four day dietary suppl enent
training conpared to an approxi mate ten weeks of
training received by a drug investigation. But after
that tinme they're being qualified for the

I nvestigations to which they conduct.
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In the times of limted resources in the
FDA, we suggest that the FDA and responsi ble industry
are allowed to collaborate with the FDA by people in
the drug industry to provide additional technical
there for the investigators.

We've heard a |l ot of discussion today
about the need to enforce and to separate the good
actors fromthe bad actors. Another constant refrain
has been that FDA sinply doesn't have resources it
needs to focus and market the, to police the
mar ket pl ace adequately. UNPA's devoted consi derabl e
resources toward ensuring quality manufacturing and we
believe that there's a role for industry (inaudible)
bol ster FDA's work in this regard.

Let's work together to provide
solutions, to ensure qualified auditors are conducting
the audits, to provide consist audits with the sane
m ssi on between industry and the FDA, which is to
protect public health while allow ng safe access and
consuner choice to safe, quality, conpliant, and
scientifically based supplenments. Thank you.

MR. TAVE: Thank you, Lari sa.

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 290

( APPLAUSE. )

MR. TAVE: We'll hear now from Frank
Jaksch.

MR. JAKSCH:. Good afternoon. |'m Frank
Jaksch, the cofounder of ChronmaDex and (i naudi bl e)
present at this nmeeting. |'mhere today with our CEO,
Rob Fried, because we have transforned the science and
chem stry conpany nost of you have known for many
years to becone a consumer product dietary suppl ement
conpany that does devel op responsibly with innovation,
sci ence, and safety at our core.

Enf orcenment of dietary suppl enent
regul ations and their nodernization is critical.
ChromaDex | i ke other innovative science-based
conpani es we consi der as peers supports NDI or the ND
notification process, at |east about our products,
champi ons the integrity of our industry, and nost
i nportantly protects consunmer safety.

However, w thout enforcenment the door is
open for bad actors to ignore NDI's, to steal
intell ectual property fromresponsi bl e conpani es who

have made their science public through the process,

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 291

and then bring a product to market with limted
substantiation or consuner safety protections.

By enforcing our current regulations,
I ncentivizing clients, and noderni zing policies, we
coul d recogni ze a nunber of inportant benefits, such
as | P protection, nore robust science, enhanced
consuner safety protections, intentional expanded
health clains. Conpanies who invest in research and
resources to developing their I P should be able to
protect it.

The second step is to introduce to new
i ncentives for conpliance and investnent and good
sci ence. For exanple, the sanme approach to the FDA
use of drug conpanies who afford exclusivity rights
could be applied to the dietary supplenment industry.
VWile the exclusivity rights have definitely been a
hot topic or a hot word to be using around here, but
one thing I'Il coment on to assure you is if you
can't find a way to incentivize conpanies to make an
i nvestnent in science, then the NDI process, the
nunber of NDI applications isn't going to go up; it's

going to go down. It's going to go down probably
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| ower than the rate that you're seeing today.

Thi s approach would not only provide
i ntell ectual property protections, but it would al so
I ncentive investnment in science which would in turn
el evate the integrity of the entire industry and we'd
have conpani es (i naudi bl e) substantiation for their
projects. Consuners are |ooking for products that
pronot e heal th, support their health and wel | ness,
shoul d be able to trust the market and the conpanies
providing themw th those options and the safety of
what they're consum ng.

And we shoul d expl ore providing
consuners wi th deeper understandi ng about benefits
t hat are supported by sound, well-docunented science.
This would all ow consuners to be better educated about
the steps they can take today to inprove the quality
of their life.

The | andscape has changed dramatically
since DSHEA was witten. The size of the industry is
expandi ng and the speed in which supplenents are
brought to the market has, has been accelerating

greatly. The sales channels are dynam c. The science
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and business information i s now conveniently avail abl e
on the internet. Through strike enforcenent of
current regul ations and noderni zati on of DSHEA
responsi bl e conpani es would be the norm not the
excepti on.

Qur industry, it's our industry, it's
our science, it's our health, it's our responsibility
to protect them and by working together we can grow a
thriving marketplace in which good science is
rewar ded, conpliance is attractive, and public safety
is protected. Thank you.

( APPLAUSE. )

MR. TAVE: Thank you very nuch, Frank.
Jack Mtchell is next.

MR. M TCHELL: Good, good afternoon.
|"m Jack Mtchell fromthe National Center of Healths
Research, a nonprofit think tank which anal yzes and
researches identifications for public health patients
and consuner safety. W strongly support FDA' s recent
efforts to crack down on manufacturers who make fal se
or m sleading clains about dietary suppl enment

products. We were given a good exanple this norning
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with supplements masquerading as legitimte opioid
treat ments.

