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PROCEEDIL NGS
DR. ASKEW Good norning, |adies and gentl enen.
Wl cone to the second day of our deliberations of
t he Food Advisory Committee concerning the potential health
and safety problens that are associated with dietary
suppl enments and food products containi ng botani cal

ingredients that are sources of ephedrine al kal oi ds.

Now, my name is Wayne Askew and | amchairing the

nmeeting for Dr. Brandt who is recovering froman illness and
hi s physician said that he should not travel. W introduced
the commttee yesterday around the table, so, | don't think

we w il go around and reintroduce everybody again. But |
would like to note that we' ve been joined today by Dr. Susan
Har | ander, who is not at the table but she will be wth us
soon up here, to ny imediate left and we're glad to have
her here today. | believe that everybody else is pretty
much the sane.

Yesterday, we reviewed the subconmttee's
recomendati on, the subcommi ttee or working group on ephedra
met in Cctober of 1995, and prepared a report. W reviewed
that report. W clarified the report and then stated that
t he purpose of this neeting was to consider the matter in
greater detail in front of the entire conmttee.

We then had an open public hearing. W had
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presentations on experience wth the ephedrine-containing
al kaloid in food products in Texas, Chio and Canada. This
commttee was given a charge of what they were to consider
and be ready to give their best opinion on with regard to
safety issues today. And then we had a report on safety
eval uation, second market review and anot her session of open
public hearing at the end.

Today, we're going to start with a continuation of
t hat open public hearing. W have a nunber of people who
Wi sh to address, in their seven-and-a-half-mnute tine
period, the commttee and then we were going to go into
having a wap-up and refocus and Dr. Yetley will bring us
all back in to focus on the specific questions that the FDA
w shes the commttee to focus on.

Following that, we will have what everybody's kind
of been waiting for, a chance to have open discussion. A
| ot of this discussion we have had to cut off because we
have been having to nove on to different points in the
agenda. There will be plenty of time for open discussion.

Fol | owi ng the open di scussion, we're going to go
around the table and ask everybody to respond to the
specific points that the FDA has asked us to respond to.
We're going to respond individually and record the
i ndi vi dual responses and a synthesis of that will basically

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




constitute our collective response to the FDA

Then, finally at the very end, we're going to go
around and |I'mgoing to ask each and every person on the
commttee, voting nmenber of the conmttee, if they endorse
or accept the mnutes of the working group, the previous
wor ki ng group that was held in Cctober of 1995. And then
gi ve everybody a chance to nmake a statenent, a w ap-up
statenent of their own, particularly with regard to their
opinion as to the safety of this conpound and any ot her
i ssues that they have not had an opportunity to address.

So, you have a chance to get sone very specific
i nformati on, sonme general discussion and, finally, your view
of the whole situation at the end.

We are ready now to nove into the open public
hearing. | will turn the m crophone to the Executive
Secretary of the Commttee on Food Safety, Dr. Lynn Larsen.

DR. LARSEN:. Thank you

One qui ck announcenent. | noticed sone fol ks
passing materials out to commttee nenbers. | would
appreciate it if you would check with the staff so that you
coul d make sure that each commttee nenber got materials and
including a copy at |least for the record of the neeting.

Sonmeone was asking nme earlier about the difference
bet ween the wire-bound copies fromthe Ad Hoc Conmttee on
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Ma Huang and the bound copy that we got yesterday. Sone
peopl e seemto have wi re-bound and plastic bound. | don't
know what the difference between those is. And | notice
t hat not everybody has the w re-bound one. So, if whoever
passed those out would talk to the staff and nake sure
everybody on the commttee has a conplete set and that is
everybody has a set, as well as for the record.

VO CE: Lynn, they're identical except for the
bi ndi ng.

DR. LARSEN. Thank you

| thought fromthe front they |ooked |ike they
were identical except for the bindings. So, those that have
two copies don't really need two copies.

We' ve got quite a nunmber of fol ks that, because of
t he changes in the schedul e yesterday, who are in the open
public hearing this norning, so we want to try to nove al ong
as quickly as possible. W may not get a chance to have as
many questions as we ended up allow ng yesterday. So, if
the conmttee, as you listen to these and if you have a
guestion, try and make it succinct so the answer can al so be
succi nct.

The first speaker this norning then is M. Janes
Prochnow, an attorney from Patton Boggs in Denver, Col orado.
And, as yesterday, if each of you woul d re-announce your
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name, your affiliation, and so forth, so that it is clear
for the record, and you have seven-and-a-half m nutes.
MR. PROCHNOW  Thank you.

My nanme is JimProchnow. That is PPRO-CHNO

W |[|I'ma partner in the Denver office of the Washi ngton,
D.C. based law firmof Patton Boggs. |'mexcited to speak
to you today for three reasons: one, |'m expected to becone

a grandfather for the first time today so | need to get back
to Denver as soon as possible; second of all, | had a great
j og between the Washi ngton Monunent and the Capitol | ast
night; thirdly, the subject matter of today's presentation.

When | was a young man, as defined yesterday by
sonebody in this group, | was a trial |awer at the
Department of Justice here in Washington. | want to let you
know | respect the task which you and the FDA has and which
you' re confronting today.

| specialize in the representation of dietary
suppl ements manuf acturers, distributors and retailers, nost
are relatively small busi nesses, who are ordi nary peopl e;
peopl e who are very concerned about the safety of the
products which they sell, since, anong other things, their
spouses, friends and nei ghbors consune them

For the nost part, these people have been
manuf acturing, distributing dietary suppl enents which
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contai n ephedrine al kal oids for a decade w thout any serious
adverse reactions being reported to them and these are
peopl e who are not blind to adverse reaction reports.

Now, sonme of the products that are represented by
t hese people yesterday were over on the table that the FDA
had. | want to say that the conpanies which | represent are
al so nenbers of the American Herbal Products Association and
the NNFA, both of whom you heard from yesterday.

Today | speak and have three major recommendati ons
and three principle points which I wsh to nmake. They are
the foll ow ng:

First of all, | speak in firmsupport for the
position taken by the NNFA yesterday and the Anerican Her bal
Products Associ ation. Now, those two groups represent a
variety of dietary suppl enent conpani es and not just those
conpani es that manufacture products that contain the
ephedri ne al kal oi ds.

Second of all, the second reconmmendation that |
wish to make is | believe that the proposed regul ati on which
addr esses dosage or, in food | anguage, serving size should
be issued as a "safe harbor provision" pursuant to new
section 402(f)(1)(d) of the Federal Food, Drug and Cosnetic
Act, sonetinmes known as the del eterious substance provision.
| know that's a technical matter but it's sonmething that |
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want to | eave with you

And, thirdly, | propose that the Ofice of D etary
Suppl enments within the National Institutes of Health or the
FDA joint venture a reliable clinical study on the acute and
|l ong-term safety of ephedrine al kal oid dietary suppl enent
products.

As the commttee continues its work | strongly
urge you to keep in mnd that over-regulation is nore
pernicious to the Anerican public than under-regul ation.
Vice President Gore's national performance review and the
reinventing of governnment initiative are remnders of this
principl e.

The ot her major global point I now nmake is that
the law of this land and the | aw under which you nust
proceed and nust understand is the D etary Suppl enent,

Heal th and Education Act of 1994. Frankly, it's
revolutionary. |It's effective throughout the United States,
i ncl udi ng Texas and Chi o.

| f some States or governnent-rel ated bodies ignore
this | aw, DSHEA nmust be anended to preenpt State | aws which
purport to deal with dietary supplenents. Now, |'ve
encl osed, as a part of ny presentation today, an up-to-date
as of yesterday survey of all 50 States and how t hey govern
ephedrine-containing dietary supplenments. There are only a
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couple of themwhich clearly, at the present tinme, ban
di etary supplenents with ephedra and basically those are
Ohi o and Nebr aska.

There's kind of a matrix that's in sonme cases very
anbi guous of how State | aws govern dietary suppl enents
because many of them define ephedrine as a precursor of
control |l ed substances. So, we have a very el aborate table
to |l eave for your consideration.

DSHEA refl ects special laws for dietary
suppl enments which are not applicable to conventional food
and drug products. This nust be understood. Three of those
uni que provisions are the creation of a special |egal
category of goods called dietary supplenents. For exanple,
there's no requirement that nutritive value be present.

And, in ny opinion, a dietary supplenent, as |egal counsel
for the FDA pointed out, can be non-natural in nature;
whet her an ingredient is natural or not is a m s-branding
i ssue, not a safety issue.

Secondly, there are special safety laws that this
commttee nust consider. And, thirdly, there's the infanous
structure/function provision.

One word about this last new law. That is
basically that a dietary suppl enent manufacture is able to
i nform each consuner of how a suppl enent or one of its
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ingredients affects the function and structure of the human
body as long as it is not pronoted to prevent, diagnose,
mtigate or treat or cure a di sease.

As a result, a statenent that a particular dietary
suppl enent is effective for weight |oss, nental alertness or
clarity or for just plain energy does not make that rel ated
product a drug as defined by the Federal Food, Drug and
Cosnetic Act. As you can tell, the lawin Canada is
significantly different.

O these, the adulteration or safety provisions of
the Dietary Supplenment Health and Education Act are the nost
critical. It is appropriately entitled the Safety of
D etary Supplenents and Burden of Proof on the FDA. Section
402 of the Federal Food, Drug and Cosnetic Act was anended
by DSHEA by addi ng a new sup-part (f)(1) to (20. There, the
Congress explicitly stated that a dietary supplenent will be
deened to be adulterated only if one or nore of four tests
are proven by the FDA. This is the Congress talking, this
is not ne.

The three main ones are this: A dietary
supplement is only unsafe or adulterated if it presents a
significant or unreasonable risk under conditions of use
suggested in the | abel.

Secondly, if the Secretary of HHS, not the FDA
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decl ares that ingredient--since it's an ephedrine al kal oi d- -
to be an i nm nent hazard to the public health or safety.
And, thirdly, whether it is poisonous or deleterious.

In this case, | think a safe harbor provision is
the way to address this issue because of other specific
provisions in the Act which talk about the fact that a
manuf act ure does not have to disclose all the quantity of
ingredients in a proprietary blend.

Now, because ny tine is running out, let ne say
sonmet hi ng el se about the safety of ephedrine-containing
di etary supplenents. There are about 60 cases in Texas
ri ght now that we are defending involving Fornula One. Sone
have been dism ssed by the plaintiffs, sone have settled and
sone are going to be tried just like a normal |awsuit
situation. But the crucible of litigation is revealing a
| ot of inportant facts because it is only there, where the
full medical records of people are disclosed, when Fornul a
One and other dietary supplenents were ingested and rel ated
to the purported causes for things. Qiilt by association is
not enough in a court of |aw and shoul d be not enough for
this commttee.

Lastly, what | want to say is this: |I'm
proposi ng--during the course of the last six nonths a nmajor
di etary suppl enent manufacturer proposed a protocol for a
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| ong-term and acute study of dietary supplenents to be done
at Harvard and Vanderbilt University with respect to
ephedri ne-cont ai ni ng al kal oi ds.

Because of the cost involved it was not actually
done but the protocol was approved by Harvard and Vanderbilt
Universities to be conducted by Dr. Patricia Dal ey who
really is the only one who has done substantial studies in
this issue. The FDA was initially consulted generally about
t his.

| propose that in addition to the good work that
this commttee does today that the FDA or the Ofice of
Special Nutritionals, as authorized by Section 13 of the
D etary Supplenment Health and Education Act, consider
carrying through with those studies. A trenendous anount of
dol l ars and energy has al ready been expended on devel opi ng
t hat protocol and it would be consistent with the spirit and
| anguage of the Dietary Supplenent Health and Education Act
for that type of study to be finished.

In closing, let me summarize by saying this:
think that the proposal of the Anerican Herbal Products
Associ ation and the NNFA is a solid proposal which is the
consensus of al nost every conpany in this industry. W have
some who believe that no conciliatory effort is necessary.
We have others who feel that the proposal is too far
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reaching. But, in ny judgnment, based upon the thousands of
i ssues that | deal with each week in the area of dietary
suppl enents, it's a good proposal and a good way for this
committee to neet its burden of assuring safety to dietary
suppl emrents and not over-regul ating.

Thank you very much for your attention to these
remarks. | think I will go over and have a cup of coffee.

Thank you.

DR. LARSEN. Thank you

Time for one question fromthe committee.

Dr. Appl ebaunf

DR. APPLEBAUM Yes. | have a question concerning
the proposal for the clinical study and your nentioning of
Dr. Daley being one of the experts in this issue. Do you
have any information on her view as for the safe |evel of
di etary suppl enents?

MR. PROCHNOW Well, let me put it like this. The
Institutional Review Boards of Harvard and Vanderbilt on a
prelimnary test they go through woul d not probably have
approved the protocol for these studies unless they felt
that there was a good possibility or probability that the
| evel s of ephedrine that were going to be tested, about 25
mlligranms per dosage or serving size in terns of food, was
an appropriate safe |evel.
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Now, | don't want to say that Dr. Daley would
prejudge the results in advance, but the paraneters of the
protocol included at |east 30 mlIligranms of caffeine per
serving size and at least 25 mlligrans of ephedrine
al kal oi ds per serving size.

DR. APPLEBAUM Correct. But they're probably
|l ooking at a finite tine franme for this study? And they're
very critical in the selection of their subjects.

MR. PROCHNOWN No. This was a six-nonth rigorous
prot ocol developed. But | will be happy to nmake it
available to this commttee. It was a doubl e-blind cross-
over, you know, a placebo group as well as an active group
of participants of at |east 300 people.

DR. APPLEBAUM Ckay. And then ny final question
is, what has pronpted the industry to pursue the proposal?

MR. PROCHNOW Wl | - -

DR. APPLEBAUM | nean what made them decide to
even initiate the study in the first place?

MR. PROCHNOW The answer specifically is this:
This industry, over the last four years, is a changed
i ndustry. People are doing things they never did before.
Not only because of the pressure in the governnent, because
of the pressure of conpetition, given by the Dietary
Suppl emrent Heal th and Educati on Act.
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So, one of the things that's going on every day
now are substantiation studies and clinical studies for
dietary supplenents. One of the conpany's felt that this
woul d be a good way to deal with issues that had arisen.

DR. APPLEBAUM  Thank you.

DR. LARSEN. Thank you

We can now nove on to the next speaker

MR. PROCHNOW  Thanks for your attention.

DR. LARSEN. The next speaker is Ms. Betsy
Wodwar d, President of the Association of Food and Drug
Oficials. Her enployer is the Departnent of Agriculture in
Fl ori da.

And if you can repeat your nane for the record and
make sure that what |'ve said about your enploynent and
affiliation is correct.

You have seven-and-a- hal f-m nutes.

M5. WOODWARD:  Thank you, Dr. Larsen.

My nane is Betsy Wodward, and | am President of
t he Associ ation of Food and Drug O ficials and I'm enpl oyed
by the Florida Departnment of Agriculture and Consuner
Ser vi ces.

The Association of Food and Drug Oficials is a
100-year ol d organi zation representing Federal, State, and
| ocal food, drug, device and consuner product safety
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officials, along with academ a and i ndustry associ ates
through its national nmenbership and the nenbership of its
six regional affiliates.

Therefore, AFDO is a major voice in addressing
food, drug, device and consuner product safety issues. Qur
primary focus is the basic constitutional role of
governnment, consuner protection, by ensuring that products
are safe and properly represented in their | abeling.

For the past two years, both at the 1995 and 1996
annual education conferences, AFDO has addressed the issue
of dietary supplenents and, in particular, ephedrine
products. In 1995, the AFDO nenbership voted unaninously to
support a resol ution recommendi ng the "renoval of ephedrine
products both natural and synthetic from over-the-counter
sal es status as a food dietary supplenent and a drug."

And |I'm attaching these resolutions to the
t esti nony.

In 1996, the Association unaninously voted to
support a resol ution which opposes the marketing of
potential ly dangerous herbal conpounds as | egal substitutes
for elicit drugs, such as the use of Ma Huang as a
substitute for speed.

These resolutions reflect a growi ng concern by the
State officials at both conferences of the continuing
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proliferation of reports of adverse reactions and deaths
associated wth ephedrine consunption, not only from product
abuse but al so by product use.

Florida officials have reported on a death
attributable only to the consunption of a ma huang caffeine
product. Analysis of nore than 60 ephedri ne products,
represented as dietary supplenents, by the Florida officials
have shown sone products with ephedrine al kaloids up to 100
or better mlligrans per dose.

One product | abel offers 190 mlligrans per dose.
Fortunately it did not neet its |abel claimwhen analyzed by
Fl orida scientists.

School nurses in Florida reported nunerous adverse
reactions anong their high school students, such as heart
arrhyt hm as, nervousness, sweating and i nsomia. Several
students have been referred to energency roons. These
i nci dents have gone |argely unreported since the School
Nur se Association was totally unaware of the Med-Alert
reporting system

In June of 1996, AFDO testified before the
Comm ssion on Dietary Supplenent Labels. In that testinony
AFDO st ated safety cannot be separated from | abel
information and has |ife and health inplications wth these
products. The States continue to struggle with the
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proliferation of both health and | abeling issues related to
ephedrine products and the fact that these products
represent the nost abused herbal suppl enent.

After hundreds of reports of adverse reaction, 15
deat hs--including the one in Florida--and nuch di scussion at
t he annual conferences, it is clearly our opinion that these
products shoul d be regul ated as drugs. The adverse
reactions are generally consistent with the pharmnmacol ogi cal
ef fects and adverse reaction of ephedrine al kal oi ds,
synthetic or natural, docunented in the nedical literature
and published reports.

It is clear fromthe death in Panama Cty that the
reactions resulting from ephedrine consunpti on can be
unpredi ctable. Three young nen consuned the sane dose. Two
survived and one died. The young nan who di ed had a bl ood
al cohol | evel of zero and no other conpounds were found in
hi s body and no other abnormalities were noted on autopsy.

AFDO i s al so concerned with the marketing and
| abel i ng of foods containing ephedrine al kal oi ds as al
natural or all herbal--inmplying natural is not only safe, it
is better. Poison and hem ock are natural but they
certainly are not safe.

There is an inconsistency in a public health
policy which requires food additives to be approved as safe,
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yet, ephedrine herbal supplenents have no approval process
and the consuner is not know edgeable to the extent
necessary to safely consune ephedrine products.

The use of botanical nanes in product ingredient
statenents is a najor concern. Again, the average consuner
is totally unaware of what the term neans and certainly has
no idea as to the pharmacol ogically active ingredient in
that particul ar botanical, nor an understandi ng of the
adverse reactions, contraindications, or other drug product
interactions which affect safety.

When consuners | ack the scientific know edge to
make a judgnent so critical to safety, efficacy or
appropri ateness of a product for consunption by that
consuner, governnent has a constitutional and noral
responsibility to provide controls to ensure safety.

O greater concern is the conbination of ephedrine
with other stimulants and/or the |lack of warning not to
consune other stinmulants. The threat of adverse reactions
increases with the synergistic effect of other stinulants
such as caffeine causing an over-stinulation of the central
nervous system

VWiile the intent of the Dietary Supplenment Health
and Education Act of 1994 was to educate the consuner about
a nore healthy lifestyle the actual result, with respect,
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particularly to the ephedrine al kal oi d products, has been
t he hundreds of adverse reactions, the m suse, abuse and
even deaths being reported. On Septenber 22nd, 1995, AFDO
recommended that the FDA classify all ephedrine-containing
products as prescription drugs.

Fl ori da has taken the role that ephedrine al kal oid
products exceedi ng the current OTC nonograph |evels are
adul terated foods. And that failure to provide information
on the presence and the anount of ephedrine al kal oi ds, al ong
with informati on regardi ng adverse reactions,
contraindi cations, other drug interactions and cl ear
directions for use constitutes failure to provide materi al
information relating to the product's safe use. A mgjority
of States have regul ations dealing with ephedrine to sone
degr ee.

Clearly, clearly, the States are speaking to the
issue with one voice and that voice says that government has
a duty to protect the public health and safety here. W
believe that the FDA should, at best, prohibit the use of
ephedrine al kal oi ds as food, food additives or dietary
suppl ements and, at worst, strictly control the ephedrine
| evel s and the sale, while mandating a system of tracking
adverse reactions.

AFDO s nmodel is uniformty through conmunication
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and cooperation. W are prepared to work with the FDA in
protecting the public health and safety; as food and drug
officials we all have a constitutional and statutory duty to
do so.

| thank you for the opportunity to present these
remar ks.

DR. LARSEN. Thank you

W have one question. Dr. Zinent?

DR ZIMENT: |I'minpressed by the comment that
ephedri ne and other stinulants, acting together, naybe
synergistic to the disadvantage to the patient. Are you
aware of whether standard textbooks or guidelines to drug
usage make this point so that doctors, in general, are aware
that caffeine added to ephedrine as a prescribed drug or
recomended drug coul d be dangerous?

Because |I'm not aware of that.

M5. WOODWARD: |'m not aware of that either. But
then I'mnot a doctor so I wouldn't necessarily see those
particul ar journals.

DR ZIMENT: |'mnot tal king about journals. |'m
tal ki ng about standard textbooks, including the Physician's
Desk Reference.

M5. WOODWARD:  COkay.

DR. LARSEN:. Thank you
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W want to nove on now to the next speaker. The
next speaker is M. Mchael Betz, of Banowsky, Betz and
Levine, representing Omutrition International,
| ncor por at ed.

And as | keep saying, please repeat your nane and
your affiliation so that we have it clear for the record and
you have seven-and- a- hal f - m nut es.

MR. BETZ: Thank you, Dr. Larsen.

M. Chairman, and nenbers of the conmttee, thank
you.

My nane is Mke Betz, and I'mw th the Dallas |aw
firmof Banowsky, Betz and Levine. W represent Omutrition
International, a distributor of dietary suppl enents.

As with every responsi bl e manufacturer and
di stributor of dietary supplenents, Omutrition is concerned
about this report and the adverse effects reported in the
report. At the sane tinme, |'mdisappointed to say that
we' re al so concerned about the accuracy of this report.

| cane before the working group 10 nonths ago and
the nenbers of the working group will remenber that | was
here and | pointed out at that tine several instances in
this report of Omutrition's products, contained within the
report, which contai ned no ephedrine al kal oi ds.

And | watched as everybody dutifully wote this
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down, and 10 nonths later, they're still in this report.
And our concern is that this is nore about conpiling big
nunbers than accuracy. The charge of this commttee was to
do science, to take a scientific approach to this problem
to the extent that it exists.

And | contend it's very difficult to do that if
you're not going to have accurate information provided to
you. And I want to go through sone of these. Since |I did
it last tinme, | only had five mnutes and |I've got seven
this time. | wll try to go through them pretty quickly.

But | want to go through the particular ARMS reports for the
committee.

| f you | ook at page three of your report, ARMs-
8904, you'll see this person had chest pains and difficulty
breat hi ng and body trenors. They took a product which is
listed here as WOW -1 believe it is Wde Awake is the nane
of the product; it's not a product that Omutrition carries
any nore, but it was sinply a caffeine-based vitam n drink
which had a little | ess caffeine than a cup of coffee--
Focus, which is a choline supplenent, and Fi ber N Mdre which
is a fiber product nmuch like Ctrucel, Metanucil or one of
t hose products.

DR. LARSEN. Do you have a page nunber to help the
conm ttee?
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MR. BETZ: Yes. The page nunber is page three on
the report.

DR. LARSEN. Thank you

MR. BETZ: And again, it's 8904. And, although,
poi nted out last tinme that these three products contain
absol utely no ephedrine al kal oids, they're still in the
report as part of this larger report. And | mght add, a
quarter of the tines that Omutrition's products appear in
here, they contain no ephedrine al kal oi ds.

The next one is on page five. |If you |ook at
ARMS- 9144, it now says, products, Omutrition's vitamns and
food supplenents. If you read the little narrative it says
t he person took WOW again--that's a caffeine product--0Omi
IV, which is a nulti-vitamn, and Focus, which is a choline
suppl ement. And, again, this person's having sone kind of
hyper mani ¢ depression and hyper-nental status changes and
i nsomi a.

The amount of caffeine, which as far as | can
tell, is the only one of these three products that could
have any pharmacol ogi cal effects, that would cause that is
| ess than that contained in a cup of coffee.

| f you go to page 14, and you | ook at ARMS-9483,
this person again took WOWor Wde Awake, which is a
caf fei ne product. Again, no ephedrine al kal oi ds what soever.
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I f you go to page 57 of your report and you | ook
at ARMVG-10248, you'll see the person took WOW again, a
caffeine drink, and Focus, which is a choline supplenent.
Agai n, no ephedrine al kal oi ds what soever.

And it goes on. | can tell you the other ones are
on page 58, and they are ARMS-10249 and 10250. And, agai n,
| point this out for the second tinme because as | said, we
were very di sappoi nted when we cane back to see that these
were still here.

W want to be part of the solution. W want to
work with the FDA and the NNFA and t he other groups, the Ad
Hoc Commttee to approach this problemresponsibility but to
do that you need to have accurate information. And it's
just, in light of the fact that I was here and pointed them
out specifically by nunber last tine, it's unconscionable
that they're still part of this report if what this
commttee is trying to do is establish science.

A second point I want to nmake is that Dr.

Jasi nski, yesterday, asked about the nunerator and
denom nator and said, well, we don't have a denom nator.
want to try to put that in perspective.

Over the past five years, Omutrition has sold
approximately 100 mllion servings of ephedra-based
products. W believe that our position in the market is
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relatively small, probably around 5 percent of the market
share. |If you assune it's 10 percent, if you nove out on a

linmb and assunme it's 10 percent, that's over the last five

years, one billion servings of ephedra-based products.
And | think that puts us in a perspective. | nean
| ast tinme, before the working group, | noted that--1 believe

it was--Dr. Jasinski again nentioned at that tinme that we
don't know whether we are dealing with a | arge nunbers
probl em when we see this nunber of reports.

And, to the extent that you're |ooking at one
billion servings over five years that may, in fact, be
what's taking place here.

We woul d urge that the comm ttee adopt the working
group's recomendations. W believe that the working group
considered this matter thoughtfully and we believe that it's
a responsi bl e approach.

Omutrition's products have conforned to those
recommendati ons and have done so for years prior to the tine
of the working group's recomendations. And with one
hundred mllion servings our experience is dramatically
di fferent than what woul d be suggested by this report.

We are aware of a few side effects, m nor side
effects by a very small nunber of people. W are not aware
of the types of reports that nmake up the bul k of the
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clinical summari es and adverse event reports that are before
the commtt ee.

Accordingly, we believe that the reason for that
is that we have conplied with the working group's
recommendations. W believe that the | abeling that we have
whi ch has a strong cautionary statenent allows the consuner
to read the cautionary statenent and to not take--and | see
the light's blinking--not take the product where it's not
i ndi cated, not take the product in conbination with certain
other conditions or drugs where it m ght be contraindicated.

And with that, since | appear to be out of tine,
"Il thank the commttee for their time and again urge the
commttee to adopt and accept the working group's
reconmmendati ons as a reasonabl e neasure to ensure the safety
and health of the American citizens.

DR. LARSEN. Thank you

We have tinme for one question. And | would ask
that this question be addressed to the speaker. | can see
where there m ght be questions addressed to other fol ks from
this presentation, but | think we want to hold that until
your commttee discussions. So, if you have a question for
t he speaker, hinself.

Dr. Ziment?

DR. ZI MENT: Al though you say one billion servings
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have been sold over five years, that neans 200 mllion a
year and | woul d guess that the average consuner takes what,
50 to 100 servings, which may nean one or two mllion people
are taking this drug. Now, the real question for ne is what
percentage of one mllion people who take a drug shoul d be
all owed to have adverse reactions before control is taken?

MR BETZ: | would just say that I can't--1'"m not
a doctor--1 can't speak to that issue. | would say, though,
that our estimates, our understanding of the estinmates with
respect to the nunber of people in the United States who are
actual ly using ephedra-based dietary supplenents is higher
than one to two mllion people. It is nore on the order of
perhaps 10 to 20 mllion people, who have used at sonme point
in the last five years ephedra-based suppl enents.

DR ZIMENT: Well, if they do use it, what are
they using it for?

MR. BETZ: Sone people use it--

DR. ZI MENT: Because just--1 wouldn't think
anybody could use a dietary supplenent in one or two doses
and get any benefit. |If you're going to get benefit, you
woul d have to take it for what, a nonth, two nonths?

MR. BETZ: People use the product for different
reasons. Sone people use it for bronchial--

DR. ZI MENT: Not nany.
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MR. BETZ: Sonme people use the products--

DR ZIMENT: No, |I'mtalking about the dietary
suppl enent s.

MR. BETZ: Right. And sone people there use the
product for its stinmulant effect nuch |ike people would take
a cup of coffee. O her people use the product--

DR. ZI MENT: Oh, people take a cup of coffee every
day. So, what |'m wondering about is really how many peopl e
take it on a regular basis and how many of those people are
getting into trouble?

MR. BETZ: Al | can say is the nunbers that we
have | ooked at indicate that the market is between 10 and 20
mllion Anericans that have used the product overt the | ast
five years. And | can't, unfortunately | can't answer--|
don't have the data to answer that question. | don't think
| would contribute anything to the science.

DR. LARSEN. W have two ot her questions.

Are they of this speaker? kay.

Ms. R chardson?

M5. RI CHARDSON: You just nentioned 10 or 20
mllion people have used it over a period of time, but the
guestion is, is, | nmean if the product is working and is so
beneficial then why is there such a large turnover? | nean
are these people, in fact, do they, in fact, stop using the
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product because they have these, as you call them m nor
side effects, which they nay not seek nedical help for or
report to MedWat ch?

MR. BETZ: That's not been our experience with the
pr oduct .

DR. LARSEN:. Dr. Harl ander?

DR. HARLANDER: Can you tell ne if you have a 1-
800 nunber on your products where people who have adverse
reactions can call into the conpany and report those to you?
O, how do you track adverse reactions to your products?
How do people get in touch with you and |l et you know t hat
t hey' ve had a probl en?

MR BETZ: Wth our products, all of the products,
if people are dissatisfied wth the product there is an 800-
nunber. |I'mnot certain if it's on the product or it's on
other materials that they have regarding what's in the
products and the catal og, for exanple. But the way that we
get information about the products is people who take the
products who are dissatisfied wth the product, for whatever
reason, wll report to the conpany and often seek a refund
for the product. And at that tine, sone people wll say
they had this problemor that problem they wll say they
didn't like the taste.

Most of the returns we get are people who say they
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didn't like the taste or thought they didn't | ose weight on
t he product or whatever other thing or benefit they thought
they were going to get fromthe product. The vast majority
of themare not related to the types of reports that are
seen in the advisory commttee's clinical summaries or the
clinical summaries, I'msorry, presented to the advisory
committee.

And those that we have seen, as | said, are m nor
in nature, people who report that they feel jittery or
nervous fromthe product and will return it on that basis.

DR. HARLANDER: But you do track those and keep
t hose?

MR. BETZ: Yes, we do.

DR. LARSEN:. Thank you, M. Betz.

The next speaker is M. Adam G ssen and | only
have himlisted as a product formulator. So, if you would
pl ease nmake clear for the record your affiliation, | would
appreciate it.

Thank you.

MR. G SSEN. Good nor ni ng.

My nane is Adam G ssen. | am a product
formulator. |I'malso a bio-chemst. 1'mhere representing
Omutrition International and | have been invol ved
personal ly in the devel opnent of approximately half a dozen

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




37

di fferent products that contain ephedra al kal oi ds as one of
their ingredients.

And | also testified here approximtely 10 nont hs
ago, as the previous speaker, and raised the question that
"' m al so surprised has not been further addressed to any
extent at all.

That is sinply that up until now ephedra-
cont ai ni ng products have been regul ated as foods just as
ot her dietary suppl enents have. And what was quite
surprising to ne initially was | ooking at the types of side
effects that have been reported many of themdo not fit the
typical side effect profile that you woul d expect from
ephedrine. And, of course, ephedrine has been sold in this
country over-the-counter for many, many decades w thout this
sanme kind of al nost hysterical incidents of strange side
effects that have occurred with products that are used
rat her as food that contain ephedra al kal oi ds.

And what | would think, first of all, as a
scientist looking at that, is that when you have sone side
effects that are unrelated to what you woul d expect from
sonebody that even took an overdose of ephedra--and renenber
there's a long history of use of ephedrine-containing
products, including a long history of people trying to use
t hose products to kill thensel ves--and usually other than
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supportive neasures nost people taking even pretty
astronom cal anounts of ephedrine al kal oi ds usual ly recover
conpl etely, as opposed to sone of the stranger side effects,
many of them occurring fromjust one dose and causi ng

per manent harm

And the issue | raised last tinme that | don't
t hi nk has been addressed at all is that if we are dealing
w th peopl e being harned by a food product why hasn't the
potential cause of the harm been investigated as it woul d be
wi th other food products? What |I'mtal king about is the
presence of other things such as contam nants, both
natural ly occurring mcrobial contam nants, as well as man-
made cont am nants.

Now, we have to renenber that we are dealing with
an herbal product. And nost of this product is produced in
other countries, nanely the Far East. And it's ny
under st andi ng that none of the product that has caused harm
i ncluding harmthat woul d not necessarily be consistent with
harm from ephedri ne or ephedra al kal oi ds, that the
possibility that instead there are other things contributing
to this problem have not at all been addressed, despite the
fact that it is a food product. And this has not only
occurred on the Federal |evel, but also in individual
St at es.
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The other thing that | think is very inportant to
| ook at when you | ook at these injuries is how many of these
are preventable injuries? In other words, how many of these
peopl e ended up harned because they did not follow
reasonabl e cauti on when using these products?

Certainly we can't expect the people trying to
kill thensel ves or people taking sonething |like ephedra
al kal oids with--when | was | ooking earlier I saw one
particul ar case where the person was in a trial for Prozac.
And al t hough the person didn't know if he was in the placebo
or the group that received Prozac while he was taking an
ephedra product, they asked the study coordinator if he
t hought that Prozac coul d have any cause or any relation to
this person's injuries and the report states, no.

And anybody that knows anythi ng about the
phar macol ogi cal profile of ephedra al kal oi ds woul d have to
assune that it's certainly possible that a neurologically
active chemcal |ike Prozac could interact with ephedra or
ephedra alkaloids. And | think that's an inportant thing to
remenber when | ooking at the possibility of contam nation.

Certainly if there are things |ike unapproved
pesticides that are in these products, one would have to
assunme that the neurologically active contam nants could
synergistically react wwth ephedra al kaloids and result in
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side effects or injuries or harmthat would be conpletely
i nconsi stent with what you'd expect from ephedra or that
ot her contam nating agent.

In other words, that the conbination would result
ininjuries that neither ingredient on its own woul d cause.
This has certainly been denonstrated over and over
scientifically wwth other chem cals or ingredients that are
active on the central nervous system And there's no reason
to assune that the sanme could not be true with ephedra.

As far as the recommendati ons, one of the nost
telling things has been the desire to limt the use of
products like this to sone duration of time. This is in
spite of a conplete lack of scientific information
indicating that this nmakes the product safer or nore
effective.

In fact, many of the studies, in fact, all of the
studi es that have been done on ephedra have been done over a
duration significantly |onger than one week. However, what
you can be sure of is that by limting the use to one week
you conpletely negate what the scientific community has been
so excited about in relation to ephedrine or ephedra
al kal oids and that is that these products have negative
t ol erance when | ooking at their effect on the central
nervous system
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And that's one of the things that nmakes sonet hing
i ke ephedra a real poor alternative to speed. People
devel op tol erance very, very rapidly to the effects of
ephedra on the central nervous system especially used
responsi bly, in other words, starting at a | ow dose and
slowy building up to sonme recommended | evel

| can tell you that the people |I've spoken to--and
|"ve spoken to literally thousands of users that have used
products both that |'ve devel oped and ot her peopl e have
devel oped--that the incidents of side effects when used
properly, as |I've just described, and when taken in |ight of
the fact that certain warnings or cautions should apply to
ephedr a- cont ai ni ng products and products that | designed
have extensive warnings, when used in |light of those
war ni ngs and not taken when contra-indi cated, and use
responsi bly over any period of tine, the product is safe.

If you try to limt its use, people are certainly
not going to take sonmething that you want to build up to the
full dose over 10 days to two weeks, that's not possible to
do in one week. And if the incidents of problens with this
product are due to some synergy between ephedra al kal oi ds
and sonme ot her possible contam nants in the products, that
woul d certainly do nothing at all to prevent possible harm
to the public.
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| think that, you know, a good exanple of this and
sonmet hing that | was thinking about is nicotine gum
Certainly gumis considered food and nicotine gumis now
allowed to be sold over-the-counter in this country. This
isin spite of the fact that nicotine is now a recogni zed
addi ctive drug, that's officially recognized. It has been
scientifically recognized for decades.

Certainly if people can responsibly use an
addictive drug that is now a schedul ed drug then certainly
all of these people that have been put together should have
the intelligence to come up with recomendati ons t hat
enhance the public's safe use of these products w thout
unnecessarily restricting their use.

And if our main interest is to protect people from
harm and certainly the biggest problemnow with ephedra
cont ai ni ng products--

DR. LARSEN. Can you please wap it up?

MR. G SSEN. Yes--are the potential for abuse.
Taking this product off the market is going to do nothing
but increase people's interest in obtaining it illegally and
product that is possibly even nore dangerous than avail able
now, and certainly in the case of children--1 will wap up
in 10 seconds--but one of the things |I heard is that since
all the attention on these, you know, herbal ephedra
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products that are supposed to be used as alternatives to
hal | uci nogens, that the actual usage of those products and
interest has increased dramatically.

By applying science to this problemwe can help
peopl e and we can prevent them from harm ng thensel ves. But
we run the risk when being unscientific and reactionary of
actually increasing the potential for problematic use of
ephedra herb.

Thank you.

DR. LARSEN. Thank you

Ch, we got a whol e bunch of questions.

W will start with Dr. Fong. WMake sure you
address your questions to the speaker.

DR. FONG  You spoke with allusion to the fact
t hat perhaps sone adverse events may be associated not with
the product but fromthe source of the material fromthe Far
East by contami nation of pesticides and so on and so forth
and all that stuff. Assuming that you are correct, | am as
a pharmacist, | amvery, very offended that industry, the
manuf acturer do not take responsibility to have quality
control. That you do not do GW, or quality assurance.
Certainly you can detect pesticides and any ot her
cont am nant .

So, excuse ne for being enotional but I do find
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that offensive to pass the blanme onto sonebody el se.

MR. G SSEN. Well, there's no insult intended, if
| can respond. However, | am personally responsible for
sourcing materials for the products | develop. And we have
to renenber that these are food products and herbs are food
products.

And |i ke anybody else that is involved with
desi gning foods--and this would apply to people that are
maki ng processed Anerican cheese as well as people selling
ephedra herbal products--there are unscrupul ous people in
this world. And there's no way around that.

And certainly the conpanies that | represent and
that | design products for strictly abide by GW procedures.
However, there is absolutely nothing in GW procedures that
states that any manufacturer is required--and this goes for
foods, nutritionals across the board--are required to test
any product for the residues of pesticide, herbicide,
fungicides, mcrobial. | nmean literally you are talKking
about sonething that would be so prohibitively expensive.

I nstead, the responsibility is with the regulatory
agencies. That when there is a potential problemwth a
food product, the way that they have traditionally found the
source of the problem and renoved it fromthe market place
is to inmediately assune that any health problemrelated to

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




45

a food product has at |east the potential to be caused by
cont am nati on

And that's what has been shocking to nme, that this
i ssue has not even been addressed.

DR. LARSEN. M. Ford?

MR FORD: M. Gssen, | heard you neke this
assertion the last tinme you testified before the group. And
your supposition is that it is contamnation in these
products that is the basis of a report containing 618
injuries and 30-sone odd deaths? That it's just a case of
cont am nati on?

MR A SSEN. Well, ny supposition is that, you
know, if you look at the report inits entirety, and
certainly there are injuries that have occurred from people
that are strictly related to ephedrine. The question is,
are these people being harnmed at reasonabl e usage?

And | think that a |arge nunber, if not the vast
majority of these cases, are from peopl e abusing the
product. However, there is no reason to not assune that
even at reasonable |levels of ephedra al kal oids the
possibility of some synergistic negative side effect that
could be quite severe could be caused by the interaction of
t he ephedra al kal oi ds which affect the central nervous
systemw th some other contam nant that may affect the
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central nervous system

MR. FORD: Does Omutrition have na huang
products, though? | understand there are injuries listed in
the report that are inaccurate, but do you have any ma huang
pr oduct s?

MR. 3 SSEN. When you say, do | have any, you nean
the conpanies that | design products for?

MR FORD: Well, you identified yourself with
Omutrition.

MR A SSEN. |'mhere today representing
Omutrition.

MR. FORD: Right. So, do you--

MR. G SSEN. They do have products containing ma
huang.

MR. FORD: They do?

MR. 3 SSEN: Yes, they do.

MR. FORD: And do you participate at all in the
i nspection of the materials that are taken in to nmake the
end products?

MR. G SSEN: The materials are both anal yzed by
the primary manufacturer and are--

MR. FORD: Do you participate at all?

MR. G SSEN. Personal ly?

MR, FORD: Yes.
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MR G SSEN. No. |I'ma product formulator. |'m
not an anal ytical chem st.

MR, FORD: Well, maybe you should. And pl ease
when you reference GWs that have been put forward in a
draft format to the FDA by the four cooperating
organi zations that deal wth this issue and we certainly
expect the nenbers of our organizations to neet, if not
exceed, those GWs and we do expect that conpanies are well
aware of their source naterial before anything is made into
an end product.

MR. G SSEN. |, personally, have seen product that
has actually been sent from primry nmanufacturers that took
the tinme to do the right thing and anal yze their products
for mcrobial contam nation that tested positive either for
E. coli, or salnonella where | was actually sent a sanple of
product to look at with the prospect of purchasing it that
was sent along with a certificate of analysis that basically

said this product is contam nated.

MR FORD: | don't think you' re taking ny point.
MR G SSEN:  Ckay.

DR. LARSEN: Thank you

Dr. Inchi osa?

DR. | NCHI OSA: Thank you.

M. G ssen, you nentioned that there were effects
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in the report or adverse reactions which were not consistent
wi th the known pharnmacol ogy of ephedrine al kal oi ds. What
are you alluding to there?

MR. G SSEN. Well, I'mgoing both on the reports
contai ned here and al so the ones |'ve seen from ot her
States. You know, for instance, if you |ook at, you know,
cases of people that have taken say ephedrine sulfate--and
there are cases in the literature of people literally taking
t housands of mlligranms, usually with supportive neasures,

t hese people will conpletely recover

MR FORD: No. It was the other point you made.
You said that there were adverse reactions that were not
typi cal .

MR. G SSEN. |'ve seen things, not typical, that
| ook I'i ke food poisoning. Things that |ooked |ike
chem cally induced hepatitis. Things that you would really
not expect from ephedrine poisoning, but certainly could be
caused by a conbination of--

MR. FORD: Actually, you're incorrect there. The
gastrointestinal effects of ephedrine are well understood.
It has to do with constriction of the nesenteric bed. So,
you do get hepatitis, increase in liver enzynes. You get
all types of gastrointestinal upset.

MR. G SSEN. |'m bal ancing this agai nst cases of
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peopl e taking, for instance, one dose or one serving of,
say, 25 or 30 mlligrans of ephedrine al kal oi ds and
recei vi ng permanent harm

Now, certainly that would not be considered part
of the pharnmacol ogical profile of ephedra al kal oi ds.

MR. FORD: But don't dism ss the gastrointestinal
effects.

MR. G SSEN. Maybe that's a bad exanpl e.

MR. FORD: A very bad exanpl e.

MR. G SSEN. But there are certainly cases of
peopl e receiving harmfrom ephedra products that |ook, you
know, if nothing el se | ook somewhat strange. That they have
aspects to themthat are surprising.

| mean certainly you would have to say that it's
surprising that soneone could take tens of mlligrans of
ephedra al kal oi ds and be so severely harned when we know
that there are people who are routinely abusing it, as well
as people trying to commt suicide, even with pure, you
know, pharmaceutical grade ephedrine sulfate that are not
receiving the sane types of injury or the sane types of
per manent harm

All I"'mraising--1 amnot saying that this is
definitive--but it certainly is a possibility, and if we are
going to be scientific about it, it would certainly be a
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shane to take the product off the market when the problemis
actually one that we're not addressing.

MR. FORD: Yes. But froma scientific standpoint,
t he adverse reactions are consistent overwhelmngly with the
known phar macol ogy of ephedri ne.

MR. G SSEN. You're saying that for every case
that's been found?

MR, FORD: |'mnot saying every case. | was
sayi ng overwhel m ngly.

MR A SSEN. OCh, | would agree. There is
certainly overwhel m ngly people are not being harned. |
certainly would say the vast majority of people--

MR. FORD: | said they are overwhel m ngly
reported- -

DR. LARSEN:. Excuse ne. | would |like to nove on
| know we have got a nunber of other questions here.

MR, JASINSKI: Since you' re a product fornulator,
| just want to nmake sure that--and you are saying you are a
responsi bl e conpany--the question |I have--and see if ny
understanding is very briefly--the herbs are grown by people
sonme place in Asia. You nor nobody from your conpany
nmonitors the growi ng of these herbs or how people treat
these. They are put together.

You buy them what on bid, in this country so you
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don't know what you're buying; and there is no nonitoring of
this and there is no series of analytical chem cal nethods
that you can do to assure the safety or the quality of this.
And then fromDr. Love's presentation--I don't know about
yours--but then we have varyi ng anounts of ephedra al kal oi ds
and other sort of active alkaloids in these preparations.

I's this the case?

MR G SSEN. Well, | neat that's kind of a cursory
explanation. It varies greatly. There are conpanies that
are very reputable that sell high-quality herbal products,
many of which are--

MR, JASINSKI: No, |'m asking about your conpany.
How do you assure that it's a high quality herbal product?
To do that you would have to nonitor the grow ng of this and
who grows it.

MR A SSEN. No. Al you have to do is nonitor
t he end product and basically make sure that the product is
properly analyzed. | nmean basically we have the sane
probl em as people that are selling black pepper in the
supermarket. You know, that's grown in another country, and
it's shipped here in the cargo hold of a ship in sacks and
t he product- -

DR. LARSEN: | don't think we're maki ng nmuch
progress here.
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MR, JASI NSKI : No. It's inconsistent with what

you' re saying. The issue is--we're not talking about bl ack
pepper--1 just want to nmake sure that you're not nonitoring
the end product, and if you are tal king about things--you
rai sed the point there m ght be contam nants for which you
have no chem cal anal yses and no way to--

MR. G SSEN. No, no, | didn't nmean there are--

MR, JASINSKI: And the only way you can do this is

to assure that the product, itself, is safe and nothing is

added.
MR. G SSEN. Certainly if--1 amsorry.
DR. LARSEN. | really would Iike to nove on
Dr. Zinment?

DR ZI MENT: Yes, | just wanted to ask one
question. Wen you say there are serious side effects,
i ncl udi ng suicides, fromestablished ephedri ne products, are
you quoting opinion or verifiable fact that is put out by
t he Poi son Control Centers?

MR. G SSEN. That there have been suicide attenpts
usi ng ephedra products, is that the question?

DR ZIMENT: Well, you said that ephedrine
products have been used in suicides.

MR G SSEN. | was just testifying in front of the
Texas Departnent of Health, they had a case of sonebody t hat

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




53

took 95 25-m I ligram ephedrine sulfate capsules in a suicide
attenpt and other than a two-day stay in the hospital the
person conpl etely recovered.

DR. ZIMENT: But is there nore than one case?

MR G SSEN: Oh, there certainly is nore than one
case.

DR. ZIMENT: And are they reported to where we
could verify it in the literature?

MR G SSEN: | couldn't personally point you in
the direction but I'msure that both the FDA has cases of
people and certainly I know that energency room physici ans
have to report suicides to sonme reporting agency. So, there
shoul d be a pretty good conpendi um of the total nunber of
attenpted suicides that are recorded each year that are
known to be due to ephedrine or ephedra.

DR. LARSEN. | would really like to nove on now,
pl ease.

The next speaker is M. Stephen Shapiro of Bass
and U |l man in New York

MR. SHAPI RO  Good norni ng.

My nanme is Stephen Shapiro fromthe |aw firm of
Bass and U I man. | am appearing here today on behalf of a
nunber of distributors and retailers, all of whom
responsi bly market and distribute dietary supplenments which
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contain ma huang, also known as Ephedra seneca. Rightfully,
there is a concern about the possibility of alleged adverse
reactions associated with the consunpti on of food products
cont ai ni ng ephedra al kal oids. Were there is a possible
connecti on between consuner products and adverse reactions
it is always appropriate to proceed with caution and the

ut nost care.

At the sane tinme, however, we nust not |ose sight
of the possibility that the reported consuner injuries nmay
be the result of m suse rather than correct use. Al so,
| ooki ng at energency roomstatistics, | would |like to point
out that the enormty of the reports of m suse of such
products as aspirin, acetam nophen and i buprofen should be
of a far greater concern.

We are here today in support of ma huang products
and ma huang extract products which contain only naturally
occurring ephedrine alkaloids. As we are all well aware
there are hundreds of dietary supplenent products being sold
whi ch contain ma huang and it is clear that these products
are widely sold and consuned by | arge nunbers of people.

The estimates that | saw were that on any given
day at least 5 mllion people consunme a nma huang contai ni ng
product. Cbviously we have heard estimtes both higher and
| oner and | cannot give you an exact nunber.
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But with such a long and wi de history of use there
is a need to have a thorough understandi ng of the basis and
underlying facts between the all eged adverse reaction
reports which are constantly being cited and which are of
conparatively recent origin. For exanple, how many reports
are for insomia, an expected effect not an adverse reaction
whi ch can be renedied by sinply not taking the product |ate
in the day? How many indicate product abuse? How nmany
contain insufficient information to determ ne what the cause
was?

The speci al working group of the Food Advisory
Comm ttee of the Food and Drug Administration net in 1995
and determ ned that at |east many of these anecdotal reports
of injury do not withstand scrutiny. The special working
group concl uded that ma huang products do not present a
significant or unreasonable risk of harmwhen sold with
conservative dosage limtations, accurate |abel information
and adequate warni ngs.

We agree wth the findings of the FDA Wrking
Group and submt that ma huang, when responsibly used, and
appropriately | abeled is safe for consunption as a food and
as a dietary suppl enent.

Any conmplaints that our clients have received
regarding their ma huang products have been m ninmal and
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uneventful and are primarily the reports of insomia which
are renedied by telling the individual not to take the
products after 4 o' clock in the afternoon.

Until recently there was a question whet her
warni ng | abels could properly be placed on dietary
suppl enents. This issue was resol ved when Congress passed
the Dietary Supplenment Health and Education Act of 1994.
The Act, anong ot her things, anended 21 U.S.C. Section 343,
to add the followng: "A dietary supplenent shall not be
deened as branded solely because its |abel or |abeling
contains directions or conditions of use or warnings." It
may be that ma huang was one type of dietary suppl enent that
Congress had in mnd when it said that warnings included on
di etary suppl enent | abels shall not per se render a product
a drug.

Clearly it was contenplated that sone dietary
suppl ements coul d have potential side effects and that
war ni ng statenents woul d be appropriate. W respectfully
ask the Food Advisory Committee adopt the recommendations of
t he special working group. There is still no justification
for taking any different action at this tine.

There has been an overreaction of reports of
i ncidents which repeatedly have been shown to be the result
of sonething other than the responsi ble consunption of a
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food product containing ma huang or ma huang extract.

Most food products can be safely used and consuned
by the vast nmpjority of the population. Sone w dely
consuned food products, however, can have serious side
effects in sone individuals. Dr. Jones, yesterday,

di scussed cases of uncooked chicken. There are al so people
who have severe reactions to such comon products as peanut
butter, shell fish or dairy products, yet, these can be sold
W thout restrictions. Aspertane and ol estra have caused
adverse reactions and they can be sold for use in food with
an appropriate | abel statenent.

W would also briefly like to nake a poi nt
concerning the wdely reported death of the coll ege student
in Florida on spring break. It is tragic that a young
person died. However, it has also been widely reported that
t he individual ignored clear warnings on the product and
took at |east twice the daily dose all at once. Those sane
reports indicate that his conpanions all took three tines
the daily dose without incident. |In addition, according to
the police report, cannabis and another product, Nexus,
consi sting of the herb kava-kava were found in the hotel
room

It is noteworthy that the autopsy report contains
no findings at all relating to the presence of other
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subst ances such as cannabi s, cocai ne, anphetam nes or
barbiturates. It appears that no tests were perforned for
the presence of these and ot her substances which is npst
certainly very strange.

Yesterday, Dr. Love said that the tests were
performed. |If so, the results were not nade a part of the
autopsy report. |Is there any further information that FDA
coul d supply? Has this information been supplied to the
menbers of the committee?

Wth that in mnd, can it be stated with any
degree of certainty that na huang was the sole cause of the
death in question? | raise the question, | don't have the
answers.

The Ad Hoc Committee on Ma Huang Safety submtted
to you as part of their package the declaration of Dr.
Joseph Brazelica, a toxicologist, which sets forth many
deficiencies in the autopsy report and concludes, "That it
is not possible to determine fromthe report of autopsy to a
reasonabl e degree scientific certainty that the cause of
death was the ingestion of sonme quantity of a product
cont ai ni ng ephedrine.”

In addition, an FDA spokesperson, Judith Fal k, has
been quoted in newspapers as saying, "There has al ready been
one death directly related to taking nore than the | abel ed
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dose and there were 15 other deaths associated with the use
but the causality has not yet been established.™

DR. LARSEN: You have about one m nute.

MR, SHAPI RO. Okay. W nust question whether any
i nci dent has been directly related to a ma huang product and
appreci ate FDA' s acknow edgenent that causality has not yet
been est abl i shed.

Certainly any death or serious incident is of
enor nous concern and a great tragedy. They are not to be

trivialized. Yet, we keep hearing that the deaths are

"associated with the use of ma huang products.” Associ at ed.
|"mnot a scientist or a doctor, |I'mnot sure what that
nmeans.

In closing, nothing has changed since | ast Cctober
and there is no reason to believe that the Special Wbrking
Goup's findings are not as valid now as they were when they
were first made |last year. W ask that FDA consider al
factors before taking any action which would unduly restrict
the sale of the extrenely popular and safe dietary
suppl ement s products.

Thank you.

DR. LARSEN:. Thank you

DR. CLYDESDALE: Excuse ne, could we have
clarification on that autopsy report?
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DR. LARSEN. Could we hold that question until we
get to the discussion?

DR. CLYDESDALE: Surely.

DR. LARSEN. Thank you

M. Gordon Peterson from Eola Products, Inc., St
Ceor ge, Ut ah.

Agai n, please record for the record your nane and
affiliation and since, for sone reason ny little stop-1ight
timer has gone out on ne, | will be timng you and letting
you know by the m crophone.

MR. PETERSON: Thank you.

"' m Gordon Peterson and | work in the nutritional
suppl ement i ndustry. My background of education is | have a
bachel or's degree in biology/chemstry, a naster's degree in
cardiac rehabilitation therapy and nmy doctoral work is in
medi ci nal toxicology where | studied natural products.

Before | took employnment in this field, for ny own
conscience | needed to know that these products were safe.
Here are sonme facts that convinced ne that ephedrine,
ephedra coul d be safe and to what |evels? | hope these
facts can be beneficial in your process of making up your
own m nd.

" mjust going to wal k through the process | went
t hrough to convince ne of what |evel ephedrine can be safe.
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| first decided to |look in the nost credible nedical

t ext books | could find so | went to the Merck Manual and |
found that the LD-50 or the |lethal dose 50 or the dose at
which it takes to produce a death in 50 percent of an ani nal
group was 650 mlligrans per kilogramin rats. And | then
decided | would | ook at what is considered the

phar macol ogi cal bi ble, Goodnan's and Glman's, in their
book, Pharmacol ogi cal Basis of Therapeutics, and found
ephedrine listed as follows and | quote:

"The usual oral dose is 25 to 50 mlligrans
repeated every three to four hours for a 150 to 300
mlligrans per day dose." | then decided to take an
approach that the physicians mght take and | | ooked in the
Ameri can Hospital Association's Hospital Formulary which
recommends the foll ow ng:

"The usual adult dosage is 25 to 50 m|ligrans
every three to four hours.” That's a direct quote. Another
guote fromthis American Hospital Association's Fornulary is
as follows and | find this to be as valuable to this
di scussion as anything el se and | quote:

"For self nedication in children 12 years old and
ol der, the usual dosage is 12.5 to 25 mlligrans every four
hours.” Let me repeat that, for self nedication in children
12 years old, ephedrine is found to be safe at 12.5
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mlligrams to 25 mlligrans given every four hours.

M nd you, this is based on clinical trials and
proven by physicians over tine. It goes on. 1In the
Hospital Fornulary, it also states: "For children 6 to 12
years of age, ephedrine is safe at 6.25 to 12.5 mlligrans
every four hours.”

It goes on: "To be safe in children two years of
age they may receive 2 to 3 mlligrans per kil ogram of
ephedrine in four to six divided doses."

| just want to remind you that this has been
denonstrated to be safe in children two years of age and at
the 25 mlligramlevel for self nedication in children

| then decided | wanted to nmake a review of the
nmedi cal journals that were available so | went through the
medi cal journal study and I found in an article published in
the Journal Allergy and Cinical |Inmunology 1988, it was
witten by two Ph.Ds, and seven nedi cal doctors anong
others. In their study of 373 pregnancies, taking
ephedrine, ephedrine use was found to be safe.

It goes on and says no conplication or congenital
mal formati ons were found and it was noted that no ot her
probl enms occurred. There are few substances that have
denonstrated or proven this |evel of safety.

Anot her study. This one conmes fromthe
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I nternational Journal of Cbesity 1993, and | quote:

"We concl ude that the ephedrine/caffeine
conbination is safe and effective in long-termtreatnent in
i nprovi ng and mai ntai ning weight loss.” It goes on, another
di rect quote:

"The side effects are mnor and transient and no
clinically relevant w thdrawal synptons have been observed."”

Anot her study, ephedrine is not very toxic. The
m nimal fatal dose being 100 to 145 mlligrans per kilo in
rats, smaller doses were apparently harni ess.

Now, the interesting thing about this is that it
comes fromthe Journal of Pharmacol ogy and Experi nental
Therapy and was published in 1924. Ephedrine has been
publ i shed to be safe and the level to which it is safe since
1924.

By the way, 97 percent of ephedrine is excreted in
48 hours. That conmes fromthe European Journal of Cinica
Phar macol ogy published in 1975.

After the nedical literature review, | still
wanted to know i f ephedrine was safe. So, at the request of
the conpany | worked for at the tine, | asked if | could do
a study nyself. By the way, the study is published and it's
found in Fundanental And Applied Toxicol ogy, Vol. 30, page
111, published March 1996. This is current literature.
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And in this study | tried to find the nost
credi bl e | aboratory possible. | chose Uah State University
and the principal investigator was Dr. Robert Sidwell, a
former chairman of the National Institutes of Health and
he's presently N H-funded.

In this P-3 laboratory, he perfornmed a toxicol ogy
experinment on our dietary suppl enment containing ephedrine.
The reason why | did that was because | didn't want to base
it on ephedrine in any other formthan the exact form we
wer e gi Vi ng.

The results are published and they are as foll ows:
The LD-50 for ma huang powder extract in BALB/C mice is
4,000 mlligrams per kil ogramper day. The LD-50 for
ephedrine al kaloids in ma huang in mce was 360 mlligrans
per kil ogram per day. The LD-50 for the plant, ma huang,
woul d be about 1998 m | ligrans per kil ogram per day.

| f you used the fornula derived by Dr. Frierich at
all, published in Cancer and Chenot herapy Reports, Vol. 50,
publ i shed in 1966, to calculate the quantitative toxicity
data, based on surface areas between m ce and human speci es,
you find that the LD-50 for nma huang powder extract is
calculated to be 333 mlIligrans per kilogram per day. And
for ephedrine alkaloids in ma huang it is 30 mlligranms per
ki | ogram per day.
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Now, to put all of that--

DR. LARSEN. Can you please wap it up?

MR. PETERSON: Yes, I'msorry. To sunmarize that,
this means you woul d have to take at |east 300 capsul es of
t he exact product we're selling to find an LD-50. Basically
| believe these are facts based on published scientific
studies, clinical trials and nedical fornularies and they
val idate the decision fromthe Ephedra Wrking Goup of |ast
year which is that 25 mlligram dose or 100 per day of
ephedrine is safe and is published to be so even in self-
medi cating children.

In sunmary, 25 mlligrans is published to be safe
during pregnancy, to devel oping fetuses, in conbination with
caffeine, in children, and in self-nmedicating children and
has been proven to be so since 1924.

Thank you.

DR. LARSEN. Thank you, one question.

Dr. Ceorgitis got his hand up first.

DR GEORA TI'S: Your quotations about the dosing
in children is correct, but do you understand that this is
for a specific condition? And, in addition, you need to be
aware that children do not self-nedicate thenselves, the
parents give themthe nedication

MR. PETERSON: Yes, sir. And | apologize if |
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msled you. | did not intend to do so. | just tried to
make this as short and conci se as possi bl e.

DR. LARSEN. Ckay, | wll let Dr. Hui and then Dr.
Appl ebaum and then we will go on to the next speaker.

DR HU: | felt that what you have put together
is very useful for us but these are literature witten for
prof essionals by scientists and it's used to treat diseases.
There's nothing that's really safe. | think it's all risk-
benefit ratio. For, you know, the patients that really have
a life threatening disease, the doses used are relatively
safe but it's not safe. It can still lead to side effects
and I think we wll need to take this into consideration.

DR. LARSEN. Thank you

Dr. Appl ebaun?

DR. APPLEBAUM M. Peterson, | was just wondering
if you would corment on the netabolic profiles, the
simlarities or dissimlarities between the nouse and human?

MR, PETERSON. |'m not sure exactly what you are
asking for. In the interest of tine, | would suggest that
we | ook at the nost inportant thing, that it was
denonstrated to be safe at a certain level. The netabolic
simlarities have been denonstrated to be simlar in the
i mmune system and sone things in netabolic have definitely
been different from nouse to humans.
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So, yes, there is a question as to whether they
are exactly convertible fromnouse data to human data but in
the interest of not having to performa human LD 50 the
nouse data is a cl ose approximtion.

DR. APPLEBAUM No, no, |I'mnot suggesting an LD
50 for humans. [|I'mjust wondering in terns of the
suitability of the species to extrapolate fromthe nouse to
man in assessing the LD 50.

MR. PETERSON: | thank you for bringing that up.
| referred to Dr. Frierich in his publication in Cancer and
Chenot her apy Reports 1966, where he published and it has
been accepted to the nedical literature, the ability to
convert by the factor given in that study from BALB-C m ce
to humans and the formula by which you do so.

DR. APPLEBAUM But was ephedra the chem cal that
he was al |l uding to?

MR. PETERSON. Ch, no, it's a generality. And I
appreciate that conmment. It is, in fact, a generality
meani ng when peopl e convert basic doses from human to nouse
or to rats or to horses there is a generalized conversion
rate to do so.

DR. APPLEBAUM No, no, but ny question is, is the
nmouse simlar enough to man to permt you to make that
extrapol ati on?
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MR PETERSON: Ch, the BALB-C nouse has been

denonstrated to be as conparable to man in many different
situations. |In fact, it nmay be one of the if not the nost
used ani mal for that purpose.

DR. LARSEN: May we nove on?

DR. CLYDESDALE: | just wanted to clarify that the
nunbers you gave are all based on the conpound being treated
and considered as a drug, correct?

MR, PETERSON. Most of the nunbers were, yes, sir,
except for the experinment which | perforned with Dr.

Si dwel | .

DR. CLYDESDALE: Right. And that woul d assune
then that if it was treated as a drug that it would be
regul ated as a drug. So, the safety nunbers they came up
with are based on an assunption that the conpound in
guestion is regulated as a drug, is that correct?

MR. PETERSON. That woul d be correct.

DR. CLYDESDALE: Thank you.

MR. PETERSON: | was just trying to denonstrate a
safety level by which you m ght gauge sone |evel of fact.

DR. LARSEN: Thank you

| want to nove on to the next speaker but this is
for you if, while we are working wth the next speaker, if
you have these LD figures in hard copy, if you could provide
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themto the staff to make copies for the commttee.

MR. PETERSON: | will do so.

DR. LARSEN. Thank you

The next speaker is Dr. Calvin MCausland from
Enrich International, Orem U ah

DR. McCAUSLAND: Thank you

| work for Enrich Corporation. | ama graduate of
Bri gham Young University in Provo, Utah, in the area of
chem stry and | amalso a Lt. Col. in the United States Air
Force, a scientific officer. That is in reserves.

It is a great tragedy, in fact, it's listed as the
greatest tragedy if one | oses one's spouse. That can be
conmpounded when it's in the prinme of life, 36 years old, a
perpetual bride, with five children aged 3 to 11.

It's heart-wenching to look into the fact of a
child full of tears asking about nom \Were is she? | ama
man acquainted wth grief. MW wfe died not of abuse, she
died as the result of a chenotherapy incident to cancer.

And | would not trivialize the |oss of anyone. But
obj ectively, science nust detach thensel ves sonewhat from
enotion and | ook at the facts, the scientific facts.

And if you | ook at the 20-year old in Florida and
t he autopsy report, you will find reasonabl e doubt. That
reasonabl e doubt has been spelled out by Dr. Borzelica, from
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the Medical College of Virginia and it's in those three
vol unes that you have before you

There are other deaths that have been |isted that
have reasonabl e doubt. They took ephedrine a week before,
reportedly. There is none in the tissues of the autopsy.
Reasonabl e doubt.

The one in Boston did not have a chance to have
our experts |l ook at--soneone playing tennis who died of an
infarction. The head of regents at the University from
which | graduated, made this follow ng statenent with regard
to sickness. "W should do all we can for ourselves first.
Dieting, rest, taking sinple herbs known to be effective.”

That's the wi sdom of a sage. He goes on |ater,
before we turn to our skilled and hel pful nen who can hel p
us so wonderfully with their powerful nedicines. Science is
the pursuit of fact. Politics is the pursuit of conprom se.
El i zabeth Yetl ey has asked you to determ ne on the facts,
the scientific facts. And the fact is that dietary
suppl enents are nore than foods. That's why we have this
new | aw cal l ed D etary Suppl enent Health and Education Act,
seeking protection under that |aw from bureaucratic abuse
that has occurred in the past. And the fact that herbs have
t herapeutic value is well-known and comonly known.

Ephedra is no exception. You could pick any of
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800 herbs and be here on the same thing, and pepper would be
i ncluded. Qur conpany does sell ephedra. |It's not our
maj or product, it's not even the bul k of our product.
Actual ly we have several products in that category.

We sell products in Canada, M cheline Ho is not a
name unfamliar to me. And we have drug identification
nunbers for those products. W do GWws. W do assays. W
assay the anount of ephedrines by high performance |iquid
chromat ography. W test for bacteria with the ELIZA net hod,
that's the enzyne-linked i mmno-assay.

| would Iike to say sonet hi ng about support.
Renmenber Dietary Suppl enent Heal th and Education Act got
nore support than any other issue, nore letters sent to
Congress supporting the general people supporting that.
Maybe because in the findings of that Act, it says, 50
percent of the 260 m|lion population use vitamns, mnerals
and herbs or what are now known as dietary suppl enents.

And in Chio, where they did | egislate against it,
| would |ike to make one remark. W have proposed
| egislation there and it has now passed the house, exenpting
Chi nese ephedra and its concentrates, and it passed the
house 87 to 7. The people once again made a point.

| have nmet K. K. Chen. He's the individual who
t ook ephedrine fromephedra and nade it a drug. W need to
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| ook back the other way. |If that is where it cane from is
it still not a safe herb or an effective herb | neant to
say.

Now, | would like to refer back to D etary
Suppl enent Heal th and Educati on Act because the burden of
proof in Section 4 places the burden of proof squarely on
the FDA. And this applies to ephedrine and ephedra in
di etary suppl enents.

| have noted, during these hearings, a |ot of
politics and not too nmuch science. The LD 50 of 650 was not
even given. The information fromthe fornulary concerning
two year olds and no one has explained the fact that three
mlligranms per kilogramis allowed for children as opposed
to .7 for adults. | nean why the descendi ng anount.

You asked about the nouse nodel. Yes, there is
differences in the enzymati c processi ng of ephedrine by mce
and nmen but that does not conprom se the data that nuch.
The whoopi ng cough tested in China in 300 chil dren ages
three to five, it was found to be very effective.

The nonograph fromthe FDA suggests that 50
mlligrans a day, 150 per dose in the assay, that's where
the data came from The nunbers are there, they were there
in the past. They are still there. Wat changes is
conprom se. The facts don't change.
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M. Fong even reported that three grans is the
traditional herbal nmethod. Three grans at 1.5 percent is 45
mlligrams per dose, per day. \Watever, |'mnot sure what
exactly it was reported there, but 45 mlligrans. And I
support the Wirking G oup's last conclusion, 25 mlligrans
per dose, 100 per day.

There's a dilemma here. If you reduce it to a
poi nt of safety then you |ose efficacy and the industry
| oses custoners for reasons that it no | onger works. And,
yes, I'msaying that they are efficacious, and I think
third-party literature is allowed in the FDA indicia.

And | do have sonme nunbers with regard to the
exposures and what that nmeans in people days but |I'm out of
time and if you would like to ask ne that question | would
wel conme it. But I would like to rem nd you again, Section
4,: "The safety of dietary supplenents and burden of proof
on FDA." That's where the burden of proof is. That's where
you need to hear it from

Don't let them you know, they're asking well,
have industry give us the information. There's been a
paradi gm shift, gentlenen, the paradigmshift is now here is
where the proof has to conme fromand |I've heard gross
negligence in ternms of |ack of references, including the
saf ety evaluation right here--conclusion, the majority of
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adverse events appears, and there is not one scientific
reference in here. There are scientific references and they
are being ignored. Science is the pursuit of facts.

Thank you very nuch.

DR. LARSEN. Thank you

One question. Thank you.

W have two nore speakers and | think what | want
to do is try to get through the two nore speakers and then
we w il take the m d-norning break.

The next speaker is M. Bill Appler, the Executive
Director fromthe Ad Hoc Conmttee on the Safety of M
Huang.

M. Appler, you have a presentation that's going
to take about seven and a half mnutes. And you're the
person that had the letter fromthe gentlenman that |
over|l ooked, Dr. Graham Patrick. How |long do you think that
woul d take you?

MR. APPLER If | were to add the remarks that |
have to nmake because of that confusion, |I think it would
probably extend to about 10 or 11 mnutes with your
i ndul gence.

DR. LARSEN: Ckay.

MR. APPLER: Thank you very nuch.

I"mBill Appler co-chairman of the Ad Hoc
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Commttee on the Safety of Ma Huang Ephedra Herb. The
commttee was forned in April of 1995 when the State of
Texas first proposed to restrict the sale of dietary
suppl enents contai ni ng ephedra herbs. The proposal was
| ater w thdrawn.

Qur commttee is unique because we have focused
our efforts solely on devel opi ng and di ssem nating the
traditional fornms of safety and toxicity data that bare on
the safety of any ingested food ingredient. To that end, we
comm ssi oned two separate independent scientific literature
reviews on ephedra herb and ephedrine. W reviewed the
Nat i onal Toxi col ogy program ani mal studi es on ephedrine done
in 1986. And we comm ssioned an original aninmal study on a
typi cal ephedra herb product, nephogen in rats, mce and
dogs, all which are negative. And we subjected to carefu
i ndependent written toxicological reviewfirst the FDA's
1994 health hazard anal ysis; second, it's the 900-so-called
Texas injury reports reflected in the material that M.

Cul no di scussed yesterday. W al so had toxicol ogists | ook
at three of the nost prom nent deaths that have been
publicly associated with the products--the only two
mentioned in the health hazard analysis by FDA and the two
menti oned | ast week by the Center for Disease Control, as
wel |l as the Peter Schlendorf matter which has brought this
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matter to the forefront again and other materials baring on
injuries.

We al so comm ssioned a retrospective study of
235, 000 Canadi an users of a typical ephedra herb weight |oss
product to evaluate whether the reported results in Texas
woul d be seen when you | ooked critically and directly at the
results of ephedrine ingestion.

The results of our work in three volunmes, about
1,500 pages, was submtted to the commttee | ast year, as
you will recall. This year, for your consideration we have
gi ven you an expanded, revised, with additional material and
nost hopefully nore user-friendly formof sone of these
materials. W Dbelieve they show that when taken in
accordance with recommended doses and | abel i ng, ephedra
herbal products, primarily sold for weight |oss, energy and,
to sonme extent for performance enhancenent, are safe at the
| evels this conmttee recommended or, at |east discussed, |
think nore properly |last QOctober.

Vol . | contains our expert's review of the adverse
injury reports and the all eged deaths. W had agreed with
M. Young of NFA quite a while prior to this neeting that
t he doctor who spoke yesterday would | ook at the FDA reports
with | ess enphasis on Texas and our toxicol ogi st woul d | ook
at the Texas reports. Those reports are in the Appendi x as
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A and B and No. 1.

Vol. Il contains the two separate scientific
literature reviews we comm ssioned. Vol. 11l contains a
summary of the NTP animal studies as well as our own ani nmal
st udi es.