Last fall a teamfromthe California
Department of Public Health concluded that there were
unproven and soneti nes dangerous drugs in alnost 750
di etary suppl enents, nost them nmarketed for sexual
enhancenent, weight |oss, or nuscle growth. Nunmerous
representatives would respond it's not fair to conpare
these so-called fringe products to legitimate vitam ns
and other nore conventional dietary supplenents.

(I naudi bl e) the public m nd, these products are all
part of the sanme famly.

For it's own protection, the dietary
suppl ement i ndustry has made substantial progress in
weedi ng out the bad actors since the so-called wld,
w | d west days of the advent of DSHEA in the 1990s.

At that time | worked in the conmm ssioner's office and
my office conducted an investigation of the industry,
responded to reported harmto consuners, and the gross
underreporting of adverse events.

The seni or FDA pat hol ogist told ne at

the tinme that this substantial nunber of adverse
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events reports made FDA regarding dietary supplenents
probably represented only 5 to 10% of the true nunber.

Nonet hel ess, there is substanti al
progress being made and | thank you for holding this
meeting today. As the recently departed FDA
Conmm ssi oner, Scott Gottlieb, told the New York Tines
I n February peopl e have (inaudible) framework to
address this case in really decades. | think it's
time we do so, close quote. The prom se online,
online watching this specific dietary suppl enent
i ngredi ents that the Agency was concerned about has
recently been published and that's a good step
forward.

However, there's a | ong and not al ways
encouragi ng history involving the ingredients in
dietary supplenments and |I'm here tal king about safety,
not innovation. In 1997 with the instruction of the
then comm ssioner, | hel ped organi ze the Scientific
Advi sory Comm ttee on the safety of the suppl enent
ephedra, which was widely use in supplenents. The
committee after review ng the evidence overwhel m ngly

voted there was no safe | evel of ephedra in these
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products. Nevertheless, it took FDA seven years to
renove or ban ephedra for these dietary suppl ement
products.

And sonet hing that dangerous is not

required to report serious adverse events to the FDA

until 2007. The regulatory environnment did not change
substantially a dozen years later. In 2010, 16 years
after the passage of the DSHEA | aw, | hel ped convene

the senate comm ttee oversight hearing which the DA
identified nunerous exanples of m sleading or false
advertising by dietary supplement vendors. FDA also
di scovered phonetically hazardous contam nants in no
| ess than 37 of the 40 products they tested.

The chi ef executive (inaudible) consuner
| ab (inaudible) and a former FDA official also
testified that fully one quarter of 2,000 supplenment
products tested had a quality problem The hearing
concl uded that senior citizens be especially vigilant
about the potentially hazard interaction of dietary
suppl enent ingredients with drugs they may be taking.

Again, certainly with this history

there's been substantial progress over the | ast decade

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 297

or nore and there are a ot of legitimte players here
t oday who want to give safe, well-approved products to
their custonmers, but unfortunately questionable

mar ket i ng, phony claims with sone phony contro
problems, fairly or not, are associated with sone

el ements of this industry even after 20 plus years.

After a quarter century with the
i ndustry, it's a dozen tinmes bigger than it is in
1994, the FDA still has to prove harm before
regul atory actions taken (inaudible) industry.
especially with, in this online age with [imted
control over both internet marketing and adverti sing
such that FDA needs to nove nore quickly to keep up
with the explosion of products and ingredients and
claims nmade by suppliers in this industry.

The DSHEA | aw i s now 25 years old and
the Agency will struggle to keep up with the expl osion
of new ingredients, question of ingredients in the
gl obal nmarketplace. W need to all work together to
better protect consumers and tighten oversight of this
i ndustry. The consuners include 50% of Anerican

consuners. Thank you for the opportunity to talk to
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you.
( APPLAUSE. )
MR. TAVE: Thank you. (Il naudible.)
MR. M STER. Good afternoon. M nane is
Steve Mster. |'mthe president of the Council for
Responsible Nutrition. | want to express ny thanks

first of all to FDA for hosting this dial ogue and for
the opportunity be here hear and present earlier
today. And so these comments will respond on what we
heard today and I'Il try not to repeat Andrew s
remarks fromearlier this afternoon

The question of whether an article is a
di etary supplenent is not a safety question, nor is it
a question of whether an article is a new dietary
ingredient, a safety question. Now whether or not it
gets objected to because it's not safe, that is a
safety question. But | think we'll get to safety, but
we don't need to let it color these other decisions
that are inherently not safety decisions.