These all contain a speaking index. That is an
i ndex whi ch sunmari zes each docunent in the volunme. W have
made these indexes and Dr. Patrick's recent review of the
new Texas data available in the colored fol ders we put
outside for nenbers of the public or anyone who woul d care
for that. |If you would like to see our full report which we
distributed to each conmttee nenber, see ne if you woul d
like to get that.

Agai nst this background | hope to offer today, in
the brief tinme allotted to the commttee and to Dr. Patrick
sonme explanations and interpretations of the scientific
evi dence that our commttee has gathered which we hope wl|
aid you in reaching a consensus recomendation to the Food
Conmittee and then to the FDA. On the whole, it is our
recommendati on that you adopt as soon as possible the
consensus reconmmendati ons reached at your October neeting
and reflected in Dr. Larsen's mnutes, supplenented as you
may think appropriate by sone of the consensus suggesti ons,
addi ti onal suggestions made by the industry yesterday.
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And | just want to urge personally and sonewhat
parenthetically the need for this commttee and the ful
commttee in the FDA to nove ahead with these
recomendat i ons because, as you know, the industry is eager,
wi lling and noving ahead on its own program of inplenenting
regul ati ons.

A nunber of the products on the table yesterday
contained |abeling that is no longer in use. For exanple, a
nephogen product, the product which was tested in our
studi es, now contains |abeling indicating how many
mlligranms of caffeine and how many m | igrans of ephedrine
are contained in each dose. Very specific information of
the sort that the commttee would |like to see. It also
cont ai ns extensive warnings which were not on the bottle
that were collected | ast year because they were not on the
bottle at that tine.

It seens to ne that the basic principle of
t oxi col ogy is dose nmakes the poison. And it reflects the
fact that al nost any chemcal is safe at sone |evel and
hazardous at sonme level. So, caffeine, while viewed as the
safe food ingredient, sends thousands of Anerica's to
enmergency roons for treatnent every year. Caffeine, niacin,
and ot her safe food ingredients cause nunerous adverse

reactions.
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For exanple, in the Texas reports of 900 injuries,
the largest single category of injuries is reported to be
niacin flush a response not to the ephedrine but to the fact
t hat when the product was reformul ated, niacin was added to
it apparently in higher doses than m ght have been ideal.

So, one-ninth of those Texas injury reports, 900
reports, are niacin-flush related reactions which probably--
and | say this advisedly--probably have very little to do
wi th the ephedrine.

Traditionally toxicologists begin to assess
possi bl e risks froma dietary suppl enent by |ooking at any
exi sting FDA or other requirenents for that ingredient. In
the case of the ephedrine conponent regarded as the nost
active in an ephedra herb product, FTC s OTC nonograph
decl ares that for use by heal th-conprom sed asthmati cs,

i ncludi ng nysel f, ephedrine ingestion is safe when sprayed
into the bronchial tubes in 25 mlligramsingle or divided
doses and is safe up to 150 mlligrans per day. | didn't
bring ny atom zer with ne but | have used it off and on for
perhaps the last 20 years for mld asthnma.

Wiile there is a proposal nentioned in passing
yesterday to withdraw ephedrine fromthat status, the
i ntroduction of that proposal explains that the reason for
t he proposal is DEA s concern about diversion of ephedra
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intoillicit drugs. | find it difficult to believe on any
scientific or toxicological basis that nmy ingestion by

i nhalation in a health conprom sed popul ation, 25 mlligrans
singl e dose, 150 a day, is safe as declared by FDA and its
experts. But that oral ingestion at the |levels you
recommended | ast October 20 mlligranms of ephedrine

al kal oi ds, 25 total al kal oids, AD/ 100 per day, is possibly
the hazard that FDA has tried to present it as.

If that were so, we would be seeing literally
t housands of injuries anong the tens of mllions of daily
users of bronchodil ator products. Needless to say, despite
the far nore sophisticated system FDA has for capturing drug
reactions, no such substantial reports for bronchodil ator
use have appeared.

After the sort of prelimnary review, the nentors
who taught nme nmuch of the food toxicology |I know-Dr. Bernie
Ozer--now deceased--Dr. Joseph Borzelica, individuals well-
known, frequently used by the center, Dr. Shank and ot hers,
as experts explained to ne the next source of information on
possi ble risks froma food or food ingredient is the
scientific literature concerning that ingredient. So we
comm ssi oned what is alnost certainly the nost conprehensive
reviews of the literature on ephedra herbs and ephedrine
ever conducted. They run to about 100 pages in Vol. Il, and
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we included several hundred of the original articles in the
vol umes we gave you | ast year so you could | ook up the
articles and confirmthat it says what the author of the
revi ew says.

Significantly, the review of adverse events
presented by FDA yesterday did not back up its asserted harm
from ephedra products at the | ow dosage you recomrend with
any supporting literature.

| ndeed, you will recall fromDr. Love's
presentation what you will recall are three slides, seeking
i n advance to underm ne the inportance of the several dozen
wei ght | oss studies discussed in the literature reviews,
st udi es conducted at single doses of 44 to 50 mlligranms of
ephedrine for up to 26 weeks with no reports of any serious
adverse effects.

|f, as FDA clains, there are exanpl es of otherw se
heal t hy young nen and wonen suffering serious or fatal
adverse incidents upon first taking or shortly after first
taking this product it is inconceivable that the same effect
woul d not have shown up sonetine in sonme clinical study or
el sewhere in the literature

DR. LARSEN:. Can you nmake the transition to the
letter?

MR. APPLER:  Shortly.
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I f you can give ne 30 seconds. Dr. Love's point
in this regard yesterday was that the inclusion criteria for
clinical trials nay screen out those who are at greater risk
for adverse events but, first if that is so, then the
clinical patients would be precisely the kind of remaining
patients in which these adverse events are supposedly seen.

Second and far nore inportantly is the industry
was urging FDA to provide | abeling on these products so that
t hose who should not take themw || be excluded. W urge
the conmttee to do that.

A fair summary of the literature is in Pentel's
article, Toxicology of Over-The-Counter Stinulants, JAVA,
252, 1898-1903, 1984. Dr. Pentel concludes: "Toxic effects
may result from over-dose, drug interactions or a disease
t hat causes increased sensitivity to these products.”

Over-the-counter fornulations may contain up to 30
mlligrams of ephedrine and doses up to 60 mlligrans
generally do not increase blood pressure. Doses of 60 to 90
mlligranms produce only small increases in heart rate.

| wll skip over the material on the aninal
studies which is in our reports and that brings nme to the
results of our review of the Texas cases.

This is what Dr. Patrick woul d have presented.

The concern with ephedra herb does not seemto
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rest on either the scientific literature, reports of
incidents there, clinical studies of ephedra or ephedrine--
there was one study done in the literature on the ephedra
product, itself--nor, upon aninmal research identifying any
risk. The FDA' s drug center continues to allow health-
conprom sed asthmatics, like nme, to inhale 25 mlligram
doses up to six tines a day.

The only thing supporting any concern about
ephedra dietary herbal supplenents are these injury reports
coll ected by FDA, nore than 40 percent of which originate in
the State of Texas. As you nay have observed or nay have
pi cked up from M. Culnp's presentation yesterday, these
reports have allegedly been reviewed or nore correctly
summari es have been reviewed by the Texas Medi cal
Associ ati on by a panel of doctors in the Departnent of
Heal t h.

The reports of those two groups state that they
revi ewed over 900 incidents and that nunber is roughly equal
to what Dr. Patrick saw down there when he reviewed it. The
problemis that the Texas results, including 900 cases,
begin with 300 cases for Formula One which are based on the
fact that under the settlenent agreenent between Texas and
Formula One, Forrmula One is required to report to the State
any time a product is returned for any purpose that mght in
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any concei vable way be a health risk.

If I may for a mnute read you sone of those 300
cases treated by the Texas Medical Association as adverse
injury reports. Page 5692, so you can identify what |I'm
tal king about, | read articles put out by the FDA and the
custoners woul d not take the product after reading this
article, therefore, I"'mreturning it. That's one of the 900
reports.

| returned it because of mld headaches and news
rel eases. 5735, there was a news bulletin on Channel 4 that
told of serious side effects. 5737, | read an article in
t he paper that caused nme to renenber | had once had toxic
reactions to the products. |If you go through Dr. Patrick's
nore detailed analysis in sub-A of Vol. I, | think you wll
find a great deal of concern about these 900 reports.

My personal concern is how any physician could
| ook at those and say, well, there are 900 reports of
injuries.

The next block--and it 100 of those 300 are niacin
rush--the next block is 400 reports sent in by the Texas
Poi son Control Centers. Let ne summarize one of those,
al t hough Dr. Patrick points out, they are virtually all for
OTC products that, under the Texas proposal, would remain on
t he market.
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The two reports from 1996 are the North Texas
Poi son Control Center reporting a total of 94 incidents
reported to that center during cal endar 1996, the current
year. And 22 of those were for OIC products, such as No-
Dose, the largest particular product identified. And 66
were for Mni-Thins, a product consisting entirely of
ephedrine sulfate, | believe, in 25 mlligram doses
unl abel ed.

That means of the 94 reports in the Poison Control
Center for North Texas, there were exactly two that were
related to herbal and two others related to ma huang. |In
every one of those cases, as Dr. Patrick points out, there
was no permanent injury of any sort and all the results seen
there were mld. So, that takes care of 700 of the 900
Texas reports.

H's report goes on to explain the others. The
| argest portion of the others and alnost all the critical
ones are what are called in Texas TDPA reports. Before you
may sue a conpany over its product, you nust send them a
| etter saying that you plan to on behal f of whom

None of these |letters indicate what the condition
is other than the patient was sonehow i njured. The fact of
the matter is that the reports in Texas--and | encourage any
of you to do down there and | ook at them-are absolute, if
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not fabrication, at |east very, very over-hyped to this
comm ttee.

And that was not--

DR. LARSEN:. You've had nearly the full tinme for
two speakers, can you wap it up, please?

MR. APPLER  All right. | would |like to close
just making two points. Your device center of FDA is having
a conference on the 21st of Septenber on a topic called
Denom nator Data. Since reports of injuries have to be
filed under the statute for nedical devices, the center is
concerned that it can't evaluate the neaning of enunerator,
SO many injuries, wthout know ng what the denom nators are.

We don't really know the denom nators here, but
t he nunber of reports in the summary material fromthe
center was 604 when we started, mnus the six cases from M.
Betz that didn't involve ephedrine products. While sone of
t he comment was going on before, | would just |ike to add,
went through that. One of the panel nenbers said there were
30 reports of death, 30 people had died. Wll, in fact,
there are only 21. This is a difference of al nbost 50
per cent .

More to the point, nost of those are rel ated
obviously to other conditions as you were told yesterday.

As far as the suicide question soneone had, there are
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several reports of suicides in that book. People attenpted
to kill thenselves with these products. Page 65, 10378 is
one of them

Finally, a nunber of reports, the two qui ck ones,
| note, 10067 and 10075, there is no adverse event noted.
The report specifically says, no adverse incident reported.

The reports that are in there include multiple
sclerosis, ALS, nenstruation in a 75-year old. The ones |
found interesting, one individual conplains of a sustained
erection as a result and one conplains of inpotence.

So, if you go through those with any care at al
you can knock about one third of themoff w thout even being
a physician. And we woul d suggest that--

DR. LARSEN:. Wuld you pl ease cl ose down, please?

MR. APPLER. W suggest, therefore, the
committee's concern is very appropriate with regard to
| abeling. W urge you to nove ahead and adopt the proposals
t hat you di scussed | ast Cctober.

Thank you for your tinme and your indul gence.

DR. LARSEN:. Thank you

One question, Dr. Zinent?

DR, ZI MENT: Just one question. You, M. Appler,
suggest that ephedra is available as an inhaler?

MR. APPLER  Yes, sir.
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DR. ZI MENT: You say you take it yourself. |Is

this an over-the-counter product or is this a nmarketed
product, generally avail abl e?

MR. APPLER  This is an over-the-counter drug
product under 21 U. S.C. 341 the cough, cold, allergy and
bronchodi | at or nonograph. The agency has provi ded these
products nmay use ephedra as an effective bronchodilator in
doses of up to 25 mlligranms per dose at 150 per day.

| put a copy of that regulation on your desk this
nor ni ng.

DR ZIMENT: But is it available as readily
pur chased?

MR. APPLER  Yes. You can walk in a store and buy
it. You don't need to talk to the pharnaci st.

DR. ZI MENT: For the treatnent of asthma?

MR APPLER  Yes.

DR. ZI MENT: For the treatnent of nasal problens?

MR. APPLER. No, it's for asthma. [It's for
shortness of breath. |It's to dilate the bronchial tubes,
normal |y secondary to an asthnma attack.

DR. ZI MENT: Thank you.

DR. LARSEN. | would like to nove on to our |ast
speaker now.

The | ast speaker on the open public hearing is M.
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Bl ai ne Wl son, consuner. He's programdirector for the
Car di o- Pul ronary Rehabilitation Institute at the University
Medi cal Center in Lubbock, Texas. But he is appearing as an
i ndi vi dual consuner.

MR WLSON:. M nane is Blaine Wlson and | am
program director of the Cardio-Pul nonary Rehabilitation
Institute at University Medical Center in Lubbock, Texas.

| am speaki ng on behal f of nyself, ny wife, and ny

famly. First of all, I want to tell you what I"'mnot. |'m
not an attorney. I'mnot a |obbyist. |'mnot being paid to
be here. It's costing ne $150 per minute for the privilege

to get up here and talk to you today.

What | amis a health care professional. | have
an under graduat e degree in exercise physiology, a nmaster's
degree in cardiac rehabilitation and primary prevention.

' ma menber of the American Association of Cardiovascul ar
and Pul monary Rehabilitation. |'ma certified preventive
and rehabilitative exercise specialist by the Anerican
Col | ege of Sports Medicine.

One year ago today, my wife was lying in the
hospital after suffering an adverse reaction to a dietary
suppl enent cont ai ni ng ephedrine or ephedra. Wat | would
like to do briefly is read a part of the Mirbidity and
Mortality Weekly Report dated August 16th. MW wfe is
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patient nunber three in that report and | believe all of you
have a copy of that.

On August 17, 1995, a 38-year old woman with no
hi story of seizures experienced two petite mal seizures
beginning at 11 p.m She experienced two additional petite
mal seizures the follow ng norning and in that afternoon had
an onset of a generalized tonic clonic seizure |lasting
approximately two m nutes, during which she required
respiratory assi stance.

On August 17th, she taken two tablets of an
ephedrine containing dietary supplenent at 10 a.m and two
nmore, five hours later, as directed on the product | abel.
This is true. The product |abel actually directed her to
take two to three. She is conservative and only took two.

During August 19 through 22, she experienced five
addi ti onal epi sodes of unresponsiveness while sitting or
standing. Wiile waiting in the office of a neurol ogist, she
sust ai ned an additional generalized seizure witnessed by the
neurol ogi st and staff.

She was hospitalized for nonitoring, treated with
anti-sei zure nedicine, and di agnosed with new onset of tonic
clonic seizures with conplex, partial seizures. O her
possi bl e causes of seizures were excluded. She was
di scharged and was advised to avoid any nedi cations or
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products that contained ephedrine, pseudo-ephedrine, or
related drugs. Since discontinuing use of this product she
has had no additional seizures.

My wife has no pre-disposing conditions for
sei zures and she is not an obese rat. Mst of the studies
that have been cited are on rats and obese people. You
can't take those studies and put it over the general
popul ation, that's not good science.

Yesterday, Dr. Kessler asked you when you make
your decision to take real people in mnd. WlIlIl, here | am

My wi fe has not had any seizures since |eaving the
hospital |ast year. She has discontinued her anti-seizure
medi cine. That was in February of this year. She has had
mul ti pl e sl eep-induced EEGs, they were slightly abnorm
after her seizures. Happily to report, her EEGs are nornal
now, off of medicine.

She did not take the product for abuse. Again,
she took it as directed by the Iabel. This has got to stop.

Dr. Love said yesterday, 14 percent of the adverse
reactions cone fromthe first dose or first day. So, why
don't we take this part of the table and just push it back.
That's about 14 or 20 percent of the advisory committee.

How many of you have 14-year old daughters? | do.
Do you think it's safe for your daughter to take these
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suppl enments? That's a decision you are going to have to
make.

Are you going to let the attorneys and the
| obbyi sts make a scientific decision for you? Certainly, |
hope not. How nmany nore bodies need to pile up?

In closing, | would like to submt a letter from
Congressman Larry Conbest of the 19th District in Texas and
briefly it states, "M. WIlson's wife suffered nmultiple
sei zures after ingesting an ephedrine suppl enent, as
directed by its label. It is ny understanding that several
cases simlar to Ms. WIlson's have been reported to the
Food and Drug Adm nistration as well as the Texas Departnent
of Health. I, therefore, urge the FDA to continue its study
into potential harm of ingesting ephedrine and if warranted
to consider exercising its regulatory authority to control
the use of this supplenent.”

Thank you.

MR. WLSON: Thank you

We have tinme for one question.

Dr. Zinment?

DR ZIMENT: This is a rhetorical question
actually. If your wife or anyone el se had gone with her
hi story of no seizures to a physician with a cold, and the
physi ci an prescri bed ephedrine in sonme form she mght still
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have had the seizures, is that correct?

MR. WLSON: Theoretically, yes. In reality, no.
My wi fe doesn't consune products containing ephedrine or
pseudo- ephedrine or that type of products. She
intentionally steers away- -

DR. ZIMENT: If the physician had prescribed it
for a cold, she mght have taken it and had the sane result.

MR, W LSON: M wfe is a registered nurse. She
woul d | ook the drug up in the PDR and if it contained
ephedri ne she would not take it.

She reads the | abels on cold nedicine and she does

not take products containing ephedrine, pseudo-ephedrine or

the |ike.

MR, WLSON. Dr. Hsieh.

DR HSIEH. M. WIlson, the question is sonmewhat
personal so you don't have to answer if you don't feel I|ike

it. At the tinme your wife is taking this food suppl enent,
was she heavy or was she thin?
MR. WLSON: She doesn't need to | ose weight.
Li ke nost people that take these supplenents, it's ny
under standing they don't need to | ose a | ot of weight.
Peopl e are, the studies are on clinically obese people and
ny wwfe is within the hei ght-weight target range for her.
She's not obese clinically, by no neans. She's
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not overweight. I'min the health fitness industry and
can basically testify she's not overwei ght and she's not
obese.

HSIEH: So, she was thin, then?

WLSON: Yes.

3 3 3

HSI EH:  Thank you.

DR. ASKEW We will go to our norning break now.
W Wil resune at 10:35 and we will start with Dr. Yetley
giving us a wap-up and focus.

[ Recess. |

DR. ASKEW The neeting will reconvene.

DR. ASKEW W had a period of public comrent and
we have been joined at our table by Dr. David Kessler,
Comm ssi oner of the Food and Drug Adm nistration and Dr.
Larsen has a couple of adm nistrative announcenents and a
clarification.

MR WLSON: One clarification is that we do have
Dr. Maury Potter, erroneously identified, a bit not totally
but a bit, in the notebook. He is the assistant director
for food-borne diseases. So, if you go into your notebooks
and make that correction, please.

During the break, we had a little discussion.
There was apparently an erroneous statenent by M. Appler
and at one point, Dr. Mke Wintraub was going to nmake the
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correction but we're going to ask M. Appler to nmake the
correction hinself. And then Dr. M ke Wintraub wi shes to
el aborate for a m nute.

Dr. Weintraub is with our Center for Drug
Eval uati on and Research at FDA.

MR. APPLER.  Thank you, Dr. Larsen.

| want to apologize to the conmttee and to the
audi ence for repeating an error that was in our report | ast
year w thout | ooking back on it carefully enough. Briefly,
there is no authorized OIC oral ingested dose for ephedrine.
It only authorizes for another drug, epinephrine and |
confused those two. | apologize to the commttee for doing
that. The oral approved dose is--

DR ZI MENT: Wong. Aerosol.

MR. APPLER Did | say inhale? Excuse ne,
aerosol, there is no authorized dose whatever for ephedrine
by aerosol in the OTC nonograph and | apol ogize to the
commttee for that. | confused the epinephrine with the
oral dosage formthat is authorized for ephedrine. M
apol ogi es, thank you very nmnuch.

MR WLSON: This is Dr. Wintraub.

DR. WEI NTRAUB: Good nor ni ng.

| am M chael Weintraub and | amthe director of
the Ofice of Drug Evaluation V in the Center for Drug
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Eval uati on and Research

The only inhal ed nedi cati on nade avail able OIC is
i nhal ed epinephrine in the 1 percent dose and it is by the
hand- hel d rubber bul b because we have taken off the netered
dose inhalers. So, that M. Appler nade a m stake and he
acknow edged t hat m st ake.

| f anybody has any questions | would be--

DR ZIMENT: | don't think that is correct.

| don't think you' re correct. Primatene M st and
simlar products are still available as aerosols.

DR. VEI NTRAUB: Yes, but, well, they--

DR. ZI MENT: Over the counter.

DR. VEEI NTRAUB: Yes, and Prinmatene M st contains
ephedri ne.

DR ZI MENT: Correct.

So, it's not just a hand-bulb. |It's also a
nmet er ed dose inhal er product.

DR. VEEI NTRAUB: They are going off the market,
however .

DR. ZI MENT: At present they are on the market.

DR, VEI NTRAUB: Yes.

DR. ASKEW If there are no further questions, |
t hank you, Dr. Weintraub

We are going to nove now into the clarification of
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the charge by Dr. Yetley. | want to rem nd the conmttee
menbers that if any of you have to | eave before you think
we're going to finish today--in other words, before you have
a chance to give your oral expressions on the matters that |
had nenti oned before--we would appreciate it if you would
wite a summary of your conments.

Now, in this sunmary, you shoul d include sone
response to the charge that Dr. Yetley has proposed to you
and specifically the four questions. You should indicate
whet her you woul d adopt the recommendati ons of the Cctober
1995 Working G oup and any concluding statenents that you
woul d care to nake

And if you do have to | eave early, please cone up
and let Dr. Larsen or nyself know and we will try and give
you a chance to nmake it orally.

| would |ike to proceed now to Dr. Yetley.

DR. YETLEY: Thank you.

| hope to be brief. | wll just remain at ny
seat. | want to go back to the paper on chargi ng questions
posed to the Food Advisory Conmttee. And, at the risk of
overkill, I wll go through these again, but | think it is
extrenely inportant that we are all clear as to what the
charge and focus is.

The charge to the cormittee is very sinple and
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that is the safety of ephedrine al kaloids dietary
suppl enments and specifically the scientific underpinnings of
that safety eval uation.

Let me reiterate what | said yesterday as to what
we are not about as well as what we are about. W are not
about the effectiveness or the substantiation of | abel
clains. W don't want this to be a distraction from your
di scussion on safety issues and, furthernore, dietary
suppl enments can be narketed without clains, so that it is
not an issue or a prerequisite for the narketing of a
pr oduct .

Thi s di scussion and this decision naking is not
about |egal standards nd requirenents. W wll use the
scientific discussions that you have and integrate them
within the legal framework with which we have to deal with
but we want you to focus on the science.

This is about the scientific underpinnings to
eval uate the safety questions associated with use of
ephedrine al kal oi ds contai ning dietary supplenents. W
understand your frustrations that you don't have good data
on the botanical sources that are relevant to the questions
on the table. W understand your frustrations as to the
| ack of clinical studies on the botanical sources that are
rel evant to the questions on the table. W understand your
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frustrations as to the | ack of well-desi gned epi dem ol ogy
studies, again, with relevance to the questions on the
tabl e.

Nonet hel ess, as Dr. Kessler noted yesterday, we
have a public health issue before us, inaction is
unacceptable. W nust find a solution with the information
avai lable to us at the present tinme. The expertise and
experience that you bring to this table are critical in
hel ping us to address these issues.

We al so understand your frustrations about how,
if, should, can you generalize fromdrug studies and drug
experiences to the questions on the table. This is a
scientific call. W ask for your judgnent as to the
rel evance of available drug data or any other data that are
available to the issues on the table. W ask you to
communi cat e what you believe are appropriate extrapol ations
fromone context to the context that we're dealing with
her e.

We ask you also to indicate what cautions or
caveats are needed when you make those generalizations from
data collected for other reasons to the questions at hand.
We enphasi ze the need for context relative to the dietary
suppl ements products we're dealing wth as you di scuss the
I Ssues.
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Unl i ke drugs, where you start with effectiveness
guestions and then deal wth safety, we're asking you to
start fromthe other end. W ask you to start with safety
wi t hout consi deration of clains.

We rem nd you that when you are dealing with
bot ani cal sources you're dealing with a famly of ephedrine
al kal oi ds not a single alkaloid as you would see in the drug
products. W rem nd you that the market survey showed a
nunber of rel evant points.

First of all we're dealing with multi-ingredi ent
products to a large degree. The nmmgjority of the products in
our market survey had between 11 and 20 so-called active
conponents. Ohers had many nore. The vast majority of the
products in our marketed survey already had warning | abels
that indicated contraindications for use.

Hal f of the products in our market survey had
serving sizes and directions for use that would result in
i ntakes below 17 to 20 mlligrans a day or per serving.
There was a diversity of products with many intended uses--
wei ght | oss, energy, body-building, street drug
alternatives--but these were, to a | arge degree,

i ndi stingui shable. Indistinguishable in terns of the range
of potencies and the anmobunt of ephedrine al kal oi ds per
serving; indistinguishable in their use of warning
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st at ement s.

Al so, keep in mnd the context of the adverse
events as reported by Dr. Love. W have reviewed over 600
adverse events; we have received nore than 800.

The ephedrine al kal oi ds contai ni ng products
constituted well over half of all those adverse event
reports for all dietary supplenents. Half of the consuner
reports, where we had actual sanples of the product as used
by the consuner, were associated with intakes of total
al kaloids at less than 25 mlligrans per day. In other
words, the injury and illness that was reported was
associated wwth an intake of less than 25 mlligrans total
ephedrine al kal oi ds per day.

Where informati on was avail able, we saw positive
dechal | enge, positive rechallenge and of particular concern
we saw serious adverse events in the healthy adult
popul ati on where such events are unexpect ed.

Now, let's turn again to the questions that we are
posing to the commttee on page three of your focus and
guestions. W are asking that you help us identify the
issues related to safety first. And the first charge we're
asking is to deal with it fromthe perspective of safety.

Can you identify a safe level in dietary
suppl ements for a total ephedrine al kal oi ds per serving and
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per day as well as ephedrine itself? And how do you think
we should deal with nmargin of safety issues?

Can you identify questions of use for ephedrine
al kal oi ds contai ning dietary suppl enents under which there
is no risk of significant harn? And then the |ast question
reverses the end of the spectrumthat we're | ooking at and
ask you to identify conditions of use that are associ ated
with the risk of significant harmincluding the | evels and
frequency of use above which there is risk of significant
har m

Then if you will--1 apologize for not having these
inthe right order--but if you will go back to page two, we
have specifically listed, inthe AL B, C D, E and it is
continued on the next page, the questions or the anchor
points we want you to keep in mnd. A, the potentially
| arge population that is susceptible to experiencing adverse
events with the use of ephedrine al kaloids; B, the potential
for additive effects of the different ephedrine al kal oi ds or
the interactive effects to increase the |ikelihood of
severity of an adverse event; C, other ingredients in the
product wth potential physiological or pharnmacol ogi cal
activity that may interact with ephedrine or other
substances to increase the |ikelihood or severity of an
adverse event; D, natural variation of the ephedrine
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al kaloids in the product; E, the fact that in the data

eval uated by FDA the majority of adverse events appeared to
be related to short-termuse of the products, that is |ess

t han one nonth, and many of the events are reported to occur
within the first use or on the first day of use; F, evidence
of serious adverse events resulting fromlong-termhistory
of use, that is the idea of chronic toxicity or chronic
probl ens, chronic risk versus acute risk; and G other
factors that you feel may affect the |ikelihood or severity
of adverse events or the nature and patterns of the

il nesses and injuries associated with the use of these
products.

Thank you.

Do you have any nore questions for clarification?

[ No response. ]

DR. ASKEW Thank you.

Does the conm ttee understand what is being asked
of then? |[If not, direct your questions to Dr. Yetley at
this tine.

DR. YETLEY: | apparently m s-spoke. The adverse
events, half of themwere associated with [ ess than 25
mlligranms per serving, not per day. So, | make that
correction.

DR. ASKEW Okay.
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Dr. Fukagawa?

DR. FUKAGAWA: Could you clarify for us the
Wor ki ng Group recomendation in terns of dosage in that the
m nutes that we received suggest that there was di scussion
of limts between 20 mlligrans of ephedrine and then 25 of
the total of ephedrine alkaloids, but is this sonething that
is, indeed, included in the recommendati ons? Since, if we
| ook at the review of the charge and questions that you
posed to us yesterday, nothing is stated with respect to
actual mlligramcontents.

DR. YETLEY: W're asking a very open-ended
guesti on.

DR FUKAGAWA:  Ckay.

DR, YETLEY: The Worki ng G oup--nmaybe Dr. Larsen
shoul d describe this better than | because he is nore
famliar wwth it and won't neke a m st ake.

DR. LARSEN. Well, | hope I get it right. But |et
me put it this way, the Wrking Goup had on the table, at
| east one of the levels on the table was that which we've
identified in the mnutes. And, as | noted earlier, it got
to be tagged the Tyl er-Croom proposal .

The Working Group also did discuss and there were
ot her | evels discussed, several |evels below that were
mentioned at tinmes and | believe at |east one nenber m ght

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




105

have suggested a | evel above that. But that seened to be
the starting point that at |east a nunber of the Wrking

G oup nenbers were working from And as | said, there were
ot her |l evels suggested that were below that, as well.

DR. ASKEW Dr. Hsieh and then Dr. Guzew ch.

DR. HSIEH |If ma huang is not to be recommended
as to be for supplenent, wll that nean that it cannot be
sold in the market at all as a nedicinal herb?

DR. YETLEY: | can only speak on the part of the
dietary supplenents and that's really what you' re dealing
with here. You're really dealing with the context of
di etary suppl enents.

DR HSIEH. R ght. |[If ma huang cannot be sold as
a dietary supplenent, then it cannot be sold as a nedi cinal
herb, is that correct?

MR, SCHULTZ: There are other statutory routes to
getting products on the market, obviously, other than
dietary supplements. One possibility would be it could be
sold as an over-the-counter drug but those are different
standards than the standards you are | ooking at here.

DR. ASKEW M. CGuzew ch?

MR GUZEWCH: Yes, just a response to Dr.
Fukagawa t here.

Because | heard this said repeatedly the | ast day
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and a half and | got kind of tired of hearing it. Fromthe
mnutes and | was also in attendance at the neeting and |
just want to read part of that section because | think it
was m squoted repeatedly here the |ast day and a hal f.

It says here about this idea of the quantity of
the concentration that is in everybody's notebook. One
suggest ed proposal was per unit limtation of 20 mlligrans
of ephedrine, 25 mlligramtotal of ephedrine. That was one
suggesti on.

However, a wi de range of |lower |evels were al so
di scussed and then the sentence, "The group suggested that
FDA begin its consideration at sone |evel bel ow that
currently used in OIC drugs."

So, it keeps being characterized as the group
recomending 25 mlligrans but | recall it and that's not
the way the mnutes reflect it either.

DR. ASKEW Yes, | think you are absolutely right.
Comm ttee nenbers, the full mnutes are in Tab D of your
not ebook if you want to refer to it. It is ny understanding
that an exact dose |evel was not arrived at, nor will an
exact dose level be arrived at by this group here. You're
sinply going to give your opinion as to what you m ght
consider, if you can venture that, a safe dose. The FDA
will take that information into consideration.
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So, when you indicate whether or not you approve
the Wirking G oup mnutes, this doesn't nean that you
approve 20 mlligrans or 25 mlligrans or a specific |evel.
You basically approve the report and what we have added to

that will also go to the FDA for their information and

action.

Further questions or clarification?

Yes, Dr. Hui.

DR HU: | want to followup with Dr. Hsieh's
question. In California, a lot of the |licensed

acupuncturi sts have been extensively instructed on the use
of herbs. And | just want to, you know, find out how this
action may affect the availability of products that would

i ncl ude ephedra because they are very concerned that both as
raw herbs or al so as conpound fornulas that has been used
traditionally for thousands of years in the nmanagenent of
patients with respiratory disorders.

DR. YETLEY: |'mwondering if sonebody from OTC
Drugs coul d answer that question.

DR. VEI NTRAUB: | did not hear the question.

MR, SCHULTZ: Let ne just try. | don't think that
there is really any nore to say than what was said. And
that is, if the substance doesn't qualify under the
standards for dietary supplenents, and that would be a
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deci sion that the agency would nake after this commttee
made a recommendation, but the scientific recommendations
here, we didn't have to feed into the statutory standard.

But if it doesn't, then there would still be the
issue as to whether it could be on the market as an over-

t he-counter and that takes into account different factors
i ncluding the benefit and efficacy of the product.

But that would be a whole different consideration
but that avenue woul d certainly be open.

DR. HU: So, you nean that ma huang woul d be
taken off fromall the pharmacists in Chinatowns and al so
ephedra will be taken off fromthe plants, manufacturing
pl ants of herbal conpanies?

MR, SCHULTZ: No, not necessarily. Over-the-
counter drugs can be on the market several different ways.
But it doesn't always require pre-market review and the
agency would have to, in inplenenting sonme sort of decision,
take into account the existing market and how to phase
sonething in or phase it out.

DR. ASKEW Dr. Weintraub, did you get the sense
of Dr. Hui's question and M. Schultz' response. D d you
care to add to that?

DR. WVEI NTRAUB: Well, just that M. Schultz is, of
course, correct. There are a nunber of ways. The nonograph
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coul d be anended, because it is a final nonograph, now it
can be anended. The drugs can undergo the NDA process.
There are many, many routes for keeping the herbs on the
mar ket as over-the-counter drugs.

DR. LOVE: Could I just comment, too? That from
t he perspective of ma huang from an Asian practitioner, they
are using it as a nedicinal and it's not purchased for
comercial use or distribution. And they are not | abeled as
di etary suppl enents and so how the agency views them would
be different than these products that we are considering as
di etary supplenents. And | think people need to renenber
t hat .

DR. ASKEW Yes. Just renenber in this discussion
to identify yourselves. | think we have kind of noved past
the points of clarification and entering into general
di scussion. That is fine because that is what we were going
to nove into next.

So, we will have a period of general discussion
and then we will then nove in, probably after lunch, to our
speci fic consideration of the FDA charges.

Rai se your hand and | will recognize you but
identify yourself. | saw Dr. Zinent first.

DR ZI MENT: Yes. | am concerned about what our
duty is to the public and what the psychol ogi cal inpact of
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what we m ght advise here in terns of how the news nedia
wll react to it.

| f we say ma huang and ephedra products in dietary
suppl enments are unacceptabl e, does this create the concept
t hat people who want to take these drugs have to buy
ort hodox ephedri ne over-the-counter or would it give the
message that we think people should go to Mds and have them
eval uate the patient and then prescribe the ephedra
product s?

DR. ASKEW Dr. Kessler?

DR. KESSLER: | think you need to | ook at the
guestions Dr. Yetley has charged this conmttee, because |
do see sone of the discussion as straying fromthose
guestions. | was just advised that you focus on those
guestions and that's really the job today. It's not views
of a product. The questions are questions about safe
| evel s, adverse reaction occurrences, that's what we need
help with. It's not about the use of nedicinal products and
the regul atory status.

| f you could focus we woul d appreciate that very
nmuch.

DR. ASKEW Dr. Bl ackburn and then Dr. Croom and
then Dr. Georgitis.

DR. BLACKBURN: | w thdraw nmy question which had
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to do with things Dr. Kessler just nentioned.

DR. ASKEW All right, then, we will nove on to
Dr. Croom

DR CROOM Let ne add a little information on the
dosing and things since |'ve been particularly nentioned in
sonme of the discussion last tine including |levels. One of
the things that we discussed in the conmttee was certainly
t hat when you set the level at 25 total ephedrine al kal oi ds,
but ephedrine being seen as the nost cardi o-active and
potentially the | argest side effect being | ower at 20, was
one of the things that was di scussed.

| want to al so point out, however, that there was
al so consensus certainly between Dr. Tyler and | and this
was al so forwarded to the chairman, that if things were used
in conbination with things |like caffeine that we were both
in agreenment that ratio--this is individual dose--should be
a 10/ 15 level, not a 20/ 25, because of what was unknown we
felt like in the |lack of data, even though there is sone
dat a.

| also want to clarify another thing because we
get to this on the dose | think when we | ook at materi al
time and extent. |If you take the Chinese pharnmacopeia the
range of ma huang or ephedra that you can use is 1.5 to 9
grams. Actually nost of the fornulas used by practitioners
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that |I've seen range around 6 grans but there is a ma huang
tong that is based on a 9-gram dose.

| f you take the nore noderate, 5-to-6 grans, and
you say the Japanese pharmacopeia is the only official
source that sets a mninum which is .6 percent, if you take
in comrerce, no matter what these range of val ues you've
seen, the average is probably 1.2 percent. Then you wll
find that if you took 5 granms, which is approximtely two
t abl e spoons--1 have cut it and weighed it nyself--that you
will find that at a .6 to a 1.2 that you are getting 15 to
30 mlligranms per table spoon in ma huang tea for the
m ni mum concentration of .6 to an average of 1.2.

| f you take the two table spoons, therefore, you
are at the sanme dose that we found nost physicians using,
bet ween 25 and 50 for the pure conpounds.

Because of unknown factors that we can all see in
this use, certainly Dr. Tyler and I are in agreenent, that
we should | ook at | ower doses of the 10-to-15 is what | al so
want to nention here for the different conbinations and
t hi ngs that have not been used for such a material tinme and
ext ent.

And so, where I'mtrying to lead us is to the
guestion to say in ny opinion we start asking what is the
material tinme and extent we've heard if we take it on today
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to whether it is Canada and the doses we heard for ma huang
at 6-to-8 mlligrans, whether we see that there are within
the Chinese tradition or within our physicians' experience
whet her it is pseudophed or ephedri ne--ephedrine being
definitely the one that causes the nost sever effects--to

| ook for sonme guidance in setting whatever |levels we see are
going to be safe.

| want to end up ny comment here to say that |I'm
used to setting nonographs and | even teach a course to our
graduat e students i n pharnacognosy on botani cal nonographs.
| think it is inportant that we not only taught those but
the very good questions we were giving to say, overall, you
do have to be guided by howit's being marketed, what's the
potential msuse to set the final |evels.

| think we have to have an overall conprehensive
thing to say what we shouldn't do and | wll |eave the other
comments until later. But | thought that would give us a
transition, hopefully, into our charge and focus.

DR. ASKEW Thank you, Dr. Croom | think that was
hel pful in explaining how you and Dr. Tyler arrived at the
general ballpark figures that you did.

W will nove on to Dr. Georgitis, you have a
conment ?

DR. GEORATIS: Dr. Love, | have a question for
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you, in terns of the serious adverse events, below the

medi an value of 20 mlligrans per serving of the ephedrine
al kal oi ds, do you have a percentage as to how nany of those
out of the total adverse events?

DR. LOVE: W haven't expressed our data in that
form because, of course, we have only a relatively few
sanpl es where we've been able to collect the sanple that the
consuner was using at the tinme of the injury and be able to
anal yze that.

But, clearly, they are below in a certain nunber
of cases of very serious adverse events which appear to be
tenporarily related including a couple of the ones | showed
yesterday where the | evels are bel ow t he nedi an.

DR. ASKEW Dr. Kessler?

DR KESSLER Could | just followup on that? If
you | ook at the nmedi an, what about 20 dependi ng on whet her
it was | abel or consuner use?

DR. LOVE: Right, 20 to 25 dependi ng.

DR. KESSLER: And 50 percent of the adverse
reactions were greater or 50 percent was less. If you | ook
at the universe of significant adverse reactions, just
narrow it, | mean as the question just did, to deaths or
heart attacks or strokes or psychosis--things that everyone
woul d agree woul d be significant adverse reactions--and then
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you asked for relatively clean cases that didn't have a | ot
of confoundi ng factors--where you have a nedi cal exam ner
where you have a sanple--could you just go through those
cases and at what |evels you saw significant adverse

reacti ons?

DR. LOVE: Well, unfortunately, | don't have al
the data in hand here, but there are a nunber including very
recent cases for which we yet don't have all information on
how t he consuner used the product but a nore recent death,
again, it appears to be a cardi o-nyopathy case. The total
al kaloids in that case are 10 mlligrans, total alkal oid.

As | stated a death from what appears to be |ong-term use of
a product containing 10 mlligranms of total ephedrine
al kal oi ds.

DR. KESSLER  That was per serving?

DR. LOVE: Per serving, yes, sir.

DR. KESSLER. And just go through that case. |
mean just so we have sone--1 nean the best data that we
have.

DR. LOVE: Wwell, as | stated | don't have al
t hose details.

DR. KESSLER: |'m sorry.

DR. LOVE: | don't have all those details in hand.
We do have certainly myocardial infarction is one of the
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cases | used as an illustrative case. That the total

al kal oids was in the 20 mlligramrange. And ephedrine was
inthree to five range. There are other cases where

sei zures appear to be in the 10-to-15 m|lligramrange of
total ephedrine al kal oids often on very short-term use.

So, it is certainly wwthin the range. | point out
that the nmean in these products is very broad. And the
median is really what we're looking at. And as Dr. Kessler
i ndi cated, as the consuners use them and sonetines they may
have used nore or less, it was approximately 25 mlligrans
of total ephedrine alkaloids. On a mlligram per serving
basis this was 20 mlligranms and we have nore sanples to
anal yze. So, 50 percent of all the sanples that we | ooked
at fell well below that |evel.

DR. ASKEW Dr. Marangell has a question.

DR. MARANGELL: Dr. Love, as a followup, you had
menti oned yesterday that there were serious adverse events
inthe 1-to-5 mlligramrange. Could you clarify for us
what types of adverse events and also as a foll ow up, would
you clarify the autopsy report that's been questi oned by
sonme of the public speakers?

DR. LOVE: Wen | was tal king about that | was
tal ki ng about total ephedrine al kaloids and I nean, total
ephedrine and we have nyocardial infarcts in people with
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normal coronary arteries. W have seizures. W have
changes in liver function tests. W have deaths at that
rate.

MARANGELL: At 1-to-5 mlligramns--

LOVE: O ephedrine.

MARANGELL: Thank you.

T 3 3 3

ASKEW Carification of the autopsy.

DR. LOVE: The clarification of the autopsy report
is that information on the consuner's negative ethanol and
cannabis levels are in the record.

DR. ASKEW Thank you.

Dr. Bruner?

DR. BRUNER: That was my question.

DR. ASKEW Dr. Ricaurte?

DR. RICAURTE: This is a question addressed either
to Dr. Love or perhaps Dr. Weintraub. Wat |I'm puzzled by
is the apparent disconnect between the data on the products
we' ve been discussing the |ast day and a half and what
several nenbers of the conmttee has said is our 50-year
| ong experience with OTC, ephedrine-containing products.

Wiy the apparent disconnect? | say, apparent,
because the issues of sonme of the adverse effects, certainly
t hey haven't | oonmed as najor concerns with OTC products
contained in the ephedra alkaloids. 1Is it the reporting
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systen? There is a disconnect there that | would like to
try to understand. And the reason | ask the question is
because if we are going to use, as was suggested by the
Speci al Wrking Goup before, as a benchmark or a starting
poi nt on dosage issues, prior experience wth OTC products
cont ai ni ng the ephedra al kaloids, then | think the issue of
why the apparent disconnect exists is critical.

DR. LOVE: O course, the reporting systens are
different and the products are very different. And what
we've tried to do is take all data that are avail able and
unfortunately nost of the scientific data that is available
on any of the ephedrine al kal oi ds are because of products
that are used as drugs and are very defined chem cal s.

VWhat we see in these botanicals is we have a m xed
al kaloid pattern. And, as Dr. Yetley indicated, there are
many other ingredients that are in them Now, both foods
and drugs use passive surveillance system Drugs al so has
nore active systens where they can get at the situation of
incidents in preval ence data that we don't have. And since
t hey have a defined product they can do that, in part, from
mar ket i ng dat a.

We do not have defined products here. The product
from one manufacturer containing ephedrine plus these other
i ngredi ents cannot be conpared necessarily to a product from
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anot her manufacturer that may be listed as containing the
sanme ingredients. You don't know what their source is, you
don't know what their potency or anything else is. And
because there can be natural variations, even the products
froma single manufacturer can have lot-to-lot and batch-to-
batch variability that may well affect their safety profile.

So, it's a very different situation than what we
see in drugs.

DR HUI: Can | add to that answer? Having worked

with patients wth asthma and heart failure and |I've used
antagonists. | nean there is an increase in deaths in
patients using, you know, agonists. There is sone concern
usi ng those agents that stinulate the heart and al so there
is increasing incidence of asthma deaths. That is why
whet her the agonists are involved under a | ot of debate.
And renenber when you use ephedrine for asthma conditions if
the patient respond to it they stop. |If they didn't respond
then they will probably go to see a doctor and they wll be
under nedi cal supervision

Now, if they die, it probably will be thought as
related to their asthma. So, we cannot really conpare, you
know, the two groups. Because asthmatics already have
enhanced echeneric drive and a ot of these patients nay be
used to that and whereas a | ot of these other patients they
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are not used to synpathetic stimulation and while they use
it to enhance performance, exercise, they nay be under a | ot
of stress and they may al so be having a normal risk factors
for any of these other conditions.

So, | think that that nmay be part of the reason
why the risk is because in addition to pharnmacokinetics
variability given to ultra levels, there is also a pharnmaco-
dynam c variability.

DR. ASKEW |'mgoing to go to Dr. Inchiosa and
then Dr. Zinment and Dr. Chassy.

DR. INCHI CSA: Since this is a period of general
di scussion, | would like to return to a phil osophical issue
t hat has been nentioned by a nunber of speakers and that is
the context in which the drugs are being used. Dr. Zi nent
al so brought this up when he asked M. WIlson, do you think
if your wfe had taken an over-the-counter preparation of
ephedrine woul d she have had the seizure? And she probably
woul d have had the seizure, but | think there it would have
been in the context that she woul d have been taking that
drug presumably for asthma and there was an i ndication.

And when one has an indication, then one accepts a
certain anmount of risk. And so when we are even talking
about safe levels, there is never really a conpletely safe
level. It's always a safe level in the context of the
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benefit.

And so | think this is a crucial situation that we
are going to have to deal wth when one begins to tal k about
any safe level where there is no indication or clear
t herapeutic indication. And our whol e pharnmacopei a
structure i s based on indications. Drug manufacturers can
only | abel what the FDA says they are indicated for but then
we have the wonderful nedical, clinical situation which
devel ops many accepted indications. They are not |abel ed
even as being but they are known by the nedical comunity as
bei ng accepted. They are published by the USP as accepted
indications but it's all based on that structure. W use
active principles for accepted or approved indications, then
tolerating a certain risk

And | think that is the problem And I was gl ad
to hear sone of the discussion about the routes which m ght
be used to have these perhaps legitimte herbal renedies
transferred to an over-the-counter structure which defines
an indication in that context and a dose which is going to
accept sonme adverse effects.

DR. ASKEW Dr. Zinent?

DR ZIMENT: | want to followup what Dr. Ricaurte
was referring to. | still don't feel that | understand what
the reported and recogni zed dangers are of taking either
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over-the-counter ephedrine or even pseudoephedrine or

phenyl propanol am ne. And | certainly have prescribed agents
of this nature. And | feel there is a disconnect in that we
are hearing a | ot about the dangers of ma huang and
ephedrine wi thout know ng the dangers of conparable orthodox
drugs.

A second comment which naybe we will have to think
about later is should we gather, as a result of our thinking
inregard to ma huang, that ephedrine as a prescription drug
shoul d be considered as an adjunct to a dietary reginmen or
for hel ping athletes gain energy? And would it be
legitimate for doctors to prescribe these drugs for those
pur poses?

DR. ASKEW |s that a philosophical question or
are we bearing in on what we are supposed to be considering
her e?

DR ZI MENT: Well, Dr. Love, perhaps can give us a
l[ittle bit nore information on the side effects that are
actually recorded, even on a year-to-year basis in adverse
drug reports on the legitimte ephedri ne products.

DR. LOVE: | don't have that data and | will defer
to people fromDrugs on that. But | would |like to comment
on the clinical trials that have been published in the
scientific literature as well as sone of those that are
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proposed in the area of weight |oss.

And the overwhel mng majority of these are
ef ficacy studi es where sone information on potential side
effects may have been provided. These are not studies that
are designed and are powered and are conducted to eval uate
the safety of any of these botanical type products.

So, using those other kind of data to support the
safe use of a botanical is not a legitimte use of this data
and wi Il not help.

DR. ASKEW Dr. Weintraub, do you wi sh to conment?

DR. VEINTRAUB: Yes, if | can help. Over the past
few weeks, we've been | ooking at the ephedrine adverse
effects. And the first thing | can say is that there are no
serious adverse effects wthin the dose range that is
printed on the |label. There are sone adverse effects that
occur due to taking of products with different nanes which
may m slead the public or be sort of fanciful names that
woul d indicate a different indication other than bronchial
di | ation.

So, but, as bronchial dilator, used as a
bronchodi |l ator there are no maj or adverse effects.

DR. ASKEW Dr. Chassy was next.

DR. CHASSY: I'mstill interested in incidents and
preval ence. And | don't know if these nunbers are avail able
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but | would be curious to know how often one sees a seizure,
a spont aneous sei zure or a mnyocardial infarct in an
ot herwi se normal person w thout any underlying etiol ogy that
is evident. Are those kinds of nunbers avail abl e?

Does it happen, in fact?

DR. ASKEW Wbul d anyone care to respond to that
gquestion?

DR HU: | can't give you off-hand what the data
is but I"'msure that there are data avail abl e.

DR. JASINSKI: There is a whole literature on
peopl e suddenly dying from apparently cardi ac deaths w t hout
any unexpl ai ned phenonena. | nean there are people who tal k
about the sudden death syndrones and it has been publicized
no this. And there is a literature on this if sonebody
wants to look it up

Also, with seizures. | nean it is not an unconmon
thing for people to--1 live in an institution where people
show up in the energency room having a seizure and right now
if they have a seizure they are a drug-abuse or probably
until otherwi se proven in terns of doing this.

So, it's not an unusual thing for people to show
up in an enmergency roomwth a seizure.

DR. ASKEW Dr. Ricaurte, do you want to respond
to that or another question?
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DR. RICAURTE: Well, wth the issue of seizure
di sorder and the particular case of M. Wlson's wfe.
happened to be talking to himbefore today's neeting but a
very, | think, essential feature of that case is, that was
| eft out or perhaps not sufficiently enphasized, is that she
is anurse. She is aware that she is highly sensitive to
any ephedrine containing product. |ndeed, she actively
avoi ds such products. She gets into trouble because she is
not an informed consuner.

Had she taken--and | think the point was nade
earlier--had she taken an ephedrine containing over-the-
count er product, the consequence m ght well have been the
sarne.

DR. ASKEW Thank you.

Apparently, it occurs, Dr. Chassy, or do you want
to gowith it fromthere?

DR. CHASSY: | just wanted to nmake the point that
if mllions of people are taking products that contain
ephedra al kal oi ds and we are seeing a very |ow incidence of
t hese kinds of serious effects, we need to know whet her that
i ncidence is any greater than spontaneously occurs.

DR. ASKEW And | don't think that we can give you
an answer to that.

M. Israel son wanted to conment next.
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MR. | SRAELSON: | had several questions for Dr.
Love. First, on the fornulas, which cause these serious
adverse reactions at | ow dosage, 1-to-5 mlligranms, do you
have the formul as, thenselves, so we could identify what
else is in there? Because |I'mnot sure we have that data
and we would very nmuch like to know what it is.

DR. LOVE: | do not have that in hand and we
actually were just anal yzing that data over the weekend.
It's very new data even to us.

MR. | SRAELSON: Ckay. W find that to be very
significant in terns of what really would have happen
particularly on the ingredient |listings, together with an
actual analysis of the material itself, so that there aren't
conpoundi ng factors that haven't been identified.

DR. LOVE: And as we finalize results, we, of
course, intend to put all that in the public domain.

MR. | SRAELSON: Thank you.

Very quickly, a couple of other things. How did
you determ ne the actual dosage of these specific cases?
Was it based on the |abel reconmendation or interview wth
the patient?

DR. LOVE: W had both information. The
information that | was presenting as the consuner used it
were in cases where we specifically had information by
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interview on how the consunmer used the product, how many
tabl ets, when, et cetera, as well as usually |abel and

| abeling information that indicated what the directions for
use were.

MR, | SRAELSON. Ckay. One of our concerns is that
i f someone has taken too nuch that they can be reluctant to
tell you that for obvious reasons. Wat is your confidence
| evel that you have data fromthose interviews that is
reliable?

DR. LOVE: Are you asking if we can verify that or
any other information that our patients give us? | nean
that's a very difficult question. |If the patient told you
that they took an over-the-counter product at X val ue, you
woul d believe them

MR | SRAELSON:. We think it's inportant to the
basi c i ssue whether or not--because it has been suggested
t hat peopl e have been abusing these products, and if that is
the case then that becones a relevant and inportant factor.

DR. LOVE: That is true but nost of the
informati on that we have indicates that they are using them
within the directions of use as indicated on the |abel and
| abeling and are not abusing these products.

DR. ASKEW Dr. Kessler?

DR, KESSLER: In the Tufts case, the 24-year old,
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the level there, there was no blood plasna | evel. There was
sone that was found in the urine that woul d suggest a
relatively | ow | evel

DR LOVE: It was a relatively low | evel but, of
course, we did not know the interval between the last tine
he used the product and when his urine was anal yzed whi ch,
of course, would affect the | evel because of half-life
I Ssues.

DR. ASKEW Dr. Jasi nski ?

DR. JASINSKI: | just think there is a body of
i nformati on whi ch has not been particularly discussed and
which | have alluded to. And | just tell you ny particul ar
perspective on this. From 1965 to 1985 | was at the
Addi ction Research Center and | had the responsibility of
t he human research and the human abuse potential studies.
In 1976, | becane director and at that time, in 1970 after
t he passage of the Conprehensive Drug Abuse Treatnent and
Prevention Act, which brought the anphetam nes under
control, basically through an Act of Congress, we had the
responsibility for doing the abuse potential studies and
| ooking at this.

It was mandated to us and this was a joint
activity between NIDA and the FDA. In this, we did consider
t he abuse potential of ephedrine. And did |earn a | ot about
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t he human phar nmacol ogy of ephedrine and the toxicity of
ephedrine. The basic issue is that ephedrine is a typical
anphetam ne-1li ke drug. It |ooks just |ike anphetam ne.

|f you give it the difference is in a mlligram
for-mlligrampotency. To get an effect at 10 mlligranms of
anphet am ne you have to have 50 mlligrans of ephedrine,
either orally or by injection. That is ephedrine-like
anphet am ne does not have a first-pass netabolism |It's
al nost conpl etely absor bed.

The second issue is that this puts it identical to
benzoi n- phetam ne. On a pharnmacol ogi cal basis, the argunent
could be made to bring fentram ne under the Controlled
Substances Act wth the anphetam nes as the same | evel of
benzphet am ne.

In the 1970s, | appeared before the Senate on
behal f of the FDA defending their scheduling recomendations
and in this did ook at this issue. The differentiation
from ephedrine fromthe other anphetam nes were for two
reasons. Even though they pharnmacologically were
equi val ent, the issue which was here was that at that tine
there was a long history of ephedrine being sold as an over-

t he-counter primarily for allergy and asthma.

Secondly, the major public health and soci al
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problenms with the anphetam nes were not fromthe oral
preparations but were diversion into the intravenous route.
There were just very nuch like this and an occasi onal death
that was occurring fromthe anphetam nes questi onably
related to the cardiac effects. Mst of the deaths and the
public health problens related to the people shooting up

i ntravenously and getting infections.

There is another set of experiences which | think
is germane to this. And that is in 1976 | did get a cal
frommy then boss, the Director of the National Institute on
Drug Abuse, with regard to cigarettes and tobacco whi ch was
an herb and which was exenpted by Congress from
consi deration because it was considered a substance for the
pur pose of this.

And | took the position and instituted a series of
studi es which basically was that this contai ned an al kal oi d
whi ch was nicotine. And we did the abuse potential. W
gave it intravenously to people to addicts and showed it
produced effects |ike cocaine and anphetam ne, we did human
self-adm ni stration, we did a whol e psycho-pharnmcol ogy, and
denonstrating that it had an abuse potential. And then
subsequently with the courage of ny then, chief, the head of
t he National Drug Abuse, Bill Pollin, went to Congress and
got themto say that it was addicting. This had great

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




131

i nplications.

Now, in the considerations, what strikes ne in
here that this is germane to these issues. The issue was
that we viewed nicotine and we viewed the cigarette as a
delivery systemor a carrier for the nicotine. And in this,
it raised the sane issues, | think that George raised,
nicotine, itself, is a reinforcing drug, has a toxicity.

It does not explain all the toxicity of the
cigarettes. N cotine is not a carcinogen by anybody's
definition. Nor probably does it account for the cardi ac
deaths that are associated with this. It is sone other
constituency. |If you |ook at cigarettes and you | ook at
anal yzers there are 4-to0-5,000 chem cals which exist in a
cigarette when you burn it into snoke. There is no way in
God's earth anybody has got enough noney to identify and do
t oxi col ogy on all of these particul ar conpounds.

So, you had to nmake the decision in this way. |If
you | ook at the ma huang in these various preparations, if |
understand Dr. Love, is that if you consider this a delivery
system for ephedrine you know the toxicity of ephedrine, it
is not particularly toxic in ny estimtion. However, no
matt er what preparation you nmake the safety of the
preparation is going to be |less than the pharmaceuti cal.

We are reversing this. | nean | cone froma
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particul ar background of trying to find safer drugs and we
have had a history in Western nedi ci ne of taking drugs out
of Oriental nedicine or out of folk nedicine, isolating the
active ingredient and making it pure. W are going
backwar ds.

| nherently it's going to be unsafer, not as safe
because of the variability of the preparation. Nobody knows
where the plant conmes from Nobody knows fromthe start
what is added to the plant. Nobody knows what the
constituencies are. | also get very concerned because | do
not think that coding a long history of use in Oiental
medicine is going to focus on the safety at the current
time. We have no idea of whether the plants are produced in
the same way, whether they are grown in the sane way,
whet her pesticides are added, whether they are grown in
pl aces where there is an industrial toxic waste. Wo knows
internms of doing it?

| also, that's ny bias | think in this. | have a
guestion for Dr. Love.

The death issues, one of the things which | was
| ooking for is that HHS has another system which is the DAWN
system And one of the issues would be--there is al ways
debates on deaths, you know, in drug-related and drug-
associ ated deat hs--has this shown up in the nedical exam ner
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data which is generated by HHS in the DAW systenf?

DR. LOVE: | don't believe it has shown up yet.
But one of the problens was that they didn't have a way of
cl assifying these particul ar botanical products and that was
the sane for the poison control data. So, if you | ooked for
ephedra you would not find it because it was classified
under a m scel |l aneous category where you had to search
entire records to find the relevant information.

Now, | do believe that DAWN and t hese ot her
systens, including those from poison control are now aware
of the problenms with certain of the botanicals and have nmade
attenpts to address this so that in future data we wll be
able to see this.

DR JASINSKI: Just |ooking at this, |I have heard
alot and | try to give ny inpressions. There has been a
great increase in the nunber of these products and the sale
of these products since 1994, is that after the passage of
this law that there has been an increase in the sales of
t hese products?

DR. LOVE: | believe that industry can address
that better but fromthe perspective of these products if
you consider themin the context of weight |oss, nmuch of
that is driven by what has been published fromthe clinical
trials from Denmark using conbi nati ons of pharnaceutica
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grade ephedrine with caffeine. And many of these trials are
inthe late '80s and early '90s.

DR. JASINSKI: No, no. You had this table of
products and nost of these appeared since the passage of
this law classifying this as a herb? Has there been a
sudden i ncrease?

DR. ASKEW Dr. Jasinski, | think that M.
| srael son can probably answer your question.

MR. | SRAELSON: Yes. The DSHEA is not the
predi cate on which these products are being sold today.

Many of them were on the market previous to Cctober of 1994,
as early as early 1992.

Certain different variations on those thenes and
perhaps the total nunber has increased. | would think that
is true, but the law, itself, is not the reason these
products are now on the market.

DR. JASINSKI: [|I'mnot |ooking for causality. The
guestion | was asking Dr. Love was she made the point today
that showed up in the DAWN system The DAWN systemi s
al ways two to three years behind because the governnent
never really enforces its contract.

DR. LOVE: Correct.

DR JASINSKI: So, they are just publishing the
1993 or 1994 data now | think.
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DR. LOVE: That's true.

DR, JASINSKI: So, if this was starting at 1993
and you al ways have a | ag between the sal es increasing and
the particular reports. So, but you have been | ooking
t hrough the DAWN data, have you gone specifically to ask
themto | ook for these products?

DR. LOVE: W have made attenpts to contact them
and to see what sone of the information is in their system
And as | said, part of it is a classification problem and
part of it is, as you state, they are | ooking at data that
is one to two years ol d.

And | think fromthe information that M.
| srael son and others can give, is that the market share of
t hese type of products is probably increasing and it's
probably true also that we didn't see a ot of them before
about 1992.

So, you wouldn't have expected to see a | ot of
adverse events comng into any kind of system before then/

DR KESSLER: Dr. Jasinski, we have sone ot her
peopl e that want to ask questions, are you satisfied?
JASINSKI: Yes, |'ve gotten ny answer.
ASKEW  Ckay.

Har | ander ?

3 7 3 3

HARLANDER: No, |'mfine.
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DR. ASKEW Dr. Ceorgitis has to |leave at 12, so,
we wll get his summary statenent right before we break for
[ unch.

Dr. Wosl ey.

DR. WOOSLEY: | wanted to address the di sconnect
that was di scussed earlier between the experience with the
OTC product and these reports that Dr. Love has summari zed.

| don't think there is a disconnect for nme at al
and | think Dr. Love addressed that in the formulations
issue and Dr. Jasinski addressed it in his coments.

| would only point out that I don't think that Dr.
Wei ntraub nmeant to inply that there weren't adverse
reactions to the OIC product. | think he was saying that
there are no reports in the data base but that is not a
surprise either for tw reasons.

One, peopl e who take OTC products for nedical
reasons wll read the | abel and exclude thenselves if they
have predi sposing factors. | think they will be nore likely
to take the product for its intended use and in the intended
manner which is quite different fromthe use that we have
heard about where people are taking these products, the food
additives, dietary supplenents for other purposes for nore
prol onged periods of tinme and in doses quite higher than
r ecomended.
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So, | would also say that even though there are no
reports in the literature currently for the OIC products, it
has been | ong known, as we heard about fromthe Chinese
medi ci ne, that ma huang and ephedrine can cause death, heart
attacks, stroke, and all of these reactions that are in this
data base. So, to ne, there is no disconnect.

DR. ASKEW Yes, Dr. Guzew ch.

MR, GUZEW CH. W have several physicians at the
tabl e here who have had a | ot of experience. | just
wondered if any of them have ever treated any patients who
have had any of these effects?

DR. ASKEW Wl |, we have sone information here.
Let's go to Dr. Zinent first.

DR ZIMENT: | think one of the great paradoxes
that |'mfaced with is that having used ephedrine in the
past, as far as |I'm concerned, as a physician who treats a
| ot of asthma and upper respiratory infections, | wouldn't
have m nded if this drug had been regarded as obsol escent
and renmoved fromthe formul ary because there are superior
drugs. And it's really curious that an interest in
ephedrine is now being rai sed because of the introduction of
ma huang into Western nedicine, not really for the treatnent
of asthma, but for the treatnment of other purposes.

However, although | say ephedrine was relatively
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obsol escent, that is sinply because it's not a very good
drug for asthma. There are far better drugs which are nore
convenient to give, and yet at the sane tinme | don't think
there has been a |large volunme of literature, and certainly
my own experience supports this, to judge ephedrine as being
a dangerous agent. It had a |lot of side effects when used
in the orthodox fashion. |t caused nervousness, anxiety,

pal pi tati ons and i nsomni a.

| don't recollect many cases ever reported of
sei zures, unless they were coincidental, and of heart
attacks, unless it was in a person who was |iable to have a
heart attack because of other conditions. So | would say ny
own experience of ephedrine is that it was a relatively safe
drug, but is a relatively third-rate drug.

DR. ASKEW Now, we'd |li ke comments bearing
directly on if you're a physician, if you' ve had sone
experience with adverse reactions.

Dr. Ricaurte, did you have a coment there?

DR. RICAURTE: The direct answer to your question
is yes. W've certainly seen neurologic conplications--
specifically, vasculitis, as well as seizures--in
association wth the use of pharnmaceutical - grade ephedri ne.
| don't think those cases are particularly unusual to the
practicing clinician.
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| wanted to get back to Dr. Wosley's point. |
tried to enphasi ze the apparent disconnect. | don't think
you and | disagree. Yesterday, you made the conment that
you weren't particularly surprised at what we are w tnessing
over the last year or two, given what you know about the
phar macol ogy of phenet hyl am nes, includi ng ephedrine, and
you suddenly start what |I'lIl termas indiscrimnate--with
i ndiscrimnate distribution of these conpounds.

| think your point yesterday was that you' re going
to have a fraction of people--1 don't know exactly what
size, but that are going to develop conplications and that
didn't particularly surprise you, and that sone of those
conplications can be serious. That doesn't surprise ne
ei t her.

The issue of apparent disconnect becones, then,
because | don't see Dr. Kessler organizing a neeting to
addr ess ephedrine OIC and conveni ng an advi sory group
seeking advice as to what to do with regard to the safety of
t hese conpounds, and yet here we are. So what this issue,
t hi nk, dovetails with is sonmething that has conme up before,
and that is that we're getting informati on on a nunerat or
whi ch, based on what you' ve said about the pharmacol ogy of
ot her anphetam nes and based on experience wi th other
anphet am nes, we know that that nunerator for these
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conpounds- -regardl ess of which one was put out on the market
in the way that the ephedra al kal oids have, | don't think it
woul d surprise any of the physicians famliar with the
conpounds that you're going to have a small nunber of people
getting into trouble.

Now, the issue then is what is the denoni nat or

for--1 mean, that's the only way | can try to get at that
i ssue of safety as the agency seeks advice. So it just--1'm
just puzzled and I'mnot sure that | still understand why

the particul ar concern.

DR. ASKEW Dr. Kessler would like to respond to
that. There are a nunber of other people who would like to
respond. We're going to--we'll let Dr. Kessler respond and
then we're going to go to the two people who have to | eave

early. W can consider the rest of the discussion after

t hat .

Dr. Kessler?

DR. KESSLER: Let ne repeat what | said yesterday.
| was informed and | | ooked into with nmy coll eagues two

deaths of individuals in their early 20s, healthy, that

medi cal exam ners believed were associated with the use of

t hese dietary supplenents. | was not brought two deat hs--

ever brought two deaths of healthy 20-year-olds taking the

product for asthma. That's why | have asked this commttee
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torefocus inalittle nore exact way since |ast Cctober.

| s that hel pful ?

DR. RICAURTE: Yes. | guess the point | would
make is even in ny brief tine as a neurologist, | can point
to cases in the literature, as well as personal experience,
wher e young adults using ephedrine have devel oped
vasculitides, infection of the blood vessels or the brain,
that termnated in death. They are serious. They obviously
warrant attention, and my point is that if we're going to
focus on the ephedra al kal oids, | guess the issue--we're
seen this before, we're seeing it now, and it's not that |
woul d downpl ay the concern, but it takes ne back to is it
the preparation, is it the purity, is it sonething about the
product, or is it truly the ephedrine.

DR. KESSLER: All those are very legitimte
guestions about the products that these two individuals have
taken. One was clearly masqueraded as a dietary suppl ement,
but was being sold as a street drug, | nean, to get high.
The ot her was used for building body mass i n sonebody who
wanted to use it, | nmean, as a weightlifting kind of
suppl enment .

Let nme just add one point that may be hel pful in
your discussions because we do ask are there safe |evels.
Certainly, the information about the conpound and the
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toxicity of the conmpound in a variety of contexts is
inmportant, and that data is inportant and is certainly
appropriate for you to |l ook at and ask Dr. Weintraub what
that database is. But in the end, the question about safety
that we're asking you today is safety in the context of a
supplenment to the diet. That's what we are asking you for.
We are not asking you for safety in the context of an
asthmati c.

DR. ASKEW Thank you for those comments. Dr.
Ceorgitis has to | eave and he's going to serve as a node
for our first summary stater. W ask himto give his views
with regard to whether or not he accepts the working group
commttee's report, and al so the charges that have been
posed to the Food Committee, and then any other comments he
wants to nmake. Then we'll go to Dr. Cydesdale.

DR GEORATIS: So I'mthe lead-off hitter?
Havi ng heard for the |last two days the specific information
t hat has been addressed, | think the working group
recommendations are clearly well-defined. | have no
problenms with accepting themas they're witten. MW
concerns have been the lack of scientific data on this
product as it is recomended as a dietary suppl enent.

A lot of the confusion arises wth the fact that
there is an over-the-counter nedication, which is ephedrine

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




143

hydrochl oride. W unfortunately, being in science, need
specific data. The adverse events clearly are related and
can be attributed to the pharmacol ogical activity of
ephedrine, and far nore disturbing is the abuse potential of
this product.

Because of that, and because of the information
t hat has been provided us by the Chinese about their
i ndi cations of the product and the fact that there clearly
is even adverse events at | ow doses of the ephedrine
al kal oids with, unfortunately, death associated to this--and
even nore so the lack of standardization of the product that
we as Anericans shoul d expect and the variability in lots
obtai ned of a product that's out there are very disturbing
to me as a physician.

| would recommend that we follow the guidelines as
recomended by the Canadi ans, the state of Texas and the
State of Chio and we renove ma huang or ephedrine al kal oi ds
as a dietary suppl enent.

Thank you.

DR. ASKEW Dr. Kessler?

DR. KESSLER: Wuld it be possible for you to just
qui ckly go through the questions and try to answer them in
addition to the inportant comments that you' ve made? |'m
not di m nishing, but for the record it would be helpful if
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you would just go through to the extent you can.

DRN GEORATIS: Ckay, 'l try.

DR. KESSLER: Thank you. | appreciate it.

DR. GEORATIS: This is very difficult. To
identify a safe level, | obviously cannot identify one.
There's no scientific data which shows that 1 mlligramis
any better than 5, which is any better than 10, which is any
better than 30, and that goes both for the ephedrine
al kal oids and for ephedrine itself. Therefore, question 2
is sort of superfluous. Since | cannot identify a m ninum
safe level, | can't give you a range either.

It is clear to ne that question 4 could probably
be answered easier than question 3 in the fact that people
that use it and abuse it are at risk. People who have a
preponderance or a reactivity to ephedrine conpounds may be
at risk. CQbviously, children are clearly at risk for
overdosi ng and having toxic reactions, which is very
bot hersonme to ne as a pediatrician.

Therefore, | nmean as a dietary supplenent, | can't
really answer anything in terns of no significant harm
think that I can't identify a safe range. Therefore, |
can't give you anything where there's no harm for question
nunber 3.

DR. ASKEW Thank you, Dr. Georgitis. Dr.
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Cl ydesdal e al so has to | eave early and he would |ike to give
his statenent. Dr. Cydesdale, we would also |ike

you to specifically attenpt to answer the
guesti ons.

DR. CLYDESDALE: Thank you. [I'Il try to answer
themin order, and thanks for leading off. | don't agree
with the recomendati ons of the working group, which |
bel i eve were made without all the evidence that was
avai l able at this neeting because | don't think they went
far enough.

In answer to the questions, the charge that was
given to us, like Dr. Georgitis, I'"'munable to identify a
safe level wth the evidence available for a product that is
sold as a supplenent and not as a drug. This conclusion was
reached after review ng what | considered conpelling data on
adverse effects. Although a cause-effect relationship was
not established, there was a conmon thread throughout al
t he studies, which was the presence of ephedrine or ephedra
herb. The adverse effects data, however, were not
considered in isolation and ny concl usions were not based
solely on adverse effects.

| have great concern for the lack of purity in
bot ani cal s as conpared to drugs, and the presence of various
different al kal oids. Conpounding this concern is the |ack
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of adequate anal ytical techniques and the variability in
product content and control. Quality control does not seem
to exist widely. The dangers of even | ow doses are
exacerbated by the fact that nost supplenents are nulti-
ingredient. In total, all of this evidence does not provide
me with the confidence to endorse any | evel as safe.

Next, since | amunable to define a safe level, it
is difficult to determne a margin of safety. But food
additives use a 100-to-1 nmargin; nutrients mght go as | ow
as 4-to-1. Therefore, a margin of safety in the range of
10-to-1 1 don't think would be unreasonabl e.

| amunable to identify a condition of use for
ephedrine al kal oids that are sold as dietary suppl enents.
Under these conditions of sale and availability, | cannot
find a use or condition or level without a risk of
significant harm

I'"d like to make a general comment, if | mght. |
find it unfortunate that DSHEA exists. Its existence, |
believe--it seens to ne that it's responsible for the
probl ens we faced yesterday and today and the | ack of
scientific data. It's difficult, if not inpossible, to
eval uate a conpound scientifically which at tinmes is a food
and at other tinmes it's a drug. | believe that if this were
consi dered under the existing food |aw or the existing drug
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| aw, we woul d now have adequate information to nmake a nore
reasoned scientific decision.