And as | said on Tuesday in another
context, safety is always job one, but it isn't always

the first job. And here | do realize that | sound, ny
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remarks sound a little simlar to sonething | nmade,
sonme comments | made on Tuesday regarding a certain
three letter ingredient in it that | promse not to
menti on today.

But, you know, as |I'mlistening today,
perhaps the issues that Scott Bass raised this
norni ng, maybe it makes us wonder if this additional
condition about adding nutritional value to the
criteria was originally injected by those of FDA
because of a distrust of the ability to be NPl and GW
provi sions to address safety questions on their own.

And so there was this effort to
I nterject safety into an earlier stage in the gl obal
mar ket flow chart. | suggest that we use this nonment
to restart and determ ne what is the role of each step
in the regulatory path to the market for old
i ngredi ents, the market for new ingredients, the
pat hway to market for synthetic ingredients and, yes,
even for (inaudible). There, | saidit.

So ny nessage to FDA not unlike the
Phi | adel phia 76ers is trust the process. You wll get

to safety and when you do, that evaluation should
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absolutely be a robust one, but for conpanies to
I nvest in safety they have to know there is a pat hway
to market and that the ingredient is a viable one.
They have to know that their investnments will be
protected. And these issues need to be resolved first
in order to incentivize the kinds of investnments in
safety that FDA wants.

Even if the (inaudible) synthetics,
we' ve heard sone interesting questions today about
whet her it's going to (inaudible) whether it's
bi oequi val ent, again, a synthetic ingredient fit
within the six categories in the law. If it can, then
a synthetic copy of a botanical constituent is
definitely a dietary ingredient as nmuch as a synthetic
vitamin is a vitamn. And at that point the Agency
can and shoul d demand an NDI notification and a full
denonstration that that particular ingredient is
reasonably expected to be safe. And then we'll et
the chips fall where they may. But you have get to
that point first.

The second point | want to make is

regardi ng the NDI gui dance process. | think we can
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al so use this as a nonment for clarity because it's
taken far too long to resolve. And if FDA believes
that there are deficiencies in the statutory provision
for NDI's, then maybe this is the tinme to have that
conversation with the industry and see if we can
address it through legislation and clarifying the
expectations. But we need, need to nove to a period
of certainty and predicability if we want to foster
i nnovation and investnment in the industry.

And then the last thing | will say,
we' Il underscore sonething that Andrew nentioned
earlier, and that's enforcenent. \Whatever we do,

t here needs to be nmeaningful enforcement, enforcenent,
enforcenent. We can't say that enough. | note that
FDA is quick to lament that the NDI process is, quote,
"the only nethod by which to evaluate the safety of
new i ngredi ent before they get to market" and often
that's made to sound like it's a hindrance to the
Agency that it's the only way they can nonitor safety.

But at the same tinme | note that the FDA
is typically unwilling or unable to use the robust

tools that were given to it with the NDI provision to

www.Capital ReportingCompany.com
202-857-3376


http:www.CapitalReportingCompany.com

10

11

12

13

14

15

16

17

18

19

20

21

22

Meeting May 16, 2019

Page 302
go after conpanies that blatantly violate it.

Any successful effort in this area
requires enforcenment, enforcenent, enforcenent. Thank
you.

( APPLAUSE. )

MR. TAVE: Thank you, Steve. Robin
Mar | es.

MR. MARLES: Hi. |I'm Robin Marles. |I'm
the volunteer chair of the USP Botanical Dietary
Suppl enent (i naudi bl e) nedici ne expert committee al ong
with ny coll eague, Dennis (inaudible) chair of the
(i naudi ble). We have a team of about 40 international
experts working on all of the issues around dietary
suppl enents and setting nonographs that have | egal
standing in the USP. However, | also wear another
hat. | am an enpl oyee of Health Canada where |I'm a
senior scientific advisor and a food director at
advising on the addition of dietary suppl enent
ingredients to foods, and prior to that | worked in
the group that (inaudible) now chairs as the science
on witing the NHG regulations. So I'mvery famliar

with how we worded the definition for a synthetic.
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We al so wote in mandatory conpliance
wi th pharnmacal standards for quality of which USP is
one of our key sources. So the irony here is that in
Canada USP quality standards are mandatory along with
Eur opean (i naudi bl e) choose, while being less, they're
vol unt ary.

So in terms of innovation, what I'd |ike
to suggest is a nuch greater focus on the quality of
when you | ook at adverse reactions. Mst adverse
reactions to dietary supplenents are due to issues of
quality, whether it is identity, purity, strength,
accidental contam nation, or deliberate adulteration.

And in terms of rewarding industry for
being conplaint with a reliable source such as the
nonogr aph, which are harnonized to a very |arge extent
of those of Europe and other countries as well, which
facilitates international trade. But if you were then
able to link that quality assurance to targeted FDA
verification and link that to the nunber on the | abel,
you would then greatly increase the consunmer's confort
in using products if they were assured it had the

quality and that creates fertile ground for innovation
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when consuners really can have sone confidence in the
products there.

Now we' ve peopl e express concerns about
t he chall enges with inplenenting nunbers on | abel s and
as you heard fromny col |l eague (inaudi ble) earlier,
the Health Canada way to do that using a very sinple
el ectronic system for registering products. W' ve
al so | ooked at the Australian therapeutic foods
adm nistration's electric listing facility, the
(i naudi bl e) which is also very efficient.

So it's not actually a difficult thing
to achieve. And then with the |icensed natural health
products dat abase, there is a public listing of all
t hose nunbers so that consuners can actually check
because, of course, when you have a mandatory nunber
on the |l abel, there are people who will fit those
numbers. But by posting the list, this then nakes it
easy to verify.

And so you have the opportunities for
i ncreasi ng consuner confidence in high quality
products which will resolve a lot of the adverse

reaction i ssues and you al so have a chance to becone
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nmore harnmoni zed with other country's systens. And I'm
sure ny col |l eagues, (inaudible) and I wll be happy to
provi de any advise or assistance in seeing how our
system works, learning fromour m stakes, and nmaking
your system better. Thank you.

MR. TAVE: Thank you, Robin.

( APPLAUSE. )

MR. TAVE: Karen Howard.

M5. HOMRD: Good afternoon. [|'m Karen
Howard, CEO of Organic and Natural Health Associ ati on.
We're a unique trades association representing the
i nterest of health-m nded consuners and the best
conpanies in the dietary supplenment chain. Qur tenets
are really supper demand for access to the safest and
hi ghest quality products avail able, a demand our
I ndustry nmenbers subscri be (inaudible).

Even with an amazi ng safety record, |
believe statistically it's nore dangerous to eat foods
or fill your prescriptions. Opportunity still exists
for bad actors who sell inferior or dangerous products
to unsuspecting buyers. O in the lab (inaudible)

resources to fund enforcenent agai nst nost egregi ous
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pl ayers that sell products online, in gas stations, in
conveni ent stores, (inaudible) weight |oss, energy or
sexual performance. They cause the nost harm Let's
fully fund the effort to clean our house with the | aws
we have.

Second, we see through innovation and
noderni zation there is an intellectual flaw in the
definition of health clainms, vis-a-viv structure
function clainms, nost also be addressed. Dietary
suppl enents are, in fact, a category with no change in
definition (inaudible) supplenent and pharnaceuti cal s.
However, it is far too easy to create a new di sease.
Osteoarthritis, the result of wear and tear on our
joints, is a condition that will inpact virtually
everyone in this roomas they naturally age, yet this
categori zes disease in a supplenent that nmay reduce
their pain of this malady can only tend to support
bone and joi nt heal th.

Circuitous | abel clains achieve
techni cal conpliance, but keep custoners confused.
Wth regard to health clains, existing regulation

chokes often even science to docunment how
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suppl enentati on can reduce the incidents of disease.
For instance, the FDA (inaudible) formal petition to
all ow health clainms, saying that increased vitam n D
serum | evel s reduces the risk of pretermbirth by 60%
By the way, the Agency's response was that as an

I ndi cator of vitamn D status, serum |l evels do not
meet the definition of substance. Serum/|evels are
not found, are not food or conponents of food.

G ven the strength of the research
undertaken with the Medical University of South
Carolina, it |eaves one curious and then outraged to
contenpl ate how exi sting regul ati ons exclude health
cl ai ms about the correlation of well-established
nutrient levels with a well-defined health status.

Fundamentally it is not sufficient or
accurate to define a supplenent sinply as a dietary
substance produced by man or pregnant wonan to
suppl enment the diet by increasing the total dietary
I ntake. This definition needs to be updated and
nmoder ni zed.

Lastly, dietary ingredients produce

usi ng genetic engineering and novel nethods of
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synthetic biology should be evaluated as new dietary

I ngredi ents even when simlar natural ingredients
exist. If in addition to designs of process of
creating novel conmpounds and fornulating products with
them then full disclosure through the entirety of the
supply chain nust be required as part of the

regul atory process.

Anyt hing | ess than 100% transparency
conpletely fails consuner's desires and expectations.
This m sstep can potentially instill consumer distrust
in a hel pful category of dietary suppl enent
I ngredi ents, just as we have seen happen in food
products. Lesson | earned.