DR. ASKEW Thank you for those comments, Dr.
Clydesdale. |It's getting close to noon. | think what we'll
do is we have three people--Dr. Katz, Dr. Jasinski and Dr.
Hui - -who i ndi cated that they wanted to speak. If you would
i ke--we have a few mnutes. |If either of you three would
like to bring your comment because it relates to sonething
that was just recently discussed now, you can or you can
wait until after the break.

Dr. Jasinski?

DR. JASI NSKI: Tal ki ng about personal adverse
experiences, | had an enpl oyee who worked for ne who was a
very | oyal enployee. However, she had an inherent distrust
of doctors for herself. So she was 50-ish, going on,
wanting to | ose weight, and so she believed in herbal
medi ci ne and alternate nedicine. The reason | say this is
t hat she went out to a health food store or a herbal
practitioner who told her she was going to get this magic
herb to nmake her | ose weight and sent her hone with a bag of
her bs--we subsequently found out about this big--and told
her that she should nmake a tea out of this and drink it.

So she went home and cane to work, and she sat at
a desk all day wth a very high-pressure sort of thing on
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t he phone and nmade a thernos of this and started drinking
it. About noon, | get a call; Betty is having a stroke.

And basically she was very fortunate because | happened to
see enough people wth cocai ne intoxication, anphetanm ne
intoxication, to look at this, |ooking at the bl ood pressure
and doing this, and al so being sensitized. For me, anything
whi ch is an abnornmal change in anybody is use of a drug or
drug-related until proven otherw se, just fromthe

popul ation | see.

So I went through the history and | said, what
have you been doing. So she points out this bag of herbs
and the tea, which obviously was ephedrine. So she had
typi cal anphetam ne toxicity, and basically | just sat her
down and waited for it to go away. But, you know, it
illustrates two problens, is that she inherently believed
t hat going and taking this was safer than going to a doctor
to get treated. So she believed this was safer. | think
that's one of the inherent problens that disturbs people
about this; secondly, the fact that these do have
phar macol ogi cal actions, that there is no control on dose,

t hat peopl e can experience adverse reactions and that
they're not going to be recogni zed when they cone in because
peopl e generally don't recognize this and woul d have
attributed this to sonething el se.
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DR. ASKEW Thank you, Dr. Jasinski. Dr. Hui, did

you want to comment at this point?

DR HU: Well, with respect to the use of
ephedri ne, ny experience has been to use it in patients with
postoral hypertension. They have an enervation
hypersensitivity. Qbviously, they cane to nme on these
medi cations and the doses are usually 25 to 50 mlligranms 3
times a day, but because of tachyphylaxis, you' re not going
to see a whole lot of effects. In terns of dramatic, exotic
effects as reported, | have never, you know, seen it.

But to counter Dr. Jasinski's point, | have used
herbs for than 40, you know, years. | have studied herbs,

t he use of herbs in pharmacol ogy and nedici ne for 21 years,
and | have used herbs to save a | ot of people's |lives when
conventi onal nedicine has not worked. And whenever you use
sonething that's useful, there is a potential risk, and I
woul d not use one or two cases to make, you know, a drastic
statenment about whether one, you know, can have, you know,
herbs be avail abl e.

But | have a |l ot of concern about the
classification of sone herbs which have been used as
medi ci nal conpounds to be classified as dietary suppl enents.
About two-and-a-half years ago at one of the FDA-Ofice of
| nt ernal Medi ci ne neetings, discussing about the role of
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botanicals in Anerican health care, |I'mvery concerned about
poorly supervised use of herbal products. Wth the passage
of this law that allowed to be sold as dietary suppl enents,
| know there's going to be sone, you know, problens that
woul d pop up, and we will see nore of it and | just would

i ke, you know, society to come up with a conprehensive
strategy to deal with the role of botanicals in Anerican

health care and this is a good neeting to get this into

f ocus.

DR. ASKEW Thank you for those comrents, Dr. Hui.
Dr. Katz has indicated he will wait until later. Dr.
Mar angel I, do you have a point you would |ike to make now?

DR. MARANGELL: Actually, a follow up question
Are there a group of practitioners that are famliar enough
wi th herbal nedicine that could supervise the use of herbs
wi t hout having to go through the drug regul atory process,
but al so not have them avail able to the whole comunity?

DR HU: Well, there are |icensed practitioners,
but al so unlicensed practitioners in Arerica that are using
herbs. They are really poorly regul ated, but at |least in
California |icensed acupuncturists have to pass an examt hat
i ncl udes exam nation on the use of herbs and they have to
study many hours. But | would say that even this group of
practitioners may not be as adequately educated, and in, you
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know, the situation where patients may be on other

medi cations, | really worry about the adequacy of these
practitioners' training in nedicine and pharmacol ogy and the
potential for adverse drug interactions.

DR. ASKEW We're now at 12:00 tine. Dr.

Wei ntraub indicates he has a conmment he'd |ike to nake and
then we're going to break for |unch.

DR. VEEI NTRAUB: Yes. In terns of the point raised
by Dr. Ricaurte, there was a Novenber 1994 hearing on, in
general, bronchodilating drugs and there was a | ot of
attention paid to ephedrine at that tine. But the thrust of
the neeting was on all bronchodil ating drugs and we have
published a prelimnary rule in the Federal Register, Vol une
60, Nunber 144, page 38, 644.

DR. ASKEW Thank you for that information. W

will break now for lunch. W'Il|l take a 60-m nute break.
W'll resune at 1:00. We'Ill resune our discussion. W'lI
have sone nore di scussion and then we'll get into our

summary statenments. Everyone will get a chance to nake
their summary statenent.

Thank you.

[ Wher eupon, at 12:00 p.m, a luncheon recess was

t aken. ]
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AFTERNOON SESS| ON

[1: 04 p.m]

DR. ASKEW Ckay, | adies and gentlenen, it's now
1:00 and it's tinme to resune our deliberations. W're
drawing to a close on our two-day session concerning the
safety effects of ephedrine al kaloids and nutriti onal
suppl enments and food-rel ated conpounds. W had a good deal
of discussion this norning, and we have a few announcenents
and then a clarification and then we're going to give you
the opportunity for some nore discussion, and then about
2:00 | hope we get down to going around the table and
getting the specific response to the FDA questions. W'l
do that first and then we'll go around to get everybody's
i ndi vi dual sunmmary statenents, and al so sone indication of
whet her or not you wish to adopt the subcommttee report.

So I"'mgoing to turn the m crophone over to Dr.
Lar sen.

DR. LARSEN:. | have a note up here and |' m not
sure if | made errors in identifying people earlier by face
and name connections. | have a note for Tony Young, if he's
in the audience, or if anyone who knows hi mand sees him
cone in, let himknow, please, that | do have this note for
hi m
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This norning, sonme tinme during the norning during
t he open public hearing part, M. Petersen referred to a
bunch of levels, LD 50s and other levels, and | did request
if he would get copies to that and sone tine during the
nmorning that was distributed to the conmttee. There's a
one- page sheet that has a bunch of levels. It's entitled
"Ephedrine Safety Baseline," by Gordon Petersen, or
Pet ersen. Norwegi an woul d be Petersen, yes, so at any rate
| can say that because |I'm Norwegian. And it lists four
| evel s fromthe Merck manual --or four sources fromthe Merck
manual , from Goodman and G |l man, fromthe Anmerican Hospita
Associ ation Hospital Fornulary, and the Fundanental Applied
Toxi col ogy volune. Sonmewhere in all the materials, you
shoul d have that.

The other, | guess, is just an aside fromwhat |
just said. | saw folks raise their eyebrows yesterday when
the lady from Del aware read the nane of the inmate, and
there is no conflict of interest, | assure you. | have no
i dea- -

DR JASINSKI: John Larson?

DR. LARSEN: John Larson, as far as | know, is no
relati ve of m ne.

Wth that, Dr. Love wants to make a clarification
regardi ng the one nedical record that was discussed this
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nmorning and then 1'Il turn the m crophone back to the Chair.

DR. LOVE: |, in fact, found out that the copy
submtted to the docket didn't have all the information and
| have it in front of ne and would |like to read what was
actual ly anal yzed by the nedi cal exam ner and found to be
negative on the Florida case.

Besi des the ephedri ne al kal oi ds whi ch you know
were positive, and al cohol which was negative and caffeine
whi ch was positive, they did a nunber of other drug screens
whi ch included all anphetam nes, barbiturates,
benzodi azapi nes, cocaine, cann---1 can't even pronounce it--
mar i j uana, met hadone, nethyl squal i ne, opiates, phencyclidine
and prophoxyphi ne, and then they went on in alloys for
bel | adonna, chinchona, aragut, nethyl xanthine, strychnine
al kal oi ds, anphet am ne and anphet am ne-|i ke
synpat hom netics, anti-antileptics, antihistam nes,
anti psychotics, barbiturates and non-barbiturate
hyposedati ves, |ocal anesthetics, non-digitalis
cardi oregul atory drugs, non-LSD hal |l uci nogens, oral
hypogl ycem cs, synthetic anticol onergi cs and synthetic
nor phi ne substitute, narcotic analgesics, in addition to al
salicylates--all negative. Thank you. W wll put that in
t he docket.

DR. ASKEW It would be hard to get a nenber of
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our popul ation at random and cone up with that long |list of
names.

DR. LOVE: | would point out that these are
typi cal screens done by alnost all MEs routinely.

DR. ASKEW Dr. Dentali?

DR. DENTALI: Yes. | have a comment on that. It
woul d occur to ne that the synpathom netic am nes should
have been positive because ephedrine is certainly a--

DR. LOVE: | said except as reported as positive
for ephedrine al kal oi ds, caffeine.

DR. DENTALI: Thank you.

DR. ASKEW Dr. Love, as long as we're with you
here, one clarification, sonething that arose out of the
public hearing this norning. Could you conment on how sone
of the adverse incident reports found their way into this
packet that really weren't related to ephedra?

DR. LOVE: Again, any report that has cone to us
we have entered into our systemof dietary supplenents, and
it depends upon the information that has been submitted to
us at the tinme of the report. |If you |look at those specific
reports, sone of themare on health care departnents, public
heal th departnments reporting adverse events on a product
where we may not have | abel and | abeling information or
there was not conplete informati on even on the consuner
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bei ng i njured.

W include any report in our signaling system W
attenpt to get followup where appropriate. All of those
reports were 1993 and prior to 1993. On the one where we
knew nore specific information about the consuner, we knew
what she had been using prior to her adverse event, but if
you |l ook at the specific report she was at a distributor's
convention when she freely sanpled all the products that
were avail abl e which we do not know t he nanes of.

So we cannot verify in many cases what a consuner
used. These are passive surveillance systens. W take the
data as a signaling that we need to do it. Wen we have
specific information that acconpanies the report that allows
us to reclassify particular products or drugs or non-
ephedrine rel ated, we, of course, do.

DR. ASKEW Thank you. Yes, M. Guzew ch?

MR GUEWCH This is a followup on that, Dr.
Love. Yesterday, Dr. Davidson fromthe Chicago Center for
Clinical Research reported on his review of a nunber of
those reports and he categorized themin a variety of ways,
and I was hoping in your presentation yesterday that you
m ght have responded to that or reacted to that in sone way.
In general, did you agree with his categorizations or his
groupi ngs and anal ysis or not, or can you conment on that?
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DR LOVE: | will just comment fromthe
perspective of when you run a clinical trial and eval uate
adverse events in clinical trial and have specific criteria
for entry of subjects into a clinical trial, how you
eval uate potential adverse effects is very different and
there are very strict criteria to apply in these type of
trials.

| do not believe that these kinds of criteria can
be generally applied to adverse events that occur in a
general popul ation with random use of products that are not
defined. | think that when you consider things as a risk-
to-benefit ratio, of course, you always consider that in a
clinical trial and you're considering the risks to the
person. You have defined criteria. W don't have these
type of criteria specifically in passive surveillance.
They're applied a little bit nore in the drug world where
you have very defined products, but it's a very difficult
question to grapple with when you're tal king about a general
consuner popul ation.

What is significant as an adverse event occurring
with a food, | think, people here may feel differently about
t han when you're considering it as a drug for a known
indication, and that's sonething that all of us as
physi ci ans and scientists are trying to grapple wth.
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DR. ASKEW Yes, M. Ford?

MR, FORD: Just briefly because as | said earlier,
t hi s whol e busi ness started--our dialogue started with the
FDA a couple of years ago on these adverse reports, adverse
reactions reports, and on the one hand | am pl eased because-
-and | think the industry is pleased that the FDA did a nuch
better job. | mean, the reports are nmuch--we have nmuch nore
information than we did two years ago on these events.

Nevertheless, it is our position that the
statistics can be made to show perhaps a variety of things,
and Dr. Love, of course, is part of the staff to this group
and of the FDA and she has had quite a bit of time to talk
about her interpretation of the reports and Dr. Davidson had
five mnutes. And | think if he had had an adequate anount
of time--1 amnot a cardiologist and I don't reviewthese
reports like he does for a living and | can't really
represent all of his thoughts.

| know that in our mnd he raised a | ot of
questions, in that can all of these injuries and all of
t hese deaths be traced to ephedrine, and our interpretation
of what he told us over the course of three or four hours
was, no, that there are sone significant questions. And I
suppose it's a mld protest nore than anything else. | wsh
that we had had sone adequate tine to review the materi al,
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but also to have Dr. Davidson present on it.

DR. ASKEW Dr. Love, would you like to respond to
t hat ?

DR. LOVE: Just to respond to that, FDA has not
made specific attribution in nost of the cases and has
| ooked at the data in its full context, considering it
altogether. Very clearly, attribution on individual cases
is very difficult and there are many conpounders in many of
the cases, but clearly there are cases that are very clear-
cut--tenporal relationships, dechallenge and rechal |l enge--

MR. FORD: Yes, there are.

DR. LOVE: -- with specific products where we have
now anal ysis, and it's taking the data in its fullest
context which we have tried to do and which we are asking
you to do.

MR FORD: Yes, and | amnot--really, ny
conplinment or maybe nmy gratitude is sincere. W really have
been after FDA to give us nore information and they have and
|'"'mpleased with it. | would just |like to have an
opportunity to have an infornmed debate about the
interpretation to get it on to the record.

And let ne just add to that. The organization
that | represent and the part of the industry that |
represent is not here to say that these products that you're
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| ooking into should be equated with nother's mlk; very far
fromit. W are not here to say that every product, because
it's natural or whatever, is safe in every case. W do

t hi nk we have sone evidence of safety. W do think we have
sone evidence of efficacy, but efficacy is not the issue
here and we wel |l understand that.

But | want you to know that the industry is trying
to--the responsible part of this industry wants a sol ution
to the problemand we don't think that an outright ban on a
product based on the information that we're supposed to
process here over two days would be the right way to go.
|'"d like to see the industry have an opportunity, perhaps a
wi ndow of sonme kind to see where an appropriate sol ution
lies that would satisfy nost parties.

DR. ASKEW Thank you for those comments and, of
course, this commttee is not considering the specific
guestion of an outright ban of this product. | hope
everybody here realizes that. Based upon the questions that
we have been asked to consider, we're giving our opinion on
sone safety aspects.

| know there are other people that want to
continue the discussion and we wll, but Dr. Croom has
sonet hing he would like to bring before the group. Dr.
Croomis a professor of pharmacognosy and he has sone
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statenents, and he was al so a nenber of the original working
group and he has sone information that he thinks may hel p us
alittle bit in our deliberations.

Dr. Coom and then we'll go to the rest--we'l|
throw it open for open discussion.

DR. CROOM Thank you very nuch. | want to go
ahead and share with you a perspective. |'ve tried to | ook
at this froma safety point of view and just as if | was
teaching, as |'ve nentioned, and witing a nonograph that
takes a holistic approach, not just one thing.

| say that--1"Il preface it with saying that |I'm
convinced there's enough data to say that there are sone
people receiving utility fromthese products, and therefore
it's worth | ooking at what are safe levels. Now, |et ne say
fromthings |'ve seen the |ast year, even since our
committee, when we tal k about dosage at this point, let ne
say | would go lower and that | would recommend, if | was
doi ng the recommendi ng, for total ephedrine al kal oids 10
mlligranms per dose, which is at the | ow end of even
conbi nations, 40 daily, and for ephedrine 8 mlligranms a
dose, 32 daily.

Sonme of that is hearing the Canadi an experience
and sonme of that is going with when I'm | ooking nore and
nore at safety here, the pediatric dose for ephedrine is
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6.25 to 12.5. So I'mtaking sone of those things into
consideration and for--sone of the efficacy of products I
know, not just for weight [oss but for asthma, are around 10
to 12 mlligrans.

Now, what is the rest of the m x? QGWPs, rigorous
GWPs, have to be in place for this work, and | consi der that
meani ng fromthe absolute identity of the plant species to
the quantitative analysis of the final product. There's a
second bull et under GWs | want to highlight, and that is it
has to be certifiable. M point is if product variation is
occurring from ot her places, the marketer-manufacturer
better have an i ndependent, certifiable programto tell ne
that that quality of that extract is not just what we
normal ly do by Gws. [|'mnot going to recomend any nore
details, but to say there has to be a certification program

for this to be worth the paper it's witten on.

| truly amputting the criteria--1 have a 17-year-
old son who likes to Iift weights. | have a 9-year-old
daughter. I'mtrying to cone to the criteria that | would

think that if they ever canme across this product, what would
hel p protect themnow or in the future.

The next thing | would say is fornmulation. To
enhance safety, | think fromthe data to date | would say no
xant hi ne al kaloids in any form no stinulant |axatives, and
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no ingredients, of course, that are MAO inhibitors. 1In the
final product form what am| |ooking to enhance safety
there? | don't want anything that could be easily m sused
or overdosed by the patient.

So, again, I'll reiterate what | wote the
commttee | ast year. No beverage formor drink, including
powders, to nake a beverage, nothing that can be confused,
like I"'mdrinking this as a beverage; no formthat resenbles
a food, snack, gumor candy; no chocol ate bars, no energy
bars. That's the kind of concrete things I want to see
done. Label warnings--all OIC warnings for health
conditions and drug interactions and popul ations at ri sk.

|"msorry. The data to ne says use | ess than
seven days, period. |If you go beyond seven days, we do not
know the effect of these conpounds on decreasing your heart
capacity over tinme. | do not think that data is there. The
ot her thing, because they're sold as dietary suppl enents,
let me say, is | want to avoid anything that would give a
claim but I think we should state what is the physiol ogical
activity of this. It stinulates your heart, the central
nervous system and raises your bl ood pressure.

In other words, you should know if you take this,
here are the physiol ogi cal consequences of what you're going
to do to your body. And I'lIl tell you, if you like to play
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tennis or lift weights--tennis is nore what | |ike--you know
that your heart rate is going up and you should warn with
accurate information what's going to happen.

The last thing | want to say is |abeling and
pronotion. When | review the adverse events, it is not
products for asthma, colds, not only those given by Chinese
practitioners. There are others on the market, so | say no
product nanes, |abeling, or pronotion for euphoria, energy,
stinmul ant, weight |oss, ergogenic bodybuilding, or enhanced
performance shoul d be part of any pronotion or |abeling,

i ncludi ng your nanme. In other words, you take it back to
where anyone who's using this in the tine before we had al

t hese adverse events and we see can this |evel of
responsi bl e use of ma huang--when you take traditional uses,
when we take the nedical uses of these conpounds, can we
handl e that with this high quality for dietary suppl enents?

This is when | say it has to be an overall effect
because if you're going to pronote--and | walk in a store
and see a ripped guy's nuscle, a beautiful woman, all of
these things comng in to say "take ma huang,"” no. | think
this is very, very risky behavior.

DR. ASKEW Thank you, Dr. Croom Now, we're
going to open it up for general discussion. Anyone can
comment that wants. Dr. Jasinski and then Dr. Appl ebaum
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DR. JASINSKI: Yes. Comng back to Dr. Love, and

| don't doubt Dr. Love, but, you know, the critical question
has been the rel ationshi ps of these deaths and your data and
the particular interpretation versus the interpretations
we' ve heard, and there has been a conflict. And since we're
supposed to be here as scientific consultants in view ng
this and we have a scientific philosophy and cul ture, one of
the questions | would ask, if it has been done--if not, |
suggest you do it--have you taken your data--1 nean, in
science we collect data, we analyze it and we nake
concl usi ons, and the essence of the scientific culture is we
have peer revi ew.

Now, we've heard you present the raw data and
we' ve heard you present. M question is have you prepared a
report on your data, how you collected it, how you
interpreted it and what concl usions you' ve nmade, and have
you submitted this to internal review within the agency or
outside the agency? And, simlarly, have you taken the
report fromthis ad hoc commttee and submtted it to a peer
revi ew?

| nmean, to ne, that is very sort of critica
because I'min the position of trying to nmake a peer review
judgrment and |I'mnot sure, you know, of the data and the
process init. That's what | feel unconfortable about.
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DR. LOVE: W, of course, intend to do that, but
we were analyzing this data even over the weekend to supply
the information to you at this commttee neeting here.

DR. ASKEW Dr. Appl ebaum and then Dr. Bl ackburn.

DR. APPLEBAUM  Thank you. | just need a little
bit of clarification here. | appreciate very nuch Dr.
Croom s comments because they help clarify the situation.
However, Dr. Kessler earlier today prior to our |unch break
said the commttee is to consider the safe level in the
context of the diet, and when | hear the term"diet"--and |
want to nmake sure I'mnot incorrect--1 usually tend to use
the adjective "daily"” in front of the term"diet" because
the diet is taken on a daily basis and you're reconmendi ng
that in terns of the guidelines, or at |east the |abeling,
to take this dietary supplenment no nore than--no | onger than
seven days.

DR. CROOM No nore than seven days, and certainly
no nore than four tinmes a day as any daily serving, of
course, was our question as a dietary supplenment. This is
not a diet. This is a dietary supplenent. M/ understanding
is botanicals are dietary supplenents. This is a botanical.
We're not tal king about foods, we're not talking about
drugs. We're tal king about dietary supplenents, botanicals.

DR. APPLEBAUM So then in the context--1 need
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clarification, then, in the context of the diet.

DR. ASKEW How many tinmes a year would you
suppl enment for seven days with this, Dr. Croonf

DR. CROOM | don't know how many tines you get a
cold or asthma, or whatever. | nean, |'mgoing by the
guidelines that, to ne, again we see for whether it's the
tradi tional uses, the Canadi an experiences, our experience
with these. They're always short-term they' re always |ess
t han seven days. That's the standard guidance. That's the
basis for that.

DR. ASKEW Dr. Bl ackburn?

DR. BLACKBURN: | |iked Dr. Croom s suggestion,
too. It tends to bring us toward a center and it tends to
el evate the quality control and production and adverti sing
and pronotion of these products, and it tends to bring
Eastern and Western nedicine a little close together. But I
t hink before we accept the valid use of these in any
traditional sense at all, we need to be guaranteed the
quality control and we need to see evidence that eval uation
of these products is made by systematic observation and
experi nment.

At the other end of the spectrum the issue of
euphorics, the Comm ssioner has very effectively, | think,
used the weight of his office in the FDA in a very

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




168

legitimate way and gone to the public in today's paper in
| abel ing the use and the pronotion of Herbal Ecstacy as
irresponsible. | think that's a very appropriate use of FDA
authority.

| think it remains for us to touch on the issue of
whet her its use, as Dr. Croom suggested, for performance and
for weight loss is also irresponsi ble and whet her we woul d
advise in the warnings that it's undesirable, at least, to
accept under nedical supervision. And, finally, as a
general comrent | think all of these issues raise the issue
of whet her FDA shoul d consider how better to regul ate these
products and their pronotion of any highly pharnmacoactive
substance as a food suppl enent or additive.

DR. ASKEW | would like Dr. Bruner to perhaps
t hi nk about addressing the responsi ble use of these products
with regard to a weight |oss program and offer sone
coments, but | think Dr. Kessler nay have had a comment he
wanted to nmake before that.

DR, KESSLER: It was just a very mnor point, Dr.
Appl ebaum's point. | think | said in the context to
suppl enment the diet. As opposed to in the context of a
diet, it's in a context to supplenment the diet. Maybe we're
sayi ng the exact sane thing, perhaps, because if you're
going to supplenent the diet, then you're in the context of
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the diet, but it is not in the context of colds, asthma,
t herapeutic indications.

DR. ASKEW Dr. Bruner specializes in bariatic
medi cine and fam ly practice and has had a good deal of
experience wth counseling people with regard to weight |oss

and perhaps she'd |like to share sone of her experiences with

us.

DR. BRUNER Well, thank you very much, Dr. Askew.
First, 1'"d like to say that in working with obesity and
obese patients, |I think the use of ephedrine saying it's a

dietary supplenent is alnost an oxynoron. So in any event,
l'"d like to share wwth you what | do just very briefly in
four case reports that | have.

In screening patients initially when they cone in,
t hey get conprehensive history, physical, |aboratory
exam nation, and that's basically before the onset of any
kind of intervention. And | do have four current patients
"1l share with you just briefly who are currently taking
ephedrine. Now, in nmy practice | use, certainly, other
agents, but these particular ones are on ephedri ne.

| had a 16-year-old young | ady who cane in in the
first part of April. Her BM was 40. She was five foot,
four, and 230 pounds, with a strong famly history on both
sides of obesity. Now, in this particular patient--and
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before we start therapy, we do have informed consent and
that's part of what we do, is explaining risk of side
effects and effective usage, and certainly in a nedical
practice one can do that because you are screeni ng people.

And we started her off with a 12.5-m | |igram dose
of--it's an ephedrine hydrochloride; started it out on a BID
dosage and a 1,400-calorie diet along with exercise
recommendations and water. And actually she weighed in |ast
week at 198 pounds and really has suffered no ill side
effects, no significant side effects, conplained of no CNS
effects.

| have a 54-year-old woman who's 5'2". Her BM is
31. She tried a nunber of other weight |oss prograns and
al so had used anphetam nes back in coll ege days, was not
interested in any kind of controlled substance, and we
started her off on ephedrine 25 mlligrams TID. Now, she
did conplain of sone insomia initially and we just had her
adjust her dose to a little earlier in the day and she's
currently wei ghing 140 pounds.

Anot her case of a 39-year-old with a BM of 37 who
had an inability to | ose weight, had foll owed ot her
progranms, actually has a Ph.D. in nutrition, is an RN al so,
and certainly is well educated in terns of behavior
nodi fication. | suggested that we try a thernogenic agent
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as ephedrine, and even though she has only | ost about 10
pounds, this is 100 percent better than she has done in the
|ast 5 years. She did have sone acne of rosatia which has
been a little bit exacerbated, but she is tolerating that
effect.

And al so a 37-year-old woman who's 5' 6", a BM of
35. She was on the phen-phen protocol, phenfloram ne,
phentrom ne, by a private physician, but with no counseling;
was not interested in trying any other agent. And we put
her on ephedrine and she has done quite nicely. This was in
the first part of May. She's down to 185 pounds.

So | think what we're seeing in the treatnent of
weight loss is certainly an armanentariumthat we have, and
frequently with the regulatory boards in terns of state
boards of nedicine they wanted to regul ate and | egi sl ate our
practices and our ability to prescribe nmedications w thout
getting the facts. And | think we've had a | ot of
information that has been dissem nated to us here. If we
reviewthe literature in terns of weight reduction, |ooking
at caffeine, ephedrine, and aspirin conbination that has
been highly publicized by Dr. Astrup and sonme others in
England, Dr.--1"mforgetting his nane--Honmer--we're seeing
sone studies. Ganted, they are sonme short-term studies
with few patients, but if we |look categorically at them
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they' re | osi ng wei ght.

W are not reporting, per se, the incidence of
side effects exactly. They do, in general, note that--Dr.
Astrup published in 1990 in Current Research Therapeutics
that actually 10 mlligrans of a TID dose of ephedrine was
successful in weight loss, and so we're seeing certainly
that there is some efficacy. And I think what |I'm saying,
we shouldn't throw the baby out with the bath water. |If
there are certain nmechanisns to regulate and to assure the
quality of the content of these agents which we don't have
in place now and which I'd like to ask the FDA--do they have
mechani snms by which, if we had recommendations in terns of
manuf acturing, that could be in place, because | think
that's critical to what happens, and as Dr. Croom had
suggested, not adding certain itens because we know, for
exanpl e, al pha 2 agonists like chlonodine, if given with
ephedra, had potentiate hypertension, as can yohinbe. So if
we can assure unadul terated products, | think we can nmake a
better case for their usage.

DR. ASKEW Thank you, Dr. Bruner. Dr. Zinent?

DR. ZIMENT: | liked very nuch what Dr. Croom said
and | think what Dr. Bruner also said has nmerit. However
two things that Dr. Croomsaid that | don't quite
understand. One, he said the dosage should be limted to
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seven days in these regulations, and I don't see why and |

certainly don't quite understand what he neant about the

effect on cardiac capacity. | think that was the term he
used. | don't think that that's necessary exactly what you
meant. It still leaves ne with concern that this

inplication that nore than seven days coul d be hazardous, as
opposed to | ess than seven days in sone sort of |ong-term
fashion. | just don't see the evidence for that. That's
nunber one.

And nunber two, very briefly, I think you inplied
that this reconmmendati on woul d encourage, perhaps, the
regardi ng of ephedrine as a drug for asthma and for the
treatnent of colds rather than for other uses. And | just
woul d point out that the NNH in its guidelines which it has
wor ked so hard to pronul gate for physicians across the
country does not recomend the use of ephedrine for asthm
Moreover, there are far better renedies for the treatnent of
upper respiratory infections or colds than ephedrine.

DR CROOM 1'Il let some other specialists--but
let me address a little bit of that. Wat I'mtrying to
| ook at is we have a |lot of |ong-termuse under those
condi tions which were seven days or |ess, because ny feeling
that 1'mlooking at is the safety and that's the mgjor thing
t here.
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The cardiac I'll |let our cardiol ogi sts speak nore
to, but let nme say that even though in the weight |oss
regimens--1 think for self-treatnent with a dietary
suppl enent, to have an open-ended use policy for sonething
this potent is just not wise. It's just not w se, and when
you are stinulating the heart we've heard the case, |
t hought, given of wasn't this contributing to the death,
possi bly, of this person. |Is this not right, Dr. Love, that
as far as--the cardiac necrosis, | thought, was the term
used in this death of this tough student. |Is that not
right? And because anphetam nes can do that, it's not clear
to me what chronic, long-termuse of ephedrine--

DR. LOVE: Ephedrine is also recognized.

DR. CROOM Exactly, in this case for your
capacity over tine, if that's a wise practice. So that's
why I'"masking for alimt on any tinme franme. | know you
know t he--both of you all were going to speak.

DR. ASKEW Yes. Donna Ri chardson wants to

comment and then we'll go to Dr. Inchiosa.
M5. RICHARDSON: 1'd like to say that | like a |ot
of what Dr. Croomsays. | think certainly if you're talking

about a seven-day |limt, then the packaging has to
accommodat e that seven-day |imt, that that's all wll be in
t hat packaging i s seven days.
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| guess what | have picked over the |ast couple of
days--and | was on the working group--is that we have what
are called supplenents to the diet and they contain this
entity that has also been called a drug over and over over
the last two days. And then we are blam ng the consuner
because they're msusing this diet supplenent. They m suse
it, they abuse it, they overdose on it at the sane tine that
it's being marketed as a health food. It's sonething
natural and they're going to have a perfect body. Either
they will becone slimor they will becone Adonis. But the
| abel s are obscure and they're not direct.

You know, | |iked what Dr. Jones said about using
this may cause inpotency, but | think it should al so say
nmore than don't use this if you have heart disease or
thyroi d di sease because what does that nean? | think it has
to be explicit that people are going to have seizures; they
can suffer a stroke or a heart attack.

|'ve heard the side effects called "expected" and
sonmeone even called them m nor because there are no |asting
effects. Well, there are sonme lasting effects. Any
application you fill out for health, life or disability
i nsurance and for a job says, have you ever had a seizure,
have you ever been told that you had a stroke, have you ever
been told that you had a heart attack, have you ever had
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hypertension. Try and get |ife insurance or disability
i nsurance after you have answered yes to those, and
especially if you suffered those when you were young.
think the | abeling is not enough unless it is just as
prom nent as the cl ains.

The other concern that | have is that we tal ked a
| ot during the working group about education, and | think
it's education of nore than just the consuner. | heard |
think it was Dr. Zinent say that all of the physicians know
about ma huang, they know about ephedrine. But what we
tal ked about during the working group is that they don't
necessarily know about diet supplenents, so that when a
patient is in and they're asked what nedicines they're on,
they're not asked, are you taking any diet supplenents, are
you taking any health foods.

And so often the physician, nurse mdw fe, nurse
practitioner or the nurse taking that history may not ask
that question. So we've got to educate physicians and ot her
health care professionals. That includes the psychiatrists
and the counsel ors because of the psychiatric inplications
of these diet supplenents. And I think we also then have to
| ook at educating the educators, since we are tal king about
a young popul ation that has a tendency to m suse these
entities. And the other group is coaches. If indeed it's
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bei ng pronoted as a body enhancer, then the coaches al so
have to be educated about this drug, and that's what |I'm
calling it, is a drug.

DR. ASKEW Thank you. Ms. Richardson is our
consuner representative and her views are particularly
valued with regard to the consunmer and how t he consuner
m ght react to these products.

|'"d like to go nowto Dr. Inchiosa, then Dr.

Ri caurte; Dr. Benedict, who also would Iike to comment; Dr.
Marangell; Dr. Hui. We'll go to Dr. Inchiosa.

DR. INCHI CSA: | wanted to tal k about briefly your
recomendati on or suggestion of 10 mlligrans per dose.
Al'so, it seened rather a cunbersone procedure that would be
required for guaranteeing the safety and the quality of
t hese products, but also then you begin to nention all the
t hi ngs one could not claimand so therefore you're not
claim ng any therapeutic benefit, no weight loss. So it
ends up really being just a dietary supplenent of rather not
wel | -defined val ue or indication, or value, let's say,
because at the end of the all the exclusions |I wasn't sure
really how this would be advertised. So, that's one aspect.

But regarding the 10-m | ligram dose, 10 m|ligrans
of ephedrine is a significant anmount of ephedrine. It's
rather interesting. Since we're talking about science, you
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can only really see the cardi ovascul ar effects, the true
potential of those 10 mlligrans in a hypotensive
individual. And it turns out that ephedrine is the

mai nstay, the nost popul ar drug used by anesthesiol ogists to
support bl ood pressure induced by inhal ation anesthetics, by
regi onal bl ockade of the synpathetic nervous system

Under those circunstances where you have vasa
dilatation and a decrease in cardiac output, ephedrine is
t he nost popul ar drug sel ected by anesthesiol ogists. Under
those situations, 10 mlligranms of ephedrine adm nistered
i ntravenously produces a very dramatic increase in blood
pressure and return. So it increases cardiac out put,

I ncreases venous return, and so you get a dramatic

phar macol ogi cal effect. The fact that you don't see that
effect in a normal tensive individual is because of reflex
autonom c i nfluences. So you get a reflex bradycardia, but
you still have vasal constriction.

And so therefore you're tal king about a situation
where you have--normal tension may remain, but you have
constricted the nesenteric beds. But one should not be
fooled by the fact that there are only nodest changes in
bl ood pressure in a normal tensive individual. 1In a
hypot ensi ve individual, this is a therapeutic dose being
used now in the operating roons on thousands of patients as
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we sit here talking that are supporting bl ood pressure. So
it's a very inportant drug and its true effects can be seen
t here.

Regardi ng that other statenent you nade about the
seven days, | think that the seven days is fine when you're
tal king about it in a therapeutic context. |If you were to
say that you were going to try a short therapy, self-
admnistration by a person to try a nedication for their
ast hma, seven days is good limtation because then they
shoul d seek nedical advice if they don't get the desired
t herapeutic result.

But if this is nowthen truly a dietary
suppl ement, sayi ng seven days seens to be a contradiction if
you' re | ooking at sonmething which is a tonic, sonething
whi ch soneone is taking for a tonic reason. And there the
chronic beta 1 stinmulation is, in fact, going to cause beta
receptor down regul ation, and your comment about a decrease
in contractility would, in fact, be expected because of beta
1 receptor down regul ation on chronic use.

Al so, in that dosage range, and especially--it's
interesting, and one of the nost dramatic things that struck
me when | read the reports and the advertisenent is that
this drug is suggested as being used in conjunction with
training, physical training. It is the worst drug to use in
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conjunction with physical effort because it increases

rel ease of catechol am nes. Exercise is going to increase
synpat heti c di scharge, so you're going to have a synergi sm
of the body increasing synpathetic drive, increased rel ease
by ephedri ne.

It prevents the reuptake, which is the mjor
mechani sm for cl earing norepi nephrine and epi nephrine from
the bl oodstream and it also interferes wwth the--it
inhibits the netabolism by nonam ne oxi dase. So one has a
very unsafe conbi nation of effects and therefore one woul d
expect under these circunstances mnmyocardi al necrosis with
prol onged even | ow dose use because of that chronic
concentrating effect.

MR CROOM So woul d you change the nunber of days
or would you | eave it--

DR. INCHI CGSA: No. | think the nunber of days is
good, but | think it has to be done, which |I've nentioned
before--1 think this drug should be used in a therapeutic
setting with an indication, a clinical indication for its
use. | think that's the only safe and appropriate use of
t he drug.

DR. CROOM And the other thing, again, | want to
poi nt out on the dosage recommendi ng--1'm goi ng by where do
we have the | ongest safety data. The Chinese herb itself
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has between generally 1 and 2 percent. An average dose of
the herb is 6 grans. That neans you have between 6 and 12
mlligranms of alkaloids there. So I'mtaking traditional
| ong-termuse, what do we know fromothers, not to justify
the use, but to say for safety where are the nunbers, and
yet not get to the point to where if people are taking it
for sonme utility, no matter what, that we're bal ancing
about--that we're, to ne, saying as even a naive user, how
can | try to set a safe level, but give sone utility.

DR. I NCHI CSA: | agree a hundred percent with you.
| think that your dose in that range, somewhere under 10
mlligrams per dose, would be an appropriate therapeutic
dose, with supervision. | agree conpletely. It's a good
dose.

DR. ASKEW Dr. Kessler has a comment and then we
have sone ot her comments.

DR. KESSLER: Just a question on this point for
t hose who are experts in how dietary suppl enents are used.
Not on the nedicinal side but as a supplenent to the diet,
is it common to think about a supplenent to the diet being
used for alimted period of tine to just 14 days?

DR. DENTALI: Yes.

DR. KESSLER: Are there other exanples where you
use a supplenment for a limted period of tinme?
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DR. DENTALI: Most tonics, a seasonally limted
time. Akinesiais a classic one. Mst every herb | use, |
don't take herbs on a daily basis. | alnbst only use them
for limted periods of tinme. There are many others that
woul d be used for |onger periods of tine. | don't
personal |y happen to be doing that presently.

DR. KESSLER: And the other one is a very sinple
gquestion just for the record. As a supplenent to the diet,
what's the purpose of the ephedrine?

DR. DENTALI: For nyself, | suppose--1'ma hay
fever sufferer. | aminpressively sensitive to grass
pollen. | got desensitization shots as a youngster, |eft
the country and stopped that, and | was pretty okay until
moved to Oregon. | suffered through one sumrer. The next
summer | broke down and took all the available drugs |I could

get ny hands on, and the next summer | started the program

agai n.

One of the things that | have available to ne is a
one-ounce bottle of ephedra extract. |It's a pure alcohol -
water extract. | haven't used it in two years, but it's

sonething I would like to be able to go, if I chose to, and
take a few dropperfuls of that and see what the response is,
and this is generally how | would use the drugs as well; try
it, see what the response is, see how !l tolerate the side
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effects, see what the efficacy is. So in this case it would
be pronoting open air flow during tines when | felt that
t hat was necessary or desired.

Ganted, | don't think that really a dietary
suppl enment is an appropriate place for herbs or herba
extracts, but it happens to be the only regulatory place we
have for it right now

DR. KESSLER: W' re seeing an increased nunber of
products that have ephedrine-like conpounds and | guess the
guestion is why is that, why is the ephedrine there.

DR. DENTALI: | think it's quite clear that a | ot
of these products fromthe good work that Dr. Love did are
in the weight |oss category, and it's not just for
ephedrine. It mght be instructive to | ook at the
categories that products are being made. | think |I could
gi ve ot her exanples of products being used for weight |oss
that are inappropriate and dangerous as well.

DR. ASKEW We have several people waiting to
speak. Dr. Ziment, | think, has sonething on this point.
Do you?

DR. ZIMENT: Well, three mnor points. One is
t here has been sone specul ati on about myocardi al necrosis
occurring as a result of using beta 1 or beta 2 stinulators.
There's a long and very detail ed know edge on this problem
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and it turns out that the danage to the heart by the use of
these agents is extraordinarily rare, very rare indeed, and
that there are just case reports, such as sonebody using
i soproterenol by netered dose inhaler and using sonething
over 50 puffs a day, which is well beyond the recommended
dose, leading to nyocardial contraction bands and nyocardi al
infarction. Even arrhythm as are rather rare when using
beta agonists, unless a person is also hypoxic or
hypokalemc. So I'mnot really worried about ephedrine
causi ng | ong-term cardi onyopathy or short-term nyocardi a
necrosis if used within reasonabl e, appropriate dosages.

Secondly, |'m concerned about even the suggestion
that an asthmatic should self-nedicate thenselves with an
ephedra product for seven days with mld asthma. That is
not mld asthma. M| d asthma responds to one dose or two
doses. If a patient needs it for seven days, they need to
be seen by an experienced practitioner, usually a physician,
who will then introduce appropriate medici ne which may be
anti-inflammatory and not just beta agonist.

And al ongside this |I also worry about utilization
in the treatnment of colds and allergy for a week because a
cold, again, probably needs less treatnent, unless it's
sinusitis and has conplications, whereas allergy is likely
to go on for nmuch I onger than a week and people wll tend to
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have to treat thensel ves maybe for a nonth. So, again, the
seven-day figure is one that sounds good. God created the
world in seven days, or he rested on the seventh day, and |
guess that's where the inspiration for seven days cane from
but there's no other pharmacol ogic reason that | know of.

DR. ASKEW Thank you, Dr. Zinent. Dr. Kessler,
did you want to respond?

DR. KESSLER: Just to enphasize and to agree with
that point. The Food and Drug Adm nistration--we agree
whol eheartedl y; ephedrine is not the standard of care for
the treatnment of asthma. There are effective nedicines over
the |l ast several years in the treatnment of allergic
rhinitis. Also, we've seen dramatic increases in howto
treat those conditions. The Food and Drug Adm nistration
does not believe that these nedicines are appropriate,
certainly not the standard of care in those di seases.

DR. ASKEW (Ckay, folks, it's getting close to
2:00. At 2:00, we want to start our polling, but I've got a
nunber of people here that have asked to speak and so |
woul d |i ke to give theman opportunity and to be brief. W
have Dr. Ricaurte, Dr. Benedict, Marangell, Hui, Hsieh and
Jasinski. Is that right? So we're going to go in that
order, and make your comments brief, please, and go ahead,
Dr. Ricaurte.
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DR. RICAURTE: A question to two of the previous
speakers. If the indication is not weight loss, it's not
stinmulation, it's not body-building, what is the indication?
| guess | would direct that to Dr. Croom or people with the
manufacturer. | want to make sure | understand Dr.
Kessler's point. He says use of the product as a diet
supplenent. |Is that specifically with relation to wei ght
| oss or not, | nean, because it may hel p answer the issue of
how we shoul d assess the use of these drugs?

DR. YETLEY: That's |anguage fromthe definition
of a dietary supplenent in the | aw which says that one use
is--its purpose is to supplenent the dietary intake of a
particul ar substance.

DR. RICAURTE: But we're not to link that with

wei ght | oss?

DR. YETLEY: The statenment--1 could read it for
you. | think it's here. [I'Il see if I can find it quickly,
but it's not Iinked to anything in the Act. It sinply says

that's a purpose of a dietary supplenent. Now, whether or
not you want to link it to one of these, | think, is another
i ssue.

DR. ASKEW Dr. Benedict?

DR. BENEDI CT: Three very brief things. One, wll
we have the opportunity to nmake a statenent, in addition to
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bei ng pol | ed?

DR. ASKEW Yes. At the very end, you're going to
have an opportunity to nmake a summary statenent.

DR. BENEDI CT: Thank you. The second thing is I'd
like to applaud Dr. Croomfor giving us a point of debate
that we could all discuss. And with respect to that, with
respect to the seven days, did | understand Dr. Love to say
that | east 50 percent of the adverse reports occur at very
early tinmes, usually less than seven days?

DR. LOVE: Wat we see in our data is about 13 to
14 percent are in the first use or first day of use and
about 35 percent, about a third, within the first week.

DR. BENEDI CT: Thank you.

DR. ASKEW Dr. Marangel | ?

DR. MARANGELL: Yes, a point and then a question.
" m gl ad that someone brought up psychiatric side effects of
t hese nedi cations, as well, and adverse events. W haven't
di scussed that very much and it doesn't often |lead to death,
but in terms of |ooking at at-risk populations | would
appreciate it if people included the 1 percent of the
popul ati on that has schi zophrenia, which certainly can be
exacer bated by these products; the 1 percent of the
popul ati on whi ch has bipol ar di sorder, which can be
exacer bated by these products; all the additional patients
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t hat have panic di sorder and generalized anxi ety disorder.
And at a mninum |'d like to see the |abeling reflect the
potential risk to those individuals.

| have a question. When we're trying to set what

is the safe level, and whether it be 10 mlligrans or 5

mlligrams or 20 mlligrams, | am caught because we're
extrapol ating fromthe pharmaceutical. And |I've heard the
di scussion, and please correct me if I'mwong, | don't

under stand how you can do that with these products.

DR CROOM | have to qualify that.

DR. MARANGELL: Wth the variations in the assays
and Dr. Love's presentation on even within the sane product
there's a trenmendous changeover tine--

DR. CROOM | gave you the standard range of 1 to
2 percent in the herb, not the drug. That gives you a dose
bet ween a standard use that has been used by thousands of
people for 1,000 years.

DR. MARANGELL: Wwell, but--

DR CROOM No. It gives you a dose range of 6 to
12 mlligrams on a standard dose, even taking in all the
variations we're tal king about.

DR. MARANGELL: Ckay, but you're also
extrapol ating from -

DR. CROOM It's only herb.
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DR. MARANGELL: --the pediatric dosages of
ephedri ne.

DR CROOM No, no. This is fromthe plant
ephedra. That dose I'mgiving you is on the herb itself.

DR. MARANGELL: The herb itself as it has been

used was under the supervision of practitioners as a

medi ci nal - -

DR. CROOM Not necessarily. That has been
presented here. It is by practitioners. It also a patent
medicine in China. It has also been on the market in this

country for a nunber of years for self-treatnent without a
W se guru always directing you to its use. |It's common for
self-treatnent al so.

DR. DENTALI: | have a comrent on those figures.

DR. ASKEW Dr. Dentali wants to junp in at this
poi nt .

DR. DENTALI: Yes. Now, correct nme if I'm wong
here, but we're tal king about 6 grans at 1 to 2 percent. M
mat h cones out to 60 to 120 mlligrans. Please correct ne
if I"'mwong there. 6,000 mlligrans at 1 percent; 10
percent of 6,000 is 600; 1 percent is 60. Double that is
120, so you're underreporting by a factor of 10.

DR CROOM By a factor of 10, that's right.

DR. ASKEW Would you clarify that again for us,
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Dr. Croom what you just discussed about the underreporting
by a factor of--for those of us that are less ninble
foll ow ng the cal cul ati ons?

DR. CROOM (Ckay, let ne explain that. 1In the
herb itself, that is correct that of the figures that Dr.
Dentali just said it's 10 tinmes the anount | did. Now, |et
me say, though, that | don't think you extract everything in
the herb, and so you're right. | should have clarified. M
figure was 10 times less to say that that's even the anount
that you would be getting in the water, in the tea, instead
of the herb itself. That is correct and that's the anount
t hat woul d have been at the m ni num i ngested.

DR. MARANGELL: | still don't understand how
you're going to set a comercial standard when you don't
have a reliable assay that takes into account all the
various al kaloids and different matrices. How is that
possible? Howis it that there's such variability from one
product to another that you can set 10 mlligrans and know
that that's what it is?

DR. CROOM  Renenber, part of the package that
|'ve presented is GWs wth a certifiable, quantitative
anal ysis of the final product form In other words, if
there's not such an analysis and it cannot be done, then you
can't neet the GW.
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DR. MARANGELL: Well, that's ny question. |
wasn't trying to--

DR. CROOM There's at least 5 or 10 assays
besi des the ones presented here, by the way, on quantitative
HPTLC in capillary el ectrophoresis. Part of the problem
you' re seeing--their product variation is they're having to
anal yze every product under the sun, no matter what's put in
it. That's an inpossible quantitative nethod. The
hercul ean job done by the FDA has been amazing on these
anal yses, and so ny point is for industry to do this it's
going to have to have a reproduci ble, quantitative, rigorous
assay to answer that question.

DR MARANGELL: | agree.

DR. ASKEW We'll go to Dr. Hui next.

DR HU: Wwell, first of all, I think the figure
that Dr. Croom put together again is for the use by the
Chi nese practitioners and it's a dose arrived at over
centuries, but it's used usually in conbination with other
herbs that may counteract the side effects of ephedra, and |
think I want to, you know, nake that clear. And also it's
used really to bench the possible physiological state of the
patient at that point in tine and it's used with adjustnent
according to the patient's response.

So it's not going to be used Iike over a certain
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period of time on a regular basis, so | don't know what w ||
be, you know, the right length of tinme. | don't think it
shoul d be used on a chronic basis. In terns of indications,
this is supposed to be a dietary supplenent. W accept that
this does not have any value in terns of diet, but that
since it's used by our citizens to inprove their well-being-
-1 suppose a |lot of themtake dietary supplenents to inprove
their well-being in their perspective nmaybe to fight
fatigue, maybe to hel p them you know, decrease weight. |If
that's, you know, what Dr. Bruner and other researchers have
found, then we will have to accept that this is what they
are going to do. If we ban it, then they will go
under ground and so we have to cone up with sonething that is
saf e.

| don't think that those that Dr. Croom suggested
is safe because | really think that we have to take into
account a lot of the concomtant factors that nmay affect the
response to the anmount of ephedrine that's being used
because a | ot of our patients, our citizens, are under a | ot
of stress wth restructuring and downsizing. And we al so
have to recogni ze that they are also drinking a | ot of
caffeine and they may be taking antibolic steroids to
i ncrease, you know, their nuscle mass. Again, they are
exercising. That may increase their adrenergic stinulation.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




193

So | think that the dose has to go down, you know,
by a factor, and even 10 TID, assum ng that the Chinese use
60 mlligranms, total, soit's 20 TID--10 is half, and | have
heard about a five-fold difference in ternms of the
variability in the clearance. | have heard about at |east
an arbitrary figure of 10 percent, so it would bring it down
to even |ower, the 10-fold decrease. So that wll nmake it
dowmn to 2 to 4 mlligrans each unit dose, and | recomend a
| oner dose because | think that nost people, in general,
woul d use nore.

| mean, that nonconpliance in this situation is to
take nore, not to take anything for a condition that people
want to see results. You know, for pain and for results,
people, in general, take nore, so | would suggest that if we
deci de to keep, you know, the product on the market that we
should try to bring it down; you know, maybe 2 mlligrans,
at the nost, 3 tines a day, and that if they are to use it,
you know, on a nore chronic basis and if they have any side
effects, they need to consult any licensed practitioner who
i s know edgeable in the use of this substance.

DR ASKEW |1'd like to rem nd the conmttee
menbers that you' re going to have an opportunity to give--
everybody is going to have an opportunity to give a
recommendation with regard to the dose | evel when we go
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around and then poll everybody. Dr. Hui has introduced the
stress factor and a nunber of us have airplanes that we' ve
got to catch this afternoon, so excessively |long comments at
this point increase our stress factor.

We have three people left to comment--four,
counting Dr. Zinment. | would ask you to be extrenely brief
because we do need to get into sone resolution for the FDA
on this. Dr. Hsieh is next.

DR. HSIEH. You can regard this as a part of ny
| ater statenent so that |I'mnot taking any extra tine.

DR. ASKEW  Good.

DR HSIEH In light of Dr. Croonmis dose and
duration of dosing and Dr. Hui's nodified figures, | want to
share the figures that | have stuck ny neck out to come up
with. The bottomline is 2 mlligrans per average person
per day for unlimted use, and this is based on the safety
assessnent guidelines, the federal risk assessnent
gui del i nes approach. And in this approach, we use the
uncertainty factors, as nost of you are famliar with, and
there were four areas, four extrapolations that the
uncertainty factors are applicable.

The first extrapolation is fromaninml LD-50 to no
observabl e effect | evel extrapolation, LD 50 to NOEL
extrapol ation. That's nunber one. Nunber two is
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extrapol ation fromanimal to humans, and nunber three is
extrapol ation from an average human to a sensitive human,
and then nunber four is extrapolation fromdrug to food.
These are the strategies that | used, and the data | used
was | cane to this 2 mlligrans per person per day fromtwo
approaches, two scenari os.

Nunmber one is using Dr. Petersen's LD 50 val ue,
which is 360 mlligrans per kilogram LD-50 in rats. So you
extrapolate fromthe animal LD-50 all the way to dietary
suppl emrent for sensitive humans and you use the uncertainty
factor. Usually, the uncertainty factor is a value from 10
to 10, and for conservatives purposes | used 10 on each of
the extrapolations. So the total uncertainty factor becones
one-tenth to the fourth power, and if you do that, then 360
mlligranms per kilogramis translated to 0.036 mlligrans
per kilogram per day for a sensitive human using this
conpound as a food supplenent. And for an average person
wei ght 60 kil ograns, a 60-Kkil ogram body wei ght, then the
average daily dose will be 2.16 mlligrans per person per
day. That's ny first approach.

The second approach is taking into consideration
t he dose of ma huang that was quoted by Dr. Croom

being 9 grans per day per person in the
tradi tional Chinese nedicinal practice. And |'musing the 2
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percent ephedrine al kal oi ds content as given to ne by Dr.
(berneyer of FDA, so the average person per-day dose is 180
mlligranms, 180 mlligrans per average person per day. And
because in this case you only extrapolated twi ce from
average human to sensitive human and fromdrug to food, so
you nultiply that one-tenth to the power of 2, nanely 100.
So you conme up with 1.8 mlligrans per average person per
day. So fromthese two figures--one is 1.8, one is 2.16, so
| just round it up at 2 mlligrans per person per day. And
this kind of elaboration is a safety evaluation, so it is
for the daily intake kind of scenario.

DR. ASKEW Thank you, Dr. Hsieh, for that
detail ed and wel | -reasoned cal cul ation. Let nme nove now to
Dr. Jasinski, then Dr. Wang, and then Dr. Zinent.

DR. JASINSKI: 1'mgoing to go back to a question,
many questions Dr. Kessler asked or put on the table--

DR. LARSEN. | don't understand why your
m cr ophone--but these are voice-activated m crophones, so
pl ease get cl ose.

DR. JASINSKI: --people would take this as a
dietary supplenent. To ne, it's very clear, okay, and it's
basically what |'ve spent ny career doing is finding out why
certain substances are reinforcing in psychopharmacol ogy in
certain substances or not; that is, within our society we
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have certain substances which are reinforcing certain

chem cal s or substances. | nean, years of research--the
consensus i s they have certain properties. They are
psychoactive in that they alter nood, feeling, thinking and
perception. These contain ephedrine. They are taken to
doses which are psychoactive in these dietary suppl enents.

In fact, if you look at the character of the
psychoactivity, it produces a typical anphetam ne-Ilike
profile. Now, in this, fromstudies which have been done,
if you give drugs of abuse to, quote, "nornmal population,”
nost people like the effects of anphetamne if you keep the
dose low. It gives themfeelings of increased energy. It
raises their nood. It has sone anal gesic action, gets rid
of aches and pains. They feel they can performbetter and
they last longer. You may, you know, drink a diet Coke to
get alittle bit of cocaine--lI nmean coca, caffeine, in terns
of this.

And the issue is if you | ook at why these are
popul ar in the stores and why there are so many
preparations, it's because of what people are buying and the
consuners are taking and the fact is that of all of the
products that are sold there, this is the one that's going
to deliver as a dietary supplenent. |If you take it, you are
going to feel it and you're going to feel better. You're
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going to feel like you're taking sonething that's giving you
i ncreased energy and all of the things that delivers on what
it prom ses.

DR ASKEW Dr. \Wang?

DR WANG I'll just make it short. Again, I
agree with Dr. Ctroom Mybe regardi ng conbi nati on products,
since we have seen a lot of the adverse reactions, adverse
events--the majority of events were due to conbination
products and | think that really needs to be considered,
refornmul ate without, you know, stinulants with that, again
taking into consideration the dose.

| thought since in the OIC drugs ephedrine is
al l owed to consune, what, 150 m|ligranms per day on the
sust ai ned rel ease product, nmaybe a 10-fold safety factor,
followi ng the Canadian way, is 15 mlligranms per day for
food, but again | amjust pulling that as a figure.

Thanks.

DR. ASKEW Thank you. Dr. Zinent?

DR ZIMENT: Well, I'minpressed by all these
argunents, bringing down the dosage of ephedrine and I'd
like to be responsible for maki ng the ultinmate suggestion,
and that is the dose should be 10 to the m nus 30 grans and
sell it as a honeopathic renedy.

DR. ASKEW Thank you. That gives the FDA a
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range, which was what they asked us to cone up wth.

[ Laught er. ]

DR. ASKEW W can probably adj ourn now.

DR. KESSLER: We can end now.

DR. ASKEW Yes. W're now ready to--except for
possi bly Dr. Bl ackburn who wants to make a statenment, we're
ready to begin our sunmmary statenents. Dr. Bl ackburn?

DR. BLACKBURN: | don't want to nmake a statenent.
| want to see whether if we vote for any of these |evels,
recommended | evel s that have cone down 10-fold in 2 days, or
in 10 nonths, down to 2 mlligranms, what we're really doing,
and | think only the people fromthe industry can tell us.
Then if we know what we're doing, then we go ahead and do
it. If we reduced it to those kind of doses with these kind
of restrictions and this sort of quality control, is there
going to be any market and are we banning the drug for use
as a good supplenment, in which case we mght as well go and
vote that way? | would |ike--

DR. ASKEW Let's have M. Israelson respond to
t hat .

MR. | SRAELSON:  Thank you, Dr. Blackburn. |
wel come the chance to offer a few perspectives. You're
dealing with sone of the scientific difficulties of this
issue and we're dealing with the commercial difficulties of
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this issue, and | think ideally we would |ike to achieve a
safe dose that can be used wdely by consunmers in this
country, at the sanme tine enjoy industry conpliance with
many of the issues that had been raised here.

And | think that the sense that we have, in order
to reach a scientific decision that has commercial reality
attached to it--that the nunbers that really seemto make
sense to the industry would foll ow the Canadi an experience
because they have eval uated these issues, have established a
dosage range which Ms. Ho advised us of, and she said to
direct questions that they had very few reports of adverse
reactions to that dosing range.

|"mvery concerned that if the product is nade
unavail able that you'll drive it underground and then all of
the concerns that you have about quality assurance w ||
quite surely be a serious problemand that the |egislation
whi ch was passed in 1994 gives us an opportunity to work
with the agency and to work with you to establish sone
meani ngful paranmeters. So just as a working suggestion,
since everybody else has thrown theirs out, is that if we
| ook at the Canadian |levels, which were 6 to 8 mlligrans 4
times daily, or 24 to 32 mlligranms, w thout the addition of
ot her stinmulant materials and wi th good manufacturing
practices, | think that that's sonething that the industry
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woul d be able and willing to support and conply with. And
in ny judgnment, that serves the broader public interest
because you woul d actually have a significant change of
commercial activity which would do a great deal to support
your desire to protect public health and safety.

DR. ASKEW Thank you, M. Israelson. W're going
to--Dr. Harlander has a coment.

DR. HARLANDER: |Is there a seven-day limt on that
in the Canadi an- -

DR. WOOSLEY: But it says a drug, too. It's
totally different.

MR. | SRAELSON: Well, you're draw ng distinctions,
and | appreciate the concern you have that they're using
that as a traditional nedicine. Now, is that a drug to you?
But in the context of establishing nunbers, safe ranges, and
| abel i ng practices, that's the problemthat we have to dea
wi th. \Whether you choose to call it a drug or a dietary
suppl enment, that's the reality that we have to face.

DR. WOOSLEY: But they're using it under
supervision and that's not at all what we're tal ki ng about
here. | think much of the discussion--

MR. | SRAELSON: No, no, no, they're not; no,
they're not. It's a traditional nedicine.

DR CROOM It's totally self-bought. There's no
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supervision of this category in Canada. It's an OIC-type
thing. You go in the store, you buy it.

DR. WOOSLEY: But what |I'msaying is it's not
| abel ed as a food supplenent. That's the difference. |It's
not - -

MR. | SRAELSON: Under DSHEA, we're able to have a
| ot of |abeling that would essentially foll ow what the
Canadi an | abeling would say, if that would be hel pful to
sol ve your concern.

DR. WOOSLEY: |1'Ill save ny comments.

DR. ASKEW Dr. Appl ebaum has one final coment,
and this is the | ast one before we start our poll.

DR APPLEBAUM And it's not even a coment; it's
a very brief question. But, Dr. Inchiosa, |'mvery
concerned what you said earlier regarding the prol onged use
even at | ow doses can result in nyocardi al necrosis.

DR. | NCHI OSA:  Yes, |--

DR. APPLEBAUM But you only qualified it; you
didn't quantify it. Wat is a |ow dose?

DR INCH CSA: Well, | was thinking of a dose even
| ess than 10 mlligrans per serving.

DR. APPLEBAUM So it could include two?

DR, INCH CSA: | don't know whether it could
i ncl ude two.
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DR. APPLEBAUM | nean, |I'masking. You raised it
and we're tal king about trying to ascertain a safe |evel.

DR. INCHI OCSA: Yes. | think one can definitely--1
mean, we had the extrene of the honeopat hic dose suggest ed.
One could certainly find a no-effect |evel, no toxic effect
| evel, and then there will be no therapeutic |level as well.
But in ranges where you have a therapeutic effect, because
you are optim zing catechol am ne preservation, in many
nodel s that has been shown--in weight reduction reginens,
patients have been identified on autopsy as having
di ssem nat ed nyocardi al necrosis. So agents which rel ease
catecholam nes, interfere wth their clearance and
nmet abol i sm have the risk of causing nmyocardi al necrosis.

DR. ASKEW Thank you. Before we go into our
poll, I want to explain just a little bit about the way the
commttee works. This is not a vote, as such. W like to
stay away fromthe word "vote" because vote then inplies
sone sort of binding resolution and we're a recommendati on
commttee and we go on record with our views and that's what
we' re going to do.

Now, of the nenbers of the commttee, there are
sone that go on record officially and others that are not
official polling nmenbers, so to speak. For exanple, Dr.
Appl ebaum and Dr. Harl ander are industry representatives and

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




204

are not--their record doesn't go officially on the record.
We allow themto nake their comment, but it is not on the
record the sanme as the other nenbers of the conmttee.

Li kew se, M. Ford, M. Israelson, and if Dr. Crawford had
been there, would also be in that sane category. W
certainly allow themto express their opinion, though.

So right now what we're going to do is go around
and poll|l everybody on the specific questions that have been
posed by the Food Advisory Commttee--1 nean to the Food
Advi sory Conmittee by the FDA. After we've done that, then
we'll go back and | et everybody neke a cl osing statenent,
and they can al so say whether or not they approve the
m nutes of the working group that was held in October at
that tinme. But we want to get on record separate and
di screet and as fast as possible the answers to these four
guesti ons.

Now, you m ght choose to group questions 1 and 2
together, safe level and margin of safety, and answer it
that way, and questions 3 and 4, no risk of significant harm
and conditions that are associated with the risk of
significant harm together.

Dr. Wosl ey, you had a question?

DR. WOOSLEY: Yes, a clarification. | assuned
that we woul d have a chance to express our opinions before a
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vote. | still haven't really expressed ny feelings on this.

DR. ASKEW Let ne ask Dr. Larsen. It was his
suggestion that we do it in this order. | would certainly
not be adverse to giving everybody a chance to express their
opinion and then get to the vote. Dr. Larsen, how do you
feel ?

DR. LARSEN: | want to enphasize this isn't really
a vote. You're getting a chance to get your opinion on the
record, and the way | was suggesting that we do it is that
we address the questions specifically first and then go to
your general overall assessnent, if you will, your sunmary
statenent. Now, if you' d rather go through the summary
statenent first and then--but | think what we want to do is
make sure we get an answer to the questions that we have in
t he charge.

DR. WOOSLEY: | think it's usually better to get
everybody's opinion and then derive the answers.

DR. LARSEN. Dr. Kessler?

DR. KESSLER: W just don't want to let you off
t he hook.

[ Laught er. ]

DR. KESSLER: | have prom sed a nunber of people
that the agency will work hard to get to a decision soon
after this advisory commttee. Perhaps if there's, you
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know, one or two general statenments, sentences, first,
that's certainly fine, but we really would Iike to go around
and get the answers to these questions. Feel free to make
sone general, you know, opening, but we really would |ike on
the first round for you to address the questions because
we're just afraid you will never get there.

DR. ASKEW If you would like to preface your
specific answers to these questions with a preanble, go
ahead, but you'll have tine later to give a nore detailed
one, and | can certainly see the reason that you suggested
it. But, yes, M. Ford?

MR FORD: | just wanted to get clarification of
the context of the question, Dr. Kessler. Wre you asking
people here if there is a safe |l evel of ephedrine in terns
of what they've |earned today and yesterday, in terns of the
literature that they're famliar with, in ternms of the use
of the product or products in their daily professional
practice or--it's a pretty straight question that I would
think woul d require sonme experience and expertise, so |I'm
j ust asking what the context of the question is.

DR. KESSLER: It's based on the record before
i ndividuals. W have a lot of different individuals with a
ot of different expertise. W'I|Il take that into account.
For some, it'll be the information that has been presented
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over the last two days. For sone, it'll be infornmation that
has been presented both in the working group and over the

| ast two days. For others, they certainly can draw upon the
literature that they're famliar with and their own
expertise, but it's the record before them as has been
presented. | think that the starting base is over the | ast
two days, certainly.

DR. ASKEW Dr. Fukagawa has a flight that she has
to catch and she was going to be first and I'd really |ike
to give her an opportunity to speak before she | eaves. Go
ahead.

DR. FUKAGAWA: Thank you, and | guess | wll be
one breaking the recomendati ons that we go with our answers
to the questions and a sunmary statenent, since |'m
conbi ni ng bot h.

First of all, I would like to concur with the
cautionary statenents that were nmade by the working group
and outlined in the mnutes of the October 1995 neeting, in
that | do believe that they have taken into consideration a
significant nunber of the issues that have been raised over
t he past two days.

Now, to address the questions, regarding the safe
level in dietary supplenents, | nust admt that | cannot
separate out the supplenents fromthe context of food and
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wi Il have to assune that nost individuals, when they see
sonething as a dietary supplenent, may indeed infer from
this that it can be taken safely on a daily basis. So
knowi ng this and know ng the cautions that we' ve descri bed
in the working group mnutes of 1995, | would concur with

t he Canadi an experience in that the safe level in dietary
suppl emrents woul d be anywhere between zero to 3.1 mlligrans
per day of the ephedra al kal oi ds, and then one can nake the
calculations after that wwth respect to ephedrine in terns
of per-serving and per-day reconmendations.

Wth regard to the margin of safety and
determining the safe level, | believe also that we can go
wi th the honmeopathic recommendations of Dr. Zinment of 10 to
the mnus 3 or 10 to the mnus 4, up to the maxi num of the
3.1 that I amrecommendi ng at the present tine.

Finally, with respect to conditions, or question
nunmber 4, | don't think there are any conditions where there
is no risk of significant harm when taken as a dietary
supplenent. And, finally, the conditions associated with
risk of harm-1 would concur that the issue of the pediatric
popul ation, the elderly popul ation, those on drugs that may
interact, especially in conmbination wth caffeine and sone
of the other drugs that we heard about earlier, and
condi tions which would include pregnancy, heart diseases,
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sone of the psychiatric or psychotic illnesses that we're
tal ked about, et cetera--and so therefore | think it's very
difficult in making these recomendati ons i ndependent of the
ki nds of health clainms or clains that we've seen on the

| abeling of the packages that were before us over these past
two days.

And | woul d seriously, on a broader point, concur
with Dr. Cydesdale that it would be inportant for us to
perhaps rel ook at the SHEA [sic] law, or | don't know what
that--issue and consider that it mght be appropriate to
recommend that this be repeal ed. Thank you

DR. ASKEW Thank you, Dr. Fukagawa. Dr.

Cl ydesdal e has already given his and has left and we'll nove

on to Dr. Harl ander

DR. HARLANDER: As nentioned earlier, I'mnot a
voting nmenber. | do appreciate the opportunity, however, to
share at | east ny perception. | was not here the first day.
However, | did receive the packet and had an opportunity to

reviewit.

| do have sonme concerns that this is a drug
masquer ading as a food, and | share both of the last two
speakers' concerns about DSHEA and feel that this is
probably one of the first times we're going to be dealing
with this issue if we keep that legislation the way it is.
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| have sonme concerns about the difficulty in
separating the clains that are nade fromthe dosage and
duration of use. |If there is even an inplication that this
can be used for weight control, for energy, for a sense of
euphoria, for bodybuilding, |I think that consuners wll not
take into effect, even it's |labeled, that it should be used
for seven days because those are not things that we have
concerns for only a week about. If we're taking sonething
for weight control, we don't really even get nuch of an
effect in seven days. So if there's an inplied or an
explicit claimbeing made, | have a real hard tine
separating that fromthe dosage and duration

| al so share concerns with other speakers about
the [ ack of specifications, quality control, reliable
assays, reliable dosages, and I know that the industry has
made proposals for doing that and for putting those things
in place and, to nme, that would be a m ni rum of what needs
t o happen.

For those of us that are in the food industry,
which I am we are very concerned about specifications of
any ingredient going into our products, as well as final
specs, and we're dealing with biological systenms. Food is a
bi ol ogi cal system It's a natural product in nmany cases, at
| east in ny business, and those kinds of specifications are
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a mninmumand quality control systens in place.

| have a real concern about the inpact of the 11
to 20 other ingredients that are present in many of these
products, and we've had di scussi ons about the fact that we
understand very little about those other alkaloids. The
drug interactions have already been addressed by other
people in this group as well.

| think that's ny main--and a surveill ance system
| think in the food industry we have 1-800 nunbers. This
m ght be a dramatic departure, but 1'd like to see a 1-800
FDA so that these concerns go directly to the agency rather
than to the individual conpanies on their own. | think that
woul d be a responsible way for us to assess the true adverse
reactions to these products.

| al so had sone concerns about--and it just cane
up very briefly about the traditional use of these products
by the Chinese and the dosages that we're arriving fromthat
based on that and then the fact that other drugs are used to
counteract the effects of the ephedra. To ne, that was new
information to me and | have sonme real concerns about the
need to really explore that nore because if I'mtaking this
product, | probably don't have access to those other
counteracting drugs at the sane tine.

So in answer to the questions, | don't feel
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confortable that we can cone up with a safe level for a
di etary suppl enent because | don't think people would use
this just for seven days. W'd have to conme up with a
dosage that was going to be safe for |long, chronic use
because | think the kinds of things people would use these
products for, they would not do themin short, you know,
seven-day kinds of things. So therefore | think it's very
difficult to determne a nargin of safety, and personally I
have a hard tinme comng up with a safe usage of these
products where there is no risk of significant harm Thank
you.

DR. ASKEW Thank you. Dr. Chassy?

DR. CHASSY: One thing that has becone clear to ne
over the last couple of days is that we're w tnessing
per haps the renai ssance of traditional Chinese nedicine, and
| was very appreciative that Dennis Hsieh brought the book
inand read a little bit out of it because | think it |ends
great guidance. They have thousands of years of experience
with what is a nedicine, not a dietary supplenent. It is
i ntended for use, whether by self-nedication or prescribed
by a practitioner who is famliar with it, for a short
period of tinme for a specific therapeutic effect. And even
that book told us of the dangers of side effects and adverse
reactions and what to do about them and as Susan j ust
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poi nted out, there were other herbs that were mxed to
counteract sonme of the effects that one woul d expect from
ephedr a.

| think that it is disingenuous of the industry to
wap thenselves in 5,000 years of scientific Chinese
tradition in using these herbs and say that that tradition
shows that these can be safely used because we are not using
t hem under the sane conditions, to the sane extent, at the
sane |l evels and for the sane purposes that their experience
has proven themrel atively safe in.

And that brings me to the second thing that the
previ ous two comments focused on. W are tal king about a
di etary supplenent which I as a consuner, when | walk into a
store that sells these products, have every reason to
believe are at | east as safe as the foods in ny diet that |
mean themto supplenment and so I would hold themup to a
very high standard of expected safety.