Any di etary suppl ement conpany that's
confident in its products and respectful of its
custoners will not object to full, honest disclosure
of how its products are nmade. Thank you for this
opportunity.

( APPLAUSE. )

MR. TAVE: Thank you. Bernie Landes?
Not here. And our next speaker and our final speaker

for today is Kevin Bell.
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MR. BELL: You know, (inaudible) | |
t hink the guy between you guys in a bar would be a
problem So I'Il try to keep this brief. | am
(i naudi ble) ny practice as primary (i naudible)
litigation and regul atory enforcenent. |'d like to
t hank the FDA (i naudi ble) fantastic. (I naudible)
equi val ent of facing your accuser, your constitutional
right, but | appreciate it, especially their existence
I n managi ng ny procrastination (inaudible).

I n February (i naudible) used the phrase
idiotic within about ten words of IP. | got very
I nterested because | do view NDI as the equival ent of
sonme formof an IP right to proved the intell ectual
property protection (inaudible) exclusive protection
(i naudi bl e) use, but it really is alnpst the
equi val ent of what you would see when you file for a
patent or for a tradenark.

It gives you a period of exclusivity or
a right to exclude others absent a |icense for a
period of tinme and you dedicated that to the public.
That's a patent issue. Trademarks can last |onger. |

do know this. Eighty percent of this discussion today
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has been about enforcenment and | think 100% of people
agree that, maybe not 100, but pretty close, but if
you do not have NDI for sonething, you run the risk of
having a technical adulteration of the food, drug or
cosnmetic. Wiether calling it a m sdeneanor or a
felony, it's a violation of the | aw.

And so when | hear about all of the
things that need to be done to afford enforcenment, |
see a nuch nore sinple path on this that doesn't have
to involve researches by the FDA. | think you should
al ways have nore noney of researchers. But | don’t
think it's sonmething that we have to spend a | ot of
time on as far as what can be done to nove forward
with enforcement without the FDA having to do it
t hensel ves through the Departnent of Justice.

| think there are opportunities where if
the AKL letter that you receive on NDIN fromthe FDA
which is a governnent docunent, is treated as
equi val ent as when soneone gets a patent issued by the
Comm ssioner of Patents or the patent office, that is
a governnment document and has a presunption of

validity to it.
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The patent office doesn't go out through
DQJ and enforce patents. People who own them do. M.
LeDoux's remarks if you stifle that opportunity, you
will see a decline in those filings because there is
no mar ket benefit even at this point. Wen you go to
try to say, hey, | have an issue don't have a problem
the response is but the FDA's not going to cone after
nme.

And so it should never be about whet her
soneone only stole a VCR or also stole the jewelry, or
killed soneone in the process, to be a m sdeneanor to
a felony, the size of the crinme or the adulteration
shoul d not be the decision. If it violates the Food
and Drug Cosnetic Act, it violates the Food and Drug
and Cosnetic Act. That's it. And we don’t need the
FDA, in nmy opinion, to have to go out and do that

enforcenent on behalf of the people that own NDIs.

That docunment shoul d be enough. | have
one; you don't. |'ll go deal with it and the FDA
doesn't have to wade in on it. |'mwant to hear about

what the attack would be on ingredients and whet her an

old dietary ingredient, that is the equivalent in
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patent law of a prior (inaudible). W file patent
cases all the time and end up in the world of sonmebody
finding a doctoral thesis froma Russian institute
from 1949 that says | did this before you. Al right?
| can tell everyone in this roomif they saw one of
their products, someone, someone using sonething that
wasn't theirs, but had their trademark or their |ogo
or their synbols on it, it would incense them beyond
bel i ef .

And so | believe NDIs need to be treated
the sane way. |If they are not, they will be treated
just like patent and trademarks are when they are not
enforced. People will steal; people wll knockoff.

It that's, it is that sinple. | believe the
mechani snms then for how do you do it, certainly inport
alerts and inport bans. |If it's as sinple as here's
my NDI notification and that trips a standard inport
alert or inport ban, | think that would show there's
no nore additional effort to nmeet everything el se as
to how safe sonmething is

It doesn't have to play into the

deci si on maki ng process at that point, but it does
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gi ve the stakeholder that has it the ability to nove
forward on their own because if they were all spending
noney on the NDI, trust nme, | can tell you as usual,
they're willing to spend the rest of the noney to
enforce it.

I, | believe that in the sane way that
we can register trademarks at custons through |IP
enforcenment, and if someone brings sonething that
viol ates your trademark and if you help nonitor with
custons your trademark, at custons, they'll pull those
things over. |'ve watched it happen |ike |ightning.
When i