In fact, there are people going into these stores
and buyi ng products because they believe, because they are
natural and because they are herbals and botanicals, that
they are, in fact, safer than the products that are offered
over the counter or prescribed by the doctor, and certainly
have no reason to believe that there could be adverse
consequences.
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| have a nunber of other comments | want to nake
| ater when we go around again, but those two things and the
fact that we have very short-termand very | ow doses | eading
to adverse effects nmake nme believe that it is inpossible to
set a total ephedrine or total ephedra al kal oid dose that is
safe in a dietary supplenent, and that would be ny answers
to questions la and 1b. | do not believe that there is,
therefore, any margin of safety, although | believe that the
proposals put forth by Dr. Croom and the cal cul ati ons that
Dr. Hsieh provided us with do give us guidance, should we
want to adopt that position.

| believe Dr. Croomis proposal is at the very
m ni mum what we woul d need to do to continue to have ephedra
al kaloids in the marketplace, and | think Dr. Hsieh's
experience in toxicology has guided us to a very reasonabl e
nunber .

| can't obviously identify conditions for which
there is norisk. That is a difficult question in any case
because nothing is wthout risk, but in a food product or a
di etary supplenent to a food I have to have a very |low | eve
of risk. And finally, it is very clear to ne at |east that
there is a risk in taking any of these products. There are
peopl e who are at greater risk when they take them and
t hey' ve been enunerated already for us. |I'mparticularly
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concerned about people who are going to have preexisting
condi ti ons which have been noted, people who are going to
exerci se under severe physical stress. |'m concerned
particul arly about how they m ght perturb people who al ready
have, you know, nental problens. There are a variety of
peopl e who | think should be steered away, but | think that
can be dealt wth in warning labels if they're sufficiently
ext ensi ve.

DR. ASKEW Thank you, Dr. Chassy. Dr. Benedict?

DR. BENEDICT: | will save ny pithier comrents
until we go around a second tine and just get through the
guestions as quickly as | can.

DR. ASKEW Bl ess you.

DR. BENEDI CT: Thank you. Wth respect to
guestion nunber 1, can you identify a safe level, listening
to the data, the | owest dose that we were told anyone was
given was 1 to 5 mlligranms, and under those circunstances
there were adverse effects. Based on the data that we were
presented with, | cannot identify a safe |evel because |
never heard anybody say a |l evel that was given that gave
absol utely no adverse effects. So | cannot identify a safe
| evel .

How woul d | determine a margin of safety in the
face of that? |If | were forced to do so, | would suggest
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that we take the 10-percent rule and apply it to the | owest
dose anybody has ever taken that gave an adverse effect,

whi ch woul d be 10 percent of 1 mlligram which would be 100
m crograns. But then you have to factor in the current
status of the products, which seemto vary fromup to 30-
fold in the anmount that they say they contain, and so you
must divide that 100 m crogranms by 30 to go down to whatever
that works out to be, a small nunber.

Okay. Can | identify conditions for use under
which there's no risk? | cannot because we've never heard a
dose that did not cause an adverse effect when given at a
dietary supplenent; at least | didn't hear that. Can
identify conditions of use associated with a risk of
significant harn? Yes. W've heard of two very unfortunate
deaths that--at |east two that were directly related to
taking this substance as a dietary supplenent, and so | can
definitely identify such conditions.

DR. ASKEW Thank you, Dr. Benedict. Dr.

Appl ebaunt?

DR. APPLEBAUM Thank you, and | appreciate having
the tinme to al so answer the questions, realizing that
because | represent industry, they will not necessarily be
considered, and I'"'mgoing to follow Dr. Benedict's |ead and
answer the questions.
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In regard to the first one, can | identify a safe
level in dietary supplenments for total ephedrine al kal oi ds,
| think at sonme tinme in the future not only nyself, but I
think a coommttee will be able to identify a safe level. |
think there is not enough data currently available for us to
do that, and | say that for one reason, in particular.

There hasn't been enough information provided to the
commttee today or yesterday to identify what the dietary
supplenment is. It depends on the manufacturer, it depends
on the product. So there isn't--and |I'mnot confortable at
all in extrapolating fromthe therapeutic agent the pure
conpound to the dietary supplenent. So in regard to la and
1b, no, | cannot identify a safe level. So, therefore,
nunber 2 is noot because without a safe level, | can't
identify a margin of safety.

In regard to question nunber 3, | think in
listening to the experts, the physicians that conpose this
conmttee, there are conditions of use, but the use is under
t he supervision of an expert. | think we all at one tine or
anot her consi der ourselves experts of ourselves and what we
want and what we need, but in this case when you're dealing
wi th an active pharmacol ogic agent, | think it's best taken
under the supervision of a physician until the safety data
are all in that can adequately define the dietary
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suppl enent .

I n answer to nunber 4, identifying conditions of
use that are associated with a risk of harm at this point
intime there doesn't appear to be any conditions of use
that are not associated with a risk of significant harm
because there isn't enough information available to date on
the dietary supplenent to allow an adequate scientific
safety assessnent of the product. Thank you.

DR. ASKEW Thank you, Dr. Applebaum Dr.

Bl ackbur n?

DR. BLACKBURN: |'m not happy with saying anything
on this. | would probably take the tack that--reconmend
that we take the tack that was used for olestra that it have
a tenporary approval and based on performance of the
i ndustry on quality control, change in pronotion of these
products and suggested uses and proper |abeling, and so
forth, we mght reconsider it in a period of tine.

| guess | aminpressed with the concern about this
goi ng underground and I would like to see these issues being
resol ved, and since | think we're going to have a |long-term
relationship with new food additives of many sorts, | would
like to see the quality of the science and the eval uation,
as well as the industry performance, inproved. So | would
basically go along wwth Dr. Croom s suggested levels, with
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required quality control; his suggestions for fornulations,
restrictions and final product; no pronotion for nuscle-
bui | di ng, euphoria, the conditions of risk; and review this
again in a couple of years.

DR. ASKEW Thank you, Dr. Bl ackburn. Dr.

Jasi nski ?

DR. JASINSKI: Yes. Through a different set of
reasoning, | cone to al nost the sane dosages that Dr. Croom
has. Assuming that there is going to be, because of vested
interest fromcertain consuners who are going to want to
continue to have this product, practitioners--there's a
nunber of people who are going to want to have this, so
pi cking a dose--ny viewis that you' re probably going to
wind up with a dose of no nore than 40 to 60 m|ligramnms of
total ephedrine al kal oi ds per day.

The reason for this, just doing this and com ng
back again, from being a pharnmacol ogi st and a clinical
psychophar macol ogi st and |l ooking at this in terns of what we
know about ephedrine, we know that from studi es which have
been done over the last couple of years that you can take
anhydrous caffeine and give it to people and get
anphet am ne-, cocaine-like effects, maxim zing at about 200
mlligranms, between 100 and 200 m |l i grans.

These roughly wnd up being at a |level, at the
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maxi mum sonmewhere about 2.5 mlligrans of anphetamne. 2.5
mlligrams of anphetam ne is equivalent to about 10 to 15
mlligranms, 12.5 mlligrans, of ephedrine. So one would

|l ook at this to keep it in this dose range of what people
are using as the average or maxi mum sort of caffeine dose.
You' re tal king about these sorts of |evels of about 12.5
mlligrams per unit sort of dose that would be the maxi num
of ephedri ne.

Now, the difficulty is that we're not dealing
strictly wwth ephedrine, so | haven't--it has been a | ong
time since | took chemstry, so | can't calculate this back
to the ephedrine base, but I would put this in terns of the
ephedrine base. And because the other issue in this for ne
which is a critical one is that we're dealing with a
preparation which has other ephedrine alkaloids init, some
of which we don't know whether they're simlarly active or
nore active--but | think you only nmake the assunption that
they're all going to be equally active to ephedrine, so |
woul d take any ephedrine, al kal oi d-base ephedrine, fromthe
salts and put a maxinumlimtation that not to exceed that
to be equivalent to 12.5 mlligrans in unit dose in terns of
this, which puts this in somewhere at 30 mlligrans, and you
could probably argue this up to 40 to 60, particularly in
terns of--the other issue in terns of harm-1 really don't
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know how to judge the harmfromthis.

The fact is we have a long history of people using
| ow doses of, quotes, "stimulants" chronically w thout any
maj or consequences. There is data in the literature on the
use of anphetam ne-like drugs in cardiac patients, in
cardi ovascul ar patients which show that they don't enhance
any toxicity of cardiac--so this is really a debate which is
ongoi ng.

And whet her these are effective in certain people
with certain conditions and di seases, there is a literature
on this, but we haven't seen any sort of review of the
literature being brought to this particul ar di scussion.
Assumi ng that ephedrine is a stinmulant with anphetam ne-Iike
characteristics, there's a trenendous literature on this and
so | think there are certain things which you can glean from
literature and principles which would particularly address
this. There are classic situations in which you know you
shoul dn't take this, MAO inhibitors being one.

The ot her issue Dr. Inchiosa raised was about 10
mlligranms of ephedrine. Yes, but that's intravenous
ephedrine and there's a difficulty with that because if you
gi ve intravenous ephedrine, the intensity of the response is
dependi ng on how fast you inject it. For exanple, if you
snoke a cigarette and you puff on it, you get a boll usk

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




222

hitting the brain very rapidly, so it's distribution in the
brain which determnes the effect. |If you take it by the
ni coti ne chewi ng gumwhere it conmes in slowy, you can get
the sanme dose | evel, but not get the sanme sort of buzz from
it. So |l just don't like to extrapolate fromintravenous to
an oral dose because sonetines it's not particularly
appropri ate.

DR. ASKEW Thank you. Dr. Croonf

DR CROOM | hope this will help sonme because,
yes, | would still say, only answering the question, to ne
it's very clear fromeven what |I've heard in the |last two
days and even the creative marketing that |I've seen done
that | think you have to go--a |l ow, but safe dose is 10
mlligrams per dose, 8 mlligrans ephedrine.

One reason | want to say that, whether we want to
tal k about--of course, all of us knowit's an irrational
pl ace we're debating. W' re talking about foods, we're
t al ki ng about drugs, and botanicals don't have a hone.
They're still orphans, they're second-class citizens. So if
we | ook at trying to preserve whatever wi sdomis there from
ancient use and science, I'mtrying to say let's not kil
whatever utility is there. Let's not debate it. Let's keep
t hat there.

To preserve the safety takes GWs, and ny point is
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|"msaying a certifiable GWP wth a certifiable analytical
method to raise the standards in this industry. Safety is
definitely a concern with adding stinulant |axatives. W
see xant hine al kal oids and MAO i nhibitors. Those are ways
to keep the product safe. That's what I'mtrying to do,
with some utility. |It's obvious adverse events went up when
the uses went to weight |oss, energizer, nuscle-building.

There have been a nunber of products for self-use,
not Chinese traditional nedicines, on this market--material,
tinme and extent--in America; no adverse events. |'msorry.
There are good, safe products in these dose ranges that have
been on the market a long tine, never caused any problem
So I"'msaying if the problens are starting because of m suse
or whatever, then let's go ahead and Iimt it this tine.

And | like Dr. Blackburn's kind of a tenporary
permt, in a way, actually, if you don't follow the rules,
but I'd want the issue settled. Let ne say that, that where
you don't have a nane, a |l abel or a pronotion for euphoria,
energy, stimulant, weight |oss, ergonom c, body-building or
enhanced performance--let's face it; a weightlifter wants to
lift five nore pounds and taking sonething easy to lift five
nore. |If | want to |ose weight, I want to take nore. These
are things--for energy, also, I will tend to overdo.

Having a cold or a cough or asthma, or whatever
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other reason |I'musing this--even weight loss, if not overly
pronot ed--maybe | can find a wi se use without killing
nyself. That's why I"'mtrying to say limt those with our
full warnings; tell the consuner as a dietary suppl enent
what it's going to do to you physiologically. It's going to
stinul ate your heart, it's going to increase the central
nervous systemstinulation, it's going to raise your bl ood
pressure. Don't m ckey-npbuse around, just tell them what
it'"s going to do to them

| would still say we do not have a nmaterial tine
and extent for long-termuse, so | would still go wth,
whether it's 7 or 10 days--it doesn't matter to ne, whether
it's Buddhismor Christianity, how we set this, but a short-
term exposure to this potent thing.

DR. ASKEW Thank you, Dr. Croom Dr. Bruner?

DR. BRUNER  Thank you very much. This has really
been an education for nme in ternms of botanicals and an
education for me in terns of the regulatory process. |
would i ke to say that traditionally I |ooked at specific
dosages of drugs that | used in practice based upon their
effect because | knew what they were. | knew exactly what
was in them but what we're faced with is, as we say from
ot her speakers, 11 to 20 different things in these
particul ar itemns.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




225

So |l would really agree wwth Dr. Croomin what he
has set as guidelines over the |ast two days, with the
strict caveat that there be nmechanisns to assure that what
is contained in the itemis actually that particul ar
substance and in that particular quantity. | think that's
critical to this whole issue, and also to say that in terns
of having no risk, as we know, there are no absolutes in
medi cine. There are absolutely "no," "never"--we | earn not
to use that in answering nultiple choice questions. Those
were al ways the wong questions, usually, and so | think in
terms of |abeling, there should be strict |abels.

We as Anericans tend to want things yesterday, and
especially in |ooking at the weight loss field that is an
industry that is so proselytized right now and qui ck fixes
are the things. You know, you see advertisenents, |ose
wei ght overni ght; wear these special patches, you know, and
you'll lose weight. And | think the clains are very gernane
to this and ny question is really what is ephedra in terns
of a dietary supplenent if you renove all these clainms. Wy
woul d any--1 mean, it does cause sone euphoric and sone
nood- el evating tendencies, but truly what is it?

Al so, after that I'd like to add in terns of
precautions, as we said, and strict |abeling procedures
certainly the issue of hypertension, of taking concomtant
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drugs, of depression or psychiatric illness, of having

gl aucoma. We didn't nention that, and | think those things
shoul d be strictly adhered to, of course, in use in our

pedi atric popul ati on and use in our pregnant and |lactating
wonen. Thank you

DR. ASKEW Thank you, Dr. Bruner. Since tine is
getting short, I would just kind of ask people to really try
and address the questions and then we'll get to you for your
general statenent at the end. Sone people have planes to
catch. W need to nove rapidly.

Dr. Hui?

DR HU: Well, I would like to say that there is
really no safe level for, you know, any substances, but now
that we have to deal wth this particular issue, we wll
have to come up with a nunber. Soneone said zero and
t hi nk a reasonabl e nunber provided by Dr. Croomwas 10
mlligrams per dose. | think the safe |evel is always
affected by concom tant di seases, physiological states, and
al so concomtant nedicinals. And | think that it really
needs to go down and | don't think that it should go to 1
mlligramor |ower than that, or even 3 mlligrans, and
that's why | was trying to shoot for a 2-mlligramunit
dose, assum ng that some of the patients may take two, so
that would be 4. Three tinmes a day would be 12 m|ligramns
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and | think that should be reasonably safe.

| nmean, safety is really, you know, a difficult
concept because what is safe for soneone is not safe for
another. Wat is safe for soneone now may not be safe for
soneone at a different, you know, tine point. So we just
have to accept sone risk if we assune that we are going to
have this product, you know, available, and I think we need
to have it nade avail abl e because | don't want it to go
underground and it woul d be even nore disastrous and wll be
nore difficult to control

So in terns of the anpbunt of ephedrine, you can do
the appropriate calculation, but I would say that the total
dose for a day will be 12 mlligrans, and obvi ously sone
patients or sone citizens nmay even go up on that. But |
think that a unit dose of 2 will give us sone, you know,
| eeway there, and also we can recommend that they titrate
t hose because we take into account sonmeone who is very
sensitive. And if they are very sensitive, then they may
get the result that they need, you know, with the 2
mlligranms 3 tinmes a day dose. So ny |ower dose, obviously,
would be 6 mlligrans, and | think the highest dose on | abel
will be 12, but assum ng that soneone may even msuse it,
abuse it, you know, it may go up, you know, to 24.

So in terns of conditions of use where there's no
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risk--and I don't think that I can tell you any conditions
because a | ot of patients may not be aware of the risk
factors that they have. So we assune that nmany of these
patients or citizens will have these conditions, and then
because many of them as | said earlier, are under stress,
taki ng other stimulants either know ngly or unknow ngly and
they really may be at risk. So I don't think there is any,
you know, particular condition where there is no risk of
significant harm

And in ternms of the kind of conditions that are
associated wwth a risk of significant harm 1 think that any
condition that will be affected by enhanced adrenergic state
woul d be at risk. Any drugs that may predi spose the patient
to have cardiac problens, to have CNS probl ens, psychic
probl enms, and any drugs that the patient may be, you know,
taking that will interact in sonme way either in a
phar macoki neti c or pharmacodynam ¢ manner should be |isted.
And | do not believe that we should allow the use of other
substances in the preparation, and | also agree with the
need to have good GWP.

| nmean, we're suggesting a level that if we don't
monitor it, then it doesn't mean anything. W already have
to deal with the pharnmacokinetic problem you know, with the
di sposition characteristic of the patient or the subject, so
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we need to at least get rid of one source of variability by
having certifiable GWP.

And, finally, | think that it should be for short-
termuse. | have no particular date. You know, even three
days--if soneone is taking a preparation for a few days and
they are, you know, not getting the benefit or they get side
effects, they need to get nedical evaluation. | nean, |
woul d even suggest that the subject should be evaluation to
be sure that they are safe to take, you know, this product,
especially if it's going to be used in a higher dose.

DR. ASKEW Thank you, Dr. Hui. [I'mgoing to turn
the Chair over to Dr. Chassy tenporarily--1 have to be out
of the roomfor a nonent--and just proceed with your
reports. Dr. Fong, you can go next.

DR. FONG Am 1 on? Can you hear ne?

DR YETLEY: Yes.

DR. FONG Ckay. Pharnmacognosists don't
necessarily always agree with each other. So, Ed, here we
go again. Using the pharnmacopeial requirenent of the
Japanese and the Chi nese pharnmacopei a of ephedrine al kal oi d
content in ephedra of .7 and .8 percent, not |ess than, and
using the German commi ssion E dosage of 1 to 6 grans per
serving, | have surprisingly come to the dose of 7
mlligrams, which isn't very nuch different, Ed, so | wll
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defer to your know edge, so | will agree after all.

Not bei ng a pharmacol ogi st or physician, | would
decline to answer question nunber 2--Fifth Arendnent rights.
In terns of question nunber 3, | have a serious problemwth
the |l ast phrase, "of significant harm" "serious adverse
effect in at |east one individual." M daughter, who is 28
years old now, but as a child had great difficulty drinking
mlk--so mlk is a food; mlk presented serious effect to ny
daughter, as well as other Chinese or Orientals. Anyway, SO
fromthat perspective, | cannot answer that question either.

But for question nunber 4, certainly cardiac
patients such as nyself or people who want to use CNS
stinmulants or use it as street drug alternatives--those
woul d certainly be conditions that should be precluded from
use. So, that's all | wanted to say at this nonent.

DR. CHASSY: Dr. Yetley?

DR, YETLEY: Could I ask for a point of
clarification? Wen you said 7 mlligrans per day, was that
per day or per serving, and was that total al kaloids or--

DR FONG It's per serving, total

DR. YETLEY: Per serving?

DR. FONG R ght. Total alkaloid, and if one used
the effect that al kal oid content, ephedrine content, varied
fromb50 to 90 percent of total alkaloid being ephedrine,
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then you can extrapol ate 90 percent, so go down to 6
mlligranms as ephedrine.

DR. CHASSY: 1'd like to ask everybody to pl ease
try, as we just heard, to specifically address each of the
four questions as part of your overall response. Dr.
Dental i ?

DR. DENTALI: Thank you. As it's difficult to
separate in ny mnd the alkaloid fromthe plant, it's
difficult for nme to separate the answers to these questions
fromanother view. So in the interest of conplying with
your request and intinme, |I'd like to agree with the
comments--and | have very little to add, actually--of those
presented by Bl ackburn, Croom and Jasi nski .

DR. CHASSY: Dr. Ricaurte?

DR. RICAURTE: Well, it's going to be tough to
beat that for brevity. Wth regard to the issue of
identifying a safety level, the answer is | can't, for two
reasons. | think it's telling that just from Cctober '95
until here we are 8, 9, 10 nonths later, we've already gone
froman estimated safety | evel down 10-fold, and |I'm not
quite sure on what basis we're doing that.

There is uncertainty as far as |I' mconcerned on
the available data with regard to the ephedrine al kal oi ds
thensel ves to, with any certainty, say here is a safe |evel

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




232

You conpound that with the fact that, as the question is
phrased--and | think it has been very carefully phrased--
it's not only a question of the anpunt of ephedrine

al kaloid, but in a dietary supplenent it just conmpounds the
pr obl em

W' ve heard about the problens of quality and
quantity control, and so given the uncertainty about the
phar macol ogy of the ephedrine al kal oi ds thensel ves, the
conbi nati ons and the vehicle that they' re being delivered
in, I just can't see howin the world we can arrive at a
safe | evel

Wth the issue of a margin of safety, I'mleft at
somewhat of a | oss because for a margin of safety you really
have to have sone indication and what |'ve heard this
afternoon is that all the purported purposes of use are
bei ng taken off the table and it | eaves you with, well, what
the heck are we going to use this for. |If there's no clear
answer to that, then the margin of safety, quite frankly,
has to go to infinity because you can't do a risk/benefit
when we don't have a perceived benefit.

Question nunber 3 is--1"mnot sure that there's
many conpounds that can satisfy that requirenent, so the
answer is, no, | can't, but I'mnot sure that it's entirely
a fair question with regard to the ephedra al kal oi d per se.
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Question nunber 4, conditions where it creates
pr obl ens- - obvi ousl y, high doses, nore frequent doses,
predi sposed conditions, sensitized individuals, and just use
of these conpounds in unsupervised settings--1 think there's
agreenent on that. So those would be the answers to the
four questions | have.

DR. CHASSY: |f anybody who hasn't spoken or any
panel i st who has spoken needs to go out or to check out or
to | eave, please feel free to do that. W're going to
continue on and not take a break. |s there anybody el se who
will need to speak that has an inmm nent departure schedul e?

[ No response. ]

DR. CHASSY: Ckay, then let's go back to M.
| srael son.

MR. | SRAELSON: Thank you. Wth regard to the
questions, I'mstill concerned that sonme of the crucial
cases on which sonme of the opinions are being forned here at
the | ow dose is we sinply don't have adequate information
We understand fromDr. Love that these are conbination
products and we haven't had a chance to revi ew what the
conposition or the potency of those products are. So with
that reservation that we' re nmaki ng deci sions based on
cruci al cases w thout adequate evidence, | would repeat that
t he Canadi an proposal as it's being used there is a
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reasonabl e nodel to follow. And ny understandi ng of that
proposal is it would be based on 6 to 8 mlligrans of total
al kal oids. That would give a daily value of 28 to 32 total
al kal oi ds. Ephedri ne woul d be approxi mately 20 percent |ess
than that for cal cul ati on purposes.

| don't feel qualified to coment on point 2, for
medi cal and scientific reasons, and | agree with Dr.

Ri caurte that question 3 begs the question. [|I'mnot certain
that there are any substances really in the food supply that
may not neet that problem

DR, KESSLER: Can | just help so we don't get off
the track on mlk, please? Significant risk--Ms, seizures,
death--1 don't think the food supply has those kinds of
products.

DR. FONG You have drugs, erythronycin, mlKk,
dairy product interactions, stuff |ike that.

DR. LARSEN. On the m crophone; we're not getting
you on the m crophone.

DR. KESSLER  Again, | would ask you not to
trivialize sone of the serious adverse reactions. So when
you see "significant risk," we're tal king about significant
risk.

DR. RICAURTE: Wth that qualification, again, |I'd
probably have to pass on 3 and 4 with respect to the
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scientific issues.

DR. CHASSY: M. Ford?

MR. FORD: Well, based on the information that has
been presented the |last two days, | have to give a
programed answer because | think it's, under the
ci rcunst ances, a programred question. W are not able to
apparently, in the context of this neeting, identify a safe
level. 1'mnot a physician or a scientist, so | can't use
it fromthe base of ny experience.

| did want to ask Dr. Bruner a question, but ['lI
ask her when she cones back because | can understand the
urgency that anyone would have. | amfamliar wth the
Canadi an experience, and what | wanted to ask Dr. Bruner
about was her experience with the ephedrine in her diet
programif it was ephedrine conbined with caffeine because a
not abl e change fromthe current product formnulation that Dr.
Croom s recomendati on obviously inplies is an absence of
caffeine or any other products, any stinmulating products, or
any ot her products, period, right, Dr. Croonf

DR. CROOM Yes. M recomendation i s no xanthine
al kal oi ds.

MR. FORD: Right.

DR CROOM And | don't think the Canadi an product
has xant hi ne al kal oi ds, is ny understandi ng.
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MR FORD: No, | don't think it does.

DR CROOM |1'd like clarification, but I'm-

MR. FORD: So since | don't feel in a position to
answer the questions, a bottomline is Dr. Croom s
suggestion, because of his expertise, | believe the industry
coul d support.

DR. CHASSY: Dr. Wosl ey?

DR. WOOSLEY: Can | identify a safe level in
dietary supplenents for total ephedrine alkaloids? | have
to step back and say there's no ephedrine in ny diet and why
woul d I want to supplenent ny diet with sonething that |
know as a cardi ol ogi st and a pharnacol ogi st has acute
toxicity that can kill and chronic toxicity that can cause
chroni c nyocardi al necrosis?

So I would say that there is no safe dose of
ephedri ne when used for weight |oss, energy, or any other of
the currently popul ar reasons because of the variability in
t he human response, the variability in the products that are
now avail able, and the potential for increasing the dose in
the non-nonitored use that is taking place in the dietary
suppl ement situation.

What margin of safety should be used in
determ ning such a safe level? Again, | can't identify such
a safe dose. There are no data, as soneone pointed out
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earlier, wwth doses that are safe. Al the doses that have
ever been adm nistered to man have docunented serious
toxicity.

Can you identify conditions for use of ephedrine
al kal oi d- cont ai ni ng suppl enments under which there's no risk?
| cannot because there are people that we know wi Il have
i ncreased risk, but are unaware of that risk, people who
have undi agnosed hypertensi on, people who have
barryaneuri sns of the blood vessels in their brain that wll
pop when they have an increase in blood pressure after they
take a dose of ephedrine. There are people with
hyperthyroidismthat don't know it and wll be taking drugs
to make them feel better and stronger. So, no, | cannot.

DR. CHASSY: Thank you.

DR. WOOSLEY: The last question: Can you identify
conditions for use where there is associated risk of
significant harn? Yes, | think we can--pregnancy; wonen;
children; elderly; weight |oss; people who are on diuretics,
other drugs. It is the entire population, frankly, and I
t hi nk one of the things | would close with is that these
peopl e are taking these drugs for exercise performance
enhancenment in many cases, whereas the avail abl e data
i ndi cates that when you do so, you actually have a perceived
i nprovenent in performance and not a real inprovenent in
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per f or mance.

DR. CHASSY: Thank you. Dr. Inchiosa?

DR. I NCHI CSA: Yes. Regarding the first question,
| think the key is can you identify a safe level in dietary
suppl ements, and | cannot identify a safe level for a
dietary supplenent. And I think the problemof that, the
dilemma it produces are the parts of the recomrendati ons
which I know are well-intentioned, but there's no val ue
claimed. So now we have elimnated all of that and | could
imagine this is going to be very confusing for the consuner,
who now | ooks at a product that clains nothing, yet has a
tremendous |ist of warnings because the warni ngs are goi ng
to be increased.

And so, really, in an age where we're trying to
increase information it's disinformation or no information
or only a condition of nore confusion. So, therefore,
cannot identify a safe level for dietary supplenmentation.
have already tal ked before and | will [ater about
t herapeutic, but I'll go on. So, therefore, | agree with
Dr. Ricaurte that since you have no clained benefit, there's
no margin of safety that can be cal cul at ed.

In terms of conditions for use of these materials
where there would no risk, it would be at a no-effect |evel,
t he honeopat hi c dose, but that would be fraud to the public.
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You' d be defrauding the public and maybe when we get to
extrenely low levels, it's approaching that, and any even
benefit for the herbol ogists that they feel m ght be
resident in these materials is not going to be realized. So
| don't think very low levels or vanishingly small |evels
are going to avoid either any concerns about peopl e going
underground for it. So, no, | don't think you can.

And Dr. Wosl ey said many of the concerns. |
t hi nk hi gh dose--in terns of risk of significant harm high
doses, conbinations with caffeine and other stinulants, in
conbi nation with exercise because of adrenergic stinulation,
and all those many risk factors which Dr. Wosl ey indicated
woul d be increasing the risk of harm

DR. CHASSY: Thank you. Dr. Marangell ?

DR. MARANGELL: Yes. Regarding a safe |evel, at
this point based on what has been presented and considering
serious adverse events and not side effects |ike insomia
whi ch are expected, | can't currently tell you that there is
a safe level. |1'mconcerned about extrapolating from
traditional Chinese practices. |'mconcerned about
extrapol ating fromthe pharmaceutical. |'m concerned about
the variability in the botanical products. |'m concerned
that | at |east haven't seen data that there's going to be a
reliable assay to neasure whatever level it is that we set.
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| am al so concerned at the serious adverse events
inthe 1- to 5-mlligramrange. | know we don't have a | ot
of data on that, and perhaps for many people that's fine,
but | also realize that individual variation is going to
play as nmuch of a role as a particular dose level is. It
may be possible to cone back and readdress this issue with
phar macoki netic studies, with better assays with single
products, as opposed to the conbination products that are on
the market now. But with what we've got, | don't think that
this is safe as a dietary supplenent and | do believe that
bot h consuners and physicians believe that if sonething is
sold as a dietary supplenent or as a food that it is safe
for general consunption, and | don't believe that to be the
case wth these products.

Margin of safety--as the others, | can't comment
on that. Nunber 3, no, and nunber 4, simlar to others,
certainly there are conditions that increase risk and |
think that this is to a substantial portion of the
popul ation, not a small mnority that has an allergic
reaction to mlk or shellfish. | really think it's a
different type of scenario.

DR. CHASSY: Thank you. Dr. Zinent?

DR ZIMENT: This is only two days in a |ong
career that |'ve spent discussing herbs, which is perhaps a
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shanme. Maybe doctors, physicians in regular practice should
know nore about herbs and maybe the FDA has a big
responsibility here to educate physicians about herbs, and
al so about the use of the alternative drugs in orthodox
medi ci ne because | feel a lot of physicians don't know how
to prescribe ephedrine after hearing yesterday's

di scussions. | sincerely hope the FDA will invite nme back
if you ever discuss garlic, or I wuldn't mnd gi nseng and
ginkgo. | think they're good ones to discuss.

The real problem 1| think, that we face is the
m sinformation out there. |If the ordinary physician or the
lay public try to | earn about herbs, they can read about
t hese things in books which give anecdotes, m sinformation,
non-facts, imaginary facts, and a smattering of pseudo-
science. And by and large, the information is outrageously
bad and the products that are sold are mslabeled in a quite
out rageous way, al so.

So I"'mstrongly in favor of doing sonething to
prevent this and | think one of the best ways we can do it
is ensure that if people choose to buy herbal products, they
can recogni ze that they are not getting real drugs in real
dosages; they're getting alternatives to real drugs, which
inplies a bit of magic, and the doses will be nuch | ess than
in the real drugs and naybe the magic will act
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synergistically to achieve the objective that the patient
want s.

So ny recommendation is that ephedrine, as such,
has al ways been prescribed by orthodox physicians in a dose
of about--a mnimal dose of 15 mlligrans 3 tinmes a day for
adults and proportionately less for children. That should
be the baseline dose for the orthodox, and | believe it's
safe even if used for a prolonged period of tine because |
certainly used it that way. 1've |looked at the literature
and | don't see nuch evidence that that dosage is harnful

The next issue is to go back to the real question,
one, can you identify a safe level? | don't think that's a
fair question. Maybe the question should be can you
identify a reasonably safe level, and that's where | would
say in a dietary supplenent the dosage shoul d be
substantially less than the |level that one would use for an
ort hodox prescription. Therefore, ny recommendation for
ephedrine, per serving, would be not nore than 5 ml1ligrans,
and therefore not nore than 15 mlligrans a day, and | think
that would make 6 mlligrans total ephedrine al kal oi ds per
dose or serving and 18 mi|ligranms per day.

We have heard today that the |arger doses which
have been recomended are dangerous and | guess sone people
t hi nk the honeopat hi c dosages are fraudulent, and so I'd

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




243

i ke to make a suggestion to the drug industry. W've heard
a |lot about allopathic doses. W've not discussed
homeopat hic doses and I'd |ike to suggest a range in between
whi ch we m ght call holl opathic dosages and that would
certainly suit the new age people who m ght want to take
these drugs. And | would reconmmend that the dosage for ma
huang shoul d be related to the new age thinking and should
be 0.365 mlligranms given not nore than 7 tinmes a day for
not nore than 28 to 31 doses for not nore than 7 days of
time and maybe one extra dose on the birthday and further
dosi ng shoul d be discussed with one's astrol oger.

[ Laught er. ]

DR ZIMENT: | really feel people are using these
drugs in that type of fashion, and therefore one should make
sure they're not given an opportunity to use dietary
suppl ement as a substitute for real drugs.

Yesterday, Dr. Jones suggested nmaybe we shoul d
warn people that over-use of this drug would cause
i mpotency. | think that would be a sexist thing to do,
since mainly wonen are using the drug, and | think maybe
what we should warn people is--and maybe actually do this--

i nstead of conmbining the drug with a |axative, conbine it
with I pecac so if they take too nuch, they' Il just vomt it
and that m ght prevent themfromgetting an overdose.
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| think the FDA really does have a great
opportunity here to educate people and to hel p us get over
even sone of the msinfornmation that we m ght have expressed
today. For instance, | don't believe there's nuch evidence
that it's harnful in pregnancy. And, in fact, for a |long
time asthma specialists were advising that asthma be treated
Wi th ephedrine in pregnancy because it had so many years of
proof as being a safe drug. So | think there's a | ot of
i nformati on and di sinformati on and m sunder st andi ng, and |
think the FDA could do a ot to put together a real
under st andi ng based upon a correct analysis of the
l[iterature and present it both to orthodox practitioners and
to the population in general.

DR. CHASSY: Dr. Askew is going to step out of
turn here.

DR. ASKEW | have a plane to catch, also, and
may stick Dr. Chassy with finishing up this neeting. It has
certainly been enjoyable and enlightening for ne, and | nust
say | agree with Dr. Zinment that | would probably rather be
consi dering sonme other herb, such as garlic. | do think
t hat herbal supplenments are very interesting and perhaps are
appropriate, but this particular supplenent is sonewhat--and
t he questions that have been posed are sonewhat |ike asking
a convicted crimnal if they're rather be shot or hung, the
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way that we have to answer this. But we're supposed to give
a direct answer and that's what | wll try to do here and
that's what |'ve been encouraging you to do.

Fromthe information that has been presented to
me, |'ve been inpressed by the anmount of people that are
actually consumi ng this product w thout having adverse
reactions, and | draw nore ny conclusions as to its relative
safety fromthat than fromthe adverse incidence reports
which are very difficult to deal with because of the nature
of the reports.

| think I will follow the suggestions of Dr.

Croom roughly, of 10 mlIligrans total ephedrine al kal oi ds
per day. Sonething |like 2 mlligrans per dose would seem
reasonabl e and cal cul ate the total ephedrine fromthat.
Margin of safety--1 think that 20 mlligrans per day would
be an upper level that shouldn't be exceeded.

As far as identifying conditions where there would
be no risk of significant harm when it's asked in that
manner, | cannot really identify any condition in which
there would be no risk of significant harm | do think
there's particular risk of significant harm when these
products are used and pronoted as alternatives to
psychoactive drugs for young, inpressionable teenagers and
adults. And when they are presented in that manner, | think
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there is risk for significant harm because they wll be
abused under those circunstances. Thank you.

DR. CHASSY: Dr. Wang?

DR. WANG  Thank you. Again, it is rather
difficult to answer the question, can you define a safe
level in dietary supplenents. Again, it's dietary
suppl ements that we are | earning that have caused adverse
events, or conbination products with various anmounts of
other stimulants or other types of ingredients. So, again,
in order to answer that question, I will go ahead and use
the sanme level that | earlier proposed that if OIC drugs
all ow the use of ephedrine, which is the synthetic
conponent, | wll extrapolate that and say that for total
ephedrine al kal oi ds per serving would be 5 mlligrans per
serving, and that would be 15 mlligrans per day.

And, again, the ephedrine |level--again, |I'm
assum ng the botanical source to contain 50 percent
ephedrine, 50 percent of the other alkaloids, so | would
give it a per-serving of ephedrine to be 2.5 and, per day,
7.5. What margin of safety? Wat | did is just took a 10-
fold safety factor fromthe OTC maxi num | evel per day basis
for, again, ephedrine alkal oi d.

Again, can you identify conditions of use of
ephedrine al kal oi d-contai ni ng dietary suppl enments under
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which there is no risk of significant harn? Again, |'m

t hi nking along the |ine of natural-occurring ma huang, raw
herb inits raw form stens, under the supervision of a
heal th care provider.

Nunmber 4, can | identify conditions of use that
are associated wth a risk of significant harn? Yes. As ny
col | eagues here have pointed out, there are a |lot of them
especi ally when you have the uses are not traditional ways
of using it as a nedicinal use. Thank you.

DR. CHASSY: Thank you. Dr. Potter?

DR. POTTER  Thank you. | don't think the general
publ i c distingui shes between food and dietary suppl enents.
The assunptions that go into the rather casual way people
make food choices in view of the poorly predictable, alnost
i di osyncratic adverse reactions to a range of doses makes ne
reluctant to identify a safe dose based on current data.

Using the traditional risk avoi dance strategy
expressed by Dr. Hsieh, | think a tolerable [evel of risk
m ght be identified particularly if better data were
avai |l abl e for | owdose effects in people who have high-
density receptors.

| think in ternms of question nunber 3, conditions
of use for no risk of significant harm | think that we
heard a |l ot during the last two days of specific therapeutic
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i ndi cations for ephedrine under which the drug has been used
safely and | think that wthin that therapeutic realm a
safe use can be defined. |In terns of question nunber 4, |
think Dr. Wosley has characterized nost of the highest risk
conditions, although I think Dr. Askew al so, in addition,
identified that highest risk category for abuse.

DR. CHASSY: Thank you. Dr. Guzew ch?

MR. GUZEW CH: Thank you. In keeping with the
request that was nmade earlier by Dr. Askew, I will not--1I
have several other comments | would like to perform and
since |'ve switched froma 3:00 p.m plane to a 9:00 p. m
that tends to | eave at 10:00 or 11:00 at night and wll be
home at 1:00 or 2:00 in the norning, |'ve got lots of tineg,
folks, so you'll sit and hear ne out eventually, until they
turn the lights off.

[ Laught er. ]

MR, GUZEW CH: So answering the questions that |
was asked to answer, as a food regulator I cannot, in good
conscience, identify a safe |level of ephedrine in dietary
suppl ements, which | think of as foods, question nunber 1.
Question nunber 2, the margin of safety--1 would use the
kind we use in food additives, which are |ike a hundred
ti mes bel ow the no-effect |level kind of thing, and since |
don't think there's a no-effect |evel denonstrated here,
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it's down to the honeopat hic status.

Question nunber 3, conditions of use under which
there is no risk--1 agree with Dr. Wosl ey and ot hers who
have commented on the fact that | don't think that that
exi sts based on the information fromthe experts |I've heard
her e.

Can | identify conditions that are associated with
significant risk? Well, given the fact the Chinese have
this I ong experience and use it under very controlled
substances [sic], and |ike Dr. Ricaurte and sone of the
ot hers have said about, you know, high dose, exposure to
ot her conpounds, underlying health conditions--if the CDC
has a figure, you know, for infectious disease, which is ny
area, food-borne disease, that 20 to 30 percent of our
popul ation today is at risk for food-borne disease from
i nfecti ous sources for high-risk population, I don't know if
that is a fair nunber to say for these kind of conpounds.

But if you went through and identified all these
vari ous factors we' ve spoken about today, you'd have a
surprisingly high percentage of our population that fits
into sone kind of a category. And given the fact that many
of these effects that were described by sone of our experts
here are conditions that people don't even know t hey have,
it's difficult for me to be any nore precise than that on
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t hat questi on.

DR. CHASSY: Ms. Richardson?

MS5. RI CHARDSON: Number 1, | would say no at this
tinme. At this tine, | have not seen any evidence that would
indicate that there's a safe level in dietary suppl enents.
Al so, that goes for a and b. However, | would say that the
FDA shoul d probably | ook at the suggestions fromDr. Hsieh
and Dr. Croomas they are | ooking at safe |evels.

Nunmber 2, no again. Nunber 3, with regard to
dietary suppl enents, the answer is no, but certainly Dr.
Bruner has tal ked about her use of ephedrine for therapeutic
uses and Dr. Hsieh and Dr. Hui have indicated that as well.
Nunber 4, certainly all of the conditions have been |isted
by my coll eagues, but | also found it interesting that Dr.
Jones in his testinony also indicated that people who are
t aki ng tyram ne-contai ning foods such as cheese, liver, red
wi ne, mght also have to exercise sone caution if they are
t aki ng ephedr a.

| would al so stress that the baby-booners are
taking over. It is an aging population. According to Tine
Magazi ne and everything else, we are all overwei ght and
everyone is seeking to get thin, so the entire popul ation
woul d, | think, be interested in dietary supplenents that
are a euphem sm for wei ght reduction.
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| am concerned that when you | ook at post-
menopausal wonmen who are at high risk for heart disease and
for African Anmericans for whom hypertension is a serious
issue--and it is called the silent killer--that they would
definitely be at risk of taking a dietary suppl enent that
cont ai ns ephedra.

DR. CHASSY: Thank you. Dr. Katz?

DR. KATZ: Thank you. Wen |I |ooked at this
question, | had to divorce ny experience as a physician with
ephedrine since as a practicing pediatric pul nonol ogi st back
inthe late '70s and early '80s we used a | ot of ephedrine
for children with asthma. |t has been suppl anted by
obvi ously nmuch better drugs, but we saw very few serious
adverse effects.

But the question here is not to use the drug in
that setting. The key thing is to define whether it's safe
in the context of a supplenment to a diet or a dietary
suppl enent and that, to nme, has a lot of inplications. One
is that it beconmes w dely available to the general
popul ation and, in effect, there's no regulation of its use.
Despite all the |label warnings we can put on it, people are
going to use it however they feel like using it and that, to
me, changes the standard conpletely.

And | would agree with one of the earlier
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commenters that, in effect, this is a drug that is being
masked as a dietary supplenment. And based on ny two days of
being here and reading all the literature, to answer the
four questions, | really cannot identify a safe |evel of
ephedra al kaloids in dietary supplenents, for all the
reasons that were nentioned before.

And just in | ooking at the serious adverse events,
it seemed to nme that there were serious adverse events even
at the | ower range of doses, and that | find quite
di sturbing. So the answer to nunber 2 is obviously there is
no margin of safety, since | can't define nunber 1. And
nunber 3, yes, | think there are conditions that ephedrine
al kal oi d-cont ai ni ng drugs can be used under a physician's or
other health care practitioner's guidance, but certainly not
as a dietary supplenent. And the answer to nunber 4 is
think there are multiple conditions that are associated with
the use of significant harmand | think they have been
menti oned by the previous speakers. Thank you.

DR. CHASSY: Thank you very nuch, and finally Dr.
Hsi eh.

DR. HSIEH For those who are in the area of
environnmental toxicology, it is a conmon practice to
estimate the safe |l evel of a chem cal in an environnental
medi um including dietary supplenents, based on very limted
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data. We do that all the tinme, and based on the

t oxi col ogi cal principle of the dose makes the poison,
there's always a threshold dose, nanely a safe level for a
chem cal, including ephedrine or ephedrine al kal oi ds, and
this will be ny position. M position as an environnental
toxicologist--1 say that there is a safe |evel of these
conpounds in the dietary suppl enent, however low a level it
iS.

And there are very well-docunented federa
guidelines to do this kind of estimation and the nethods
were already outlined by nme earlier and by using those
federal docunment nethodol ogi es and nmaki ng reasonabl e
assunptions. So if the nmethods and the assunptions are
reasonabl e, then ny answer to question nunber 1 would be
that the safe level for ephedrine is 2 mlligrans per person
per day. |It's not per serving; it is 2 mlligrans per
person per day for a |imted use because the assunption nade
for that is for lifetinme usage. And the total ephedrine
al kal oids safe level--1 used the sanme figure in
consi deration of the possible synergistic effect of the
di fferent al kal oi ds even though the individual constituents
may be | ower in potency than the ephedrine.

And question nunber 2, the margin of safety that |
used--if you take the data fromanimal LD-50 as a starting
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point, then nmy margin of safety is 10 to the mnus 4, and if
you use the human experience in Chinese nedicine, then ny
margin of safety is 10 to the m nus 2.

Question nunber 3, can you identify conditions of
use for ephedrine al kal oi d-contai ning dietary suppl enents
under which there is no risk of significant harnf? The
answer is yes. Based on ny approach, the conditions of use-
-if you limt your dose not to exceed 2 mlligrans per day
per average adult person and if the assunptions and the
nmet hods that are used for this estimation are reasonabl e,
then that would be the conditions of no risk of significant
har m

Question nunber 4, the conditions of use that are
associated wwth a risk of significant harm The answer is
yes, and the level is 20 mlligrans, 10 tines nore than the
no-risk level. |If a person takes this conpound nore than 20
mlligrams per day, then the |likelihood of having risk of
significant harmis there.

And one point of clarification with Dr. Yetley.

I n question nunber 1, you are asking us to cone up with the
safe | evel of the conpounds, but the product in question is
t he ephedra or the herb. So I assune that you are using

t hese conpounds as a surrogate to estinmate the presence or
the content of ma huang in the product. |Is nmy assunption
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correct?

DR. YETLEY: Any considerations we woul d have
woul d be relative to the content of ephedrine al kal oi ds and
we wouldn't deal with it in a regulatory manner fromthe
anount of ma huang. W would deal with it in a regulatory
manner fromthe content of ephedrine al kal oi ds, regardl ess
of the source. There are other botanicals, also, that could
provi de those.

DR. HSIEH | thought based on our discussion in
the last two days we are not to equate the herb with the
al kal oi ds.

DR. YETLEY: Tal ki ng about the ephedrine al kal oi ds
as a unit that we're focusing on, that's right, but you have
to take into account the various sources, also, in your
background i nformation, but we are focusing on the |evel of
ephedrine al kal oi ds. Now, you coul d back-cal culate from
that to the amount of ma huang or whatever source they use.

DR HSIEH. R ght, that is ny assunption. So you
are, in fact, using the al kal oids as a surrogate--

DR. YETLEY: That's right.

DR HSIEH. --to calculate the content of ma huang
in the product.

DR. YETLEY: That's right.

DR. CHASSY: W've finished the first round. |
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t hi nk everybody has answered the four questions and we're
now going to go around and | et peopl e nmake nore general
comments, sunmmarize their positions, starting with Dr.
Har | ander .

DR. HARLANDER: | made all ny comments previously.
Thank you.

DR. CHASSY: Dr. Larsen tells ne, as Chair, | have
to wait until the end to nmake ny comments, so, Dr. Benedict.

DR. BENEDICT: | respect that we should keep the
substance avail able for nedical practitioners of whatever
stripe they happen to be. | do not wish to interfere with
Chi nese herbal nedicine practitioners or acupuncturists or
anyone el se. However, | don't really want to | eave here
with the death or disability of another young person on ny
conscience and |I'm having serious difficulty with this
concept. And having raised two, | know that the young
people of this country are intelligent, they're well-
infornmed, they're very respectable people, but there's a
subgroup of young peopl e who are highly adventuresone, who
are highly rebellious, and this subgroup is going to abuse
ephedra regardl ess of |abels, regardl ess of warnings

And the cat, frankly, is already out of the bag.
We can renove all of the |abels regarding weight |oss and
all of the other things and people are still going to know
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that this is sonething that they think will work. Many
young peopl e al ready abuse drugs, abuse steroids, and these
are highly warned against. | think that we have to protect
t he young people until they are sufficiently w se and
sufficiently mature to protect thenselves, and for this
reason | just really have a hard tinme fornmulating this
substance as it's being sold today.

| do not think the product should be available to
anybody under the age of 21 years old, period. |If they need
it as a drug, they should get as the hydrochloride froma
physician. | think the product should never be fornmul ated
W th synergistic agents |ike caffeine, as has already been
said. | think that if we allowit to be fornulated, we nust
al so i nclude warnings agai nst dietary caffeine and xanthi ne
al kal oids and all of the other things that people have
al ready nenti oned.

| have a hard tinme even making it avail able as
tabl ets, capsul es, reduced extract because a comm tted young
person who wi shes to use it inproperly need only go to any
of those three and they can misuse it indiscrimnately.
just have a hard tine with that. If we want to allowit to
be used for weight |oss--we have the Danish study, we have a
physician to ny |eft who have been using it for weight | oss-
-why not put it under the care of a physician and have it
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regul ated properly?

And finally--or not finally--alnost finally, |
t hi nk the ephedrine al kal oi ds represent an i nmm nent hazard
as they are currently fornul ated of both a | arge nunber of
adverse effects and a serious adverse effect in at |east one
i ndividual, and | urge the FDA to consider this in their
del i berati ons.

And the final comment that | have is with respect
to DSHEA. This is not neant to be totally amusing, but it
rem nds nme of bicyclists on the canpus of the University of
Kansas. DSHEA all ows people to ride on the road as a food
or as a vehicle and then, when they cone to a crosswalk, to
qui ckly beconme a pedestrian on their bicycle and go across
that crosswal k irrespective of the traffic light. It's a
m ddl e ground that is unregulable, and | know that it's a
law and I know we have to deal with it, but | would like
this to be reconsidered, if possible. Thank you.

DR. CHASSY: Thank you. Dr. Appl ebaunf

DR. APPLEBAUM Because of tine, | think nmy views
have al ready been very well articulated, so | won't take up
any nore time, except to say that there have been terns such
as "patients" and "subjects" used today in determ ni ng what
the safe | evel of ephedrine should be, or the safe |level, |
shoul d say, of dietary supplenents containing ephedrine and
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ephedra al kaloids. | just want to rem nd the commttee that
we' re tal king about consuners, and in terns of dietary
suppl enents we're tal ki ng about food. Thank you.

DR. CHASSY: Thank you. Dr. Jasinski?

DR. JASINSKI: Yes. | have just a couple of
points, just sort of--Dr. Guzew ch, listening to him and
maki ng sone points. One is atinme to be critical both of
the FDA and the industry and | ooking at this of what's in
the public interest. | think it's quite obvious in ternms of
anything that we do as regul ators recomrendi ng regul ati on,
you're going to do very little, and that's just froma
cyni cal viewpoint of |ooking at people and behavi or,
consum ng substances and getting appetites that can affect
appetites and establish repetitive behavior, whether it be
cigarettes or whether it be caffeine, whether it be
al coholic beverages. W can do very little to change
behavi or and we have a whol e history of warnings on
cigarettes and why cigarettes are bad, and people don't
change their particular behavior.

In ny estimation, listening to these massive
nunber of doses, you've created a group of consumers who
al ready know i nformation and they don't get their
informati on fromwhat the FDA says and the package inserts.
They get it fromtheir peers and the underground sort of
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group who gives themthe information which is going to say
t hat ephedri ne al kal oi ds gi ve you increased energy, help you
with all of these sorts of things and these clains.

Secondly, | have been disturbed to sone extent by
what is really the lack of either scientific scholarship or
scientific quality through all of this. | nean, that's just
my personal particular belief. | think that this is
sonething--not to be particularly critical, but it's like
the question | asked Dr. Love in terns of did she wite a
report, was it reviewed, was it peer reviewed, making this
avai | abl e, before you start getting into these discussions.

Thirdly, | think there is a telling point which
was made that you have to be very cautious. | have been
both historically and been involved in people that have nade
deci sions that have driven things underground. | think what
amazed me is watching the antibolic steroids of people
passi ng | aws because they got concerned about athletes using
t hese. We have now a whol e underground econony wth
antibolic steroids being inported which are being used which
are |l ess pure than those which were manufactured as
phar maceuticals comng in, and that's creating public health
probl ens and uncertainties.

And | suspect that people are right and | think
that this is--the other thing that is particularly
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disturbing is that in terns of behavior |I would encourage
both the FDA and the industry to reduce this adversari al
sort of issue we've had here because we've had, you know,
nmostly the adversarial sort of people taking data and
pushing this up. And I would think it would be better to
encourage industry to conme in with a position which they can
defend on what they're going to do voluntarily and that this
woul d be legitimate to set the standards. It would be nuch
better than trying to inpose a policy. That's just ny own
personal sort of philosophy that this would be nuch better
Beyond that, that's all | have to say.

DR. CHASSY: Thank you. Dr. Croon?

DR CROOM |I'd just like to thank everybody for
their indulgence. 1'd like to thank everybody for what's a
difficult job and hope that we can cone together to | ook at
t hese benefits, and | would reinforce one thing. It's not
clear and there are a | ot of paradigns here. W've got to
find a better way, | would say, to cone together and talk
about how do we inpact the public health because there are
benefits com ng here and not just risk, and we've yet to sit
at the same table and do that as one people and we do need
to ook at the public health inpact of how humanity has
deci ded through the ages to use plants for their health.
Thi s has never, ever been handled as a public health issue
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in the history of humanity. A drug discovery issue, yes; a
public health issue, no.

DR. CHASSY: Thank you.

DR JASINSKI: Can | just nake one quick point?

DR. CHASSY: Go ahead.

DR. JASINSKI: | think there's another
responsibility of the FDA, and that is consuners are buying
this stuff assumng it's the sane it's the sane way they buy
food products. FDA has provided an inprimtur on the
quality, and | think it's very inportant that the FDA inform
the public for an infornmed consuner that they are not
responsi bl e and that they are not responsible, nor are there
any regulations for quality control which are regul ated, not
li ke you say for neat or food or even the nmanufacture of
beer where there are standards. And I think that's an
i mportant thing they have to do to nmake this known that they
do not have this responsibility and that a consunmer, when he
buys this, is accepting a risk froman unregul ated product.

DR. CHASSY: Thank you. Dr. Bruner, there was one
guestion that cane up while you were out of the room

DR. BRUNER  Yes, ny inmnent departure, yes.
Caf f ei ne?

DR. CHASSY: That was specifically whether you
used caffeine and/or aspirin wth the ephedra therapy.
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DR. BRUNER M. Ford, | know that was your

guestion. In ternms of our--what we do in the inforned
consent in using ephedrine, | stipulate people, because this
is a synpathom netic--well, because it does cause increase

in heart rate and other synpathetic systens, that they are
tolimt their caffeine use to one cup a day or one diet
soda a day. | stipulate, because part of the side effects
may be stinulatory in nature, to |l et us know, and certainly
that caffeine or other xanthine al kal oi ds, other substances
in that particular instance, do accentuate it. And nost of
the data that we |look at in obesity literature uses dosages
far greater than that at 100 or even 200, 300 mlligrans.
So, that's what we do.

MR. FORD: Ckay, so you don't use it specifically
in conbination? You don't use it conbination products?

DR. BRUNER No, | don't, or with aspirin, no.
use it singularly.

MR. FORD: And did you nmake that decision based
on--1"'"massum ng you did; |I'massum ng you nmade t hat
deci sion based on literature that you read about use of
ephedrine in weight |oss prograns.

DR. BRUNER: Exactly. Dr. Love had provided a
great synopsis of that literature and | just, again, was
famliar wwth it and there were sone nore recent articles in
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a conf erence.

MR. FORD: Thanks.

DR. CHASSY: Do you want to turn to your own
cl osing statenent?

DR. BRUNER  Just really to summarize, | really
said nost of what | wanted to say. In the interest of tine,
too--1 know that we're all anxious to get out--only that |I'm
very cl ear on ephedrine being used for therapeutic purposes.
I"'mstill very unclear; is it a food substance, what benefit
it has. W certainly do know-and |I'm especially concerned
in the weight loss industry, especially, because, as |
mentioned, a |lot of people--and | was involved with a | ot of
t eenagers and phenyl propanol am ne--do feel if one is nore,
two is better, three's great; let's do sonething to
accentuate the loss. And |I'mjust concerned in terns of
abuse potential, especially in that group.

DR. CHASSY: Dr. Hui?

DR. HU: As a physician, | amdistressed by the
| oss of even one life and I'm also very distressed by how a
useful, traditional Chinese drug, when it was used
i nappropriately, is leading to its potential inplication in,
you know, the loss of lives and adverse reactions.

| do believe that herbs have a role in American
health care, and | think know edgeabl e use of herbs by
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practitioners or citizens who know howto do it can, you
know, enhance their health. But inappropriate use, and even
know edgeabl e use, appropriate use, you know, in sone
situations can lead to problens, and we just need to have a
better law, nodification of the existing law, to try to have
a conprehensive strategy to deal with the role of herbs in
this country because the patients are going to do it. They
are doing it when they are not getting the results that they
want and we just have to try to look at it in a very
conprehensi ve manner, fromthe consuner, to academa, to

i ndustry, and also the scientific establishnent.

And | really would like, you know, to enphasize
the need for education. W at UCLA have been teaching the
physi ci ans and nurses about herbal nedicine and its
rel ati onship to pharnmacol ogi cal use. W are teaching our
patients and the public about appropriate use of herbal
products, and | think it's in the system and you have to
deal with it and | just think that if you ban it, it will go
underground and we wi Il have a nore tough problemto deal
with. Thank you

DR CHASSY: Dr. Fong?

DR FONG If it is possible to be on both sides
of the fence, |I find nyself in that situation today, which
is not normal. | amvery much concerned about the |ack of
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qual ity assurance and exaggerated clains of a nunber of the
ma huang products presently available in the United States.
On the other hand, as a pharnacognosi st and a person who has
been consulting with the Wirld Health O gani zati on program
on traditional nmedicine, I amvery afraid that if we take
preci pitous action and nmake ma huang or ephedra di sappear
fromthe American scene, this would deprive, as ny
col l eagues to ny right have said, herbal renedies that can
be sel f-nedi cat ed.

In an idealized world, or idealized United States,
| would Iike also to see the | aw changed so that we have a
tradi tional herbal nedicine category, |ike the Canadi ans do.
Perhaps with something |ike that avail able, we wouldn't need
to hide the botanicals under the guise of food supplenent.
From nmy naivete, nmy understanding is currently a |lot of your
bot ani cal s are avail abl e as food suppl enent because there's
no other place to legally sell it. So perhaps maybe we are
here today to address the scientific issues, but perhaps
nore inportantly perhaps FDA can hel p and push through the
| egi sl ati ve process, or whatever the nmechanismis. Thank
you.

DR. CHASSY: Thank you. Dr. Dentali?

DR. DENTALI: Thank you. | have to agree with Dr.
Fong, and | find nyself again wanting to echo and reinforce
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the comrents brought up by Croom and Jasinski. Wen | cane
here, | understood that ny mssion is the combn-sense one,
is to reduce the risk with these products. So when | got

t he updated version of the adverse events, | wanted to do a
ri gorous analysis of those, particularly with respect to the
Oct ober recommendati ons.

For me, that would be to | ook at the adverse
reactions that are consistent with ephedrine use and to
elimnate the ones that are not, to | ook at ones that are
consistent wwth the I evels of ephedrine that were
recomended in October or that were proposed by a few
menbers and elimnate those that were not, to | ook at the
ones that were conbined with other known stinulants and
elimnate those reports, to | ook at the ones that were
resulting fromclear abuse and to elimnate those, to | ook
at the ones that were nade with only the herb and the herb
extract and to include those and exclude all the others, and
to exclude the ones that were resulting from chronic use.

And | feel that that wasn't done and | feel that
that was very inportant for me to be able to have a handl e
on beginning to ook at the risk as it was presented to ne
regardi ng the adverse effects for us to determ ne for
traditional use and traditional fornms what is the danger of
using this botanical. So in that sense, | agree with Don
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Jasinski and | hope |I'm not overstating what maybe he was
feeling.

Also, I1'd also |like to point out that quite
clearly there are i nappropriate uses, forns, conbi nations
and marketing that's going on here regarding, quote, "these
products.” | just want to have us keep an eye toward
i nappropriate and possibly appropriate uses. | feel
possi bly that the food advisory--what | see is that we have
a chem cal, ephedra, that has given a black eye to an herb,
that has given a black eye to an industry, that has given a
bl ack eye to DSHEA, when, in fact, herbs are a mnor part of
DSHEA. Herbs and clear drug herbs are a m nor part of
herbs. It's rare that we're going to be able to find an
herb where we can tal k about the active conpound with a
reasonabl e assurance that we're really going to enconpass
nost of the pharnmacol ogical activity present.

So this is good. | nean, this is the test case
that we can cone here and tal k about, and |I'm not sure that
it will continue in this fashion for all the other
botani cals that may be of interest to the health care of the
Anmerican public.

The other area that | feel that didn't receive
adequate scientific attention was the differences between
the herb, the herb extract, and ephedrine. | alluded
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earlier that there were sone studies that showed sone
differences. | have those here. For anyone that would care
to have the references, |I'll be glad to pass those on--the
usual of what--the nyth that I had al ways been tol d of

sl ower uptake, lower |levels of in this case ephedrine,

| onger duration of action, things of that nature.

One thing that occurred to nme--on a practical
matter, if we're going to limt dosages of ephedrine to
maybe [ ower than what's found in the herb traditionally,
then it's quite possible that the marketpl ace m ght extract
ephedrine al kal oi ds and give the |l eftover material as an
extract, particularly when this has already been enbl azoned
in the public mnd as sonething good for weight |oss.

In this case, we would have an extract
concentrated in other ingredients with |ower anmounts of
ephedrine and |I'm concerned about the safety of such a
product. There's a Japanese report here of acute ephedra
herb and ephedri ne poisoning in mce where they | ooked at
the two. The value for the LD-50 for the extract was 5.3
granms per kilogram and for ephedrine was 689 mlligrans per
kilogram Now, if we | ook at those val ues, the anount of
ephedrine al kal oi ds for ephedrine, pseudoephedrine and
nor ephedrine add up to 236 mlligrans per Kkilogram

So in one case, the extract containing 236
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mlligranms per kilogramis causing an LD- 50 equivalent to
689 mlligrans per kilogramof the pure alkaloid. So if

we' re having preparations out there that are stripped of

al kal oi ds becom ng present on the marketpl ace, they indeed
may be nore dangerous than ephedrine itself. So this is a
practical botanical matter that | don't see has received any
consi deration here.

In addition, we talk about ephedra as if they're
all containing--all the ephedra-containing species when, in
fact, the donestic varieties do not contain ephedrine.
can quite easily see a marketer going out there, harvesting
fromthe desert Southwest, making concentrated preparations
and selling that to the Anerican public for weight |oss.
Now, what are the toxicities associated with that? W're
not going to have ephedrine to tal k about there. Yet, |
woul d bet that we could see sonme adverse reactions from
that. So these are issues that, at first gl ance, maybe
don't apply, but inreality and practicality, when you're
deal ing with botanical nedicine and industry today, do cone
into play.

|"'mhesitating a bit. | don't want to criticize
the conmttee here. | feel that we've all done a great job
and everything has been really appropriate with the
information that we've had. It does strike ne, though, that
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t he Food Advisory Committee is being put into a situation of
having to make determ nations on herbs and botanicals, and |
have not seen in nost cases a know edge, experience, or even
a famliarity with a history of herbal nedicine in this
country, the uses, the fornms, and industry as a whol e.

And | would hope that industry and FDA, consuners,
and herbalists and everyone with a point of view can work
toget her so that we can have an industry, a renai ssance of
the American herbal industry, which I think is what we're
seei ng the beginnings of, that nakes sense to all of us and
that we can design and devel op sone enlightened approaches.
Thank you.

DR. CHASSY: Thank you. W have two peopl e that
need to catch a plane, so Dr. WAng.

DR. WANG  Thank you. | served on the working
group last October and | do want to reenphasize the critical
poi nts that were pointed out at the working group regarding
war ni ng, and these | abel warnings, they're not consistent
from product to product, and so we need to identify that.
|'"d also like to see that for those products that are in
wei ght | oss, maybe they should al so take into consideration
of the OIC proposed | abel warning for the
phenyl propanol am ne warni ng, and actually for these
ephedrine al kal oid products it probably would require a | ot
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nmore, since we're tal king about short-term exposures, also.

Now, at the working group, the street drug
alternatives, they were not nentioned. W weren't aware
that there were--we were aware of sone of these products,
but didn't realize that that wasn't what we were supposed to
di scuss about abuse. And ny personal opinion is that
anyt hing that nakes these high clains, that should be |egal,
and also | would agree that the GWs, the formul ations, and
al so no final food form-when | tal k about diet suppl enent
with the level | was proposing, | was thinking of a pill
rat her than the food.

Finally, | did review what the association has
proposed. They did propose a 1-800 nunber. | think there
is alot of research needed. There's a |ot nore education
needed in this area. | do like to see also that DSHEA be
revi sed sonehow, taking into consideration for those Chinese
traditional nmedicines or traditional herbal nedicines into a
separate category so that they can be used under proper
supervi sion and under know edgeabl e prof essional s.

And, again, part of the DSHEA |'d like to see is
al so maybe anmended that the burden--the industry should try
to bear sone of the burden, just |ike other food products,
rather than say you prove me wong and then we'll see.
That's why we spent two days. | think due diligence--we can
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be here a week and not resol ve issues because sone of these
are nedi cinal use and not food. Thank you.

DR. CHASSY: Thank you. Dr. Hsieh, | believe you
have no further comments, or do you?

DR. HSIEH. | have no nore comments, and only to
say that | woul d support the recommendati ons made by the
speci al working group with consideration of what has been
el aborated in the last two days. Thank you very nuch for
very hel pful and enjoyabl e di scussi ons.

DR. CHASSY: Dr. Ricaurte?

DR. RICAURTE: Wen | first becanme aware of this
situation eight nonths ago as part of the special working
group, | must confess that ny initial response was to be
rather cynical of the industry. Quite frankly, ny
i npression was that the marketing and distribution of these
products really was disingenuous and | had concerns that, in
effect, these ephedra al kal oi ds represented the consummate
desi gner drug.

| have tried to keep an open mnd. 1've tried
since beginning with those inpressions to try to listen to
industry's side and | earn nore about what the appropriate
uses of these products are, not to regard them as drugs, but
i ndeed as dietary supplenents, as we've been instructed,
and, when used as such, what are the indications.
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|'"'mafraid that despite keeping an open ear, |'m
surprised, actually, that today--instead of |earning nore
about what the potential uses and why consuners woul d want
to use these products, |I'msurprised at the fact that a
nunmber of potential uses and why these conpounds, products,
have been distributed have been taken off the table, and I'm
left with the question, well, why are we going to use the--
why are these conpounds then going to be on the market,
given that they contain a pharmacol ogically active
ingredient. | don't have an answer to that and it's a bit
di sappointing after all this time to not have an answer to
t hat questi on.

So the pendul um has swung from one extrene of
being very cynical to trying to regard this as a product, a
dietary ingredient that should be used by consuners and not
be over-regul ated, not be in a position where the FDA or the
medi cal profession or the scientific advisory group is put
into a position of over-regul ating sonething that adult
Aneri cans perhaps may wi sh to use under safe conditions.

Those have not been defi ned.

Finally, | just want to comrent on this issue of
dose. | think as long as the concern for sone of the use is
m suse and abuse, | find it somewhat, again, disingenuous to
make reconmendations, well, we're going to limt the dose
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from20 down to 10 or down to 5. As a consuner, | don't
have to be particularly adept in nmathematics to realize that
if now the tablet or capsule or a spoonful contains only 5
mlligrams, | take 2 or | take 3 or | take 4. So the dose
consi derations and frequency of use suggestions, while |
recogni ze that they're well-intended and | appreci ate what
the efforts are in terns of looking at the reality of the
use of the product by a popul ation of individuals who nay be
predi sposed to m susing or abusing the product, | don't
think those are particularly effective safeguards. Thank
you.

DR. CHASSY: M. Israelson?

MR. | SRAELSON: |'ve spent ny entire professional
career struggling with these issues. Mybe | should get a
new job. | don't know, but the regulation of botanicals has
al ways presented a difficult task for the agency and | have
to say historically it hasn't been handled with any degree
of long-termthoughtful ness. And so many of the issues that
you have rai sed and that you're concerned about are a
reflection of that 15, 20 years of historical difficulty.

As an exanpl e, over four years ago a |arge group
of European phytonedi ci ne conpani es who produced drugs to
drug standards in Europe approached FDA through a citizens
petition seeking old drug status in the OIC review for
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certain key phytonedicine products or plant nedicines in
Europe. Four years later, we still have no response from
FDA. So your suggestion that we attenpt to take this

t hrough the OIC avenue has been actually considered. A
great deal of energy was spent to devel op those proposals
and we wait.

DSHEA was passed because mllions of Anericans
were concerned that their access to products which they
regard as useful was going to be denied or that information
about those products would be unavail able. 1t becane a very
| arge and controversial issue, but at the end of the day the
Congress recogni zed that many consuners were very concer ned
that, however they wanted to use dietary supplenents for the
varied reasons that many of you nmay not be famliar wth--
but indeed mllions of Anmericans use a w de range of
bot ani cal s and ot her products for reasons inportant to them
and to second-guess that judgnent becones very problematic
on the part of this or any other commttee.

| have to say that the industry has and w |
continue to work with the agency to establish reasonable
policies on ephedra and other botanicals. W have prepared
a very recent draft which we have given to the agency which
voluntarily dropped the dosage levels prior to this neeting
in view of the nore recent data that we were receiving, and
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we were hoping to respond to their concerns and we did so.
We'll continue to work with the agency and | share the view
t hat has been expressed that if you ban this product, you'l
drive it underground and create a bigger problem

I f you feel people are being harned today, |
believe it would be worse to do it by sinply not recogni zing
this in some fashion. In ny judgnent and in ny experience,
it's better to create incentives for the industry to neet
good-qual ity practices, and by the way there were sone
coments made today by one of the public speakers that |
personally wish to disassociate nyself with in suggesting
that the quality of source materials and other things are
essentially unknown, unregul ated and unobserved by the
conpani es who produce these products. And the conpanies
that I know and the associations that | work with, that is
sinply not the case, and | was personally distressed by that
and | wanted on the record sinply to reflect the fact that
that did not reflect the views and the practice of the
broader industry.

I, like you, recognize this is a very tricky issue
for lots of different reasons, and |'m concerned about the
policy aspects of it and you're concerned about the nedical
and scientific aspects, but ultimtely those two i ssues have
to conme together to find sone rational way to resolve this
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question wth ephedra specifically and nore broadly

bot ani cals generally. | think ephedra represents the nost
conplex and nost difficult of all of the botanical issues
and it's perhaps too bad, perhaps it's good, that we're
dealing with it now.

There are many ot her botanicals that have well -
known and recogni zed uses and benefits, but unfortunately,
because of various policy reasons, they cannot be recognized
as anything other than a dietary supplenment for the present
time. If you on the conmttee think that there are better
ways to do it, | wll gladly join you in efforts to identify
means t hrough OTC, through traditional nedicine avenues and
others that woul d appropriately place botanicals where sone
of you feel they ought to go.

So with those comments, | appreciate the hard work
of the conmmttee on a very tough issue.

DR. CHASSY: Thank you. M. Ford?

MR. FORD: | have heard a |ot of characterizations
and m scharacterizations today and yesterday goi ng around
this table, sonme of the w tnesses, sone people in the
industry. | think that there should be a recognition of the
fact that, first off, DSHEA--you know, you know the old
story about legislation. 1It's |Iike sausage; it tastes good
on the plate, but you wouldn't want to see how it's nade.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




279

It's not a perfect Act, but the regulation of dietary

suppl ements prior to its passage was far from perfect as
well. One of the public speakers this norning nade sone
very noving testinony, | thought, about the injury that his
wi f e sust ai ned.

There was, before DSHEA, an el enment of caprice in
the regul ati on of the supplenents that | think caused a
reaction in the industry that now that there is regul ation,
| think we have the tools within the industry to bring about
sone changes. That may seem kind of odd to you, but there
are many very fine, quality-conscious nmanufacturers and
retailers in our industry who are interested in standards.
They're interested in making our trade associ ati on based on
standards so that belonging to it will really nean
sonet hing, and they've put in a lot of tinme on the GWs that
we presented to the FDA that they will be using as the basis
to develop the GWs, to get coments on themfromthe
public, that we hope will have the force of |aw and w ||
help us raise the quality in the industry.

But there is a fringe elenment out there. You
can't tell one fromthe other w thout a program | suppose.
The variety of injuries that we see in the reports cone
predom nantly from products that are not part of what |
woul d call this industry, which is not to say that there
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aren't some products in the injury reports that are
| egitimate i ndustry products.

| cone fromthe addiction field nyself froma
di fferent standpoint than Dr. Jasinski. | never treated
anybody, lucky for them but | was an advocate in that area
and it is not to be [aughed at, what can happen w th banning
sonet hing. For one thing, you can be called a neo-
prohi bi tionist or a pharmacol ogi st Cal vinist, which Dr.
Jasinski wll certainly tell you.

But in Sweden, for exanple, they have not banned
al cohol, but they have made it extrenely expensive and if
you get caught drunk driving once, you | ose your license for
a year; twice, that's it, it's gone. And the drunk driving
has gone way down in Sweden; the al coholismhas not. So you
have to realize that when you put these kinds of
restrictions on a product, they're likely to conme up
sonepl ace el se, |ike squeezing the ball oon.

| ama little disappointed at the way the process
has gone, and | want to underscore that it has been very
val uable. | was honored to be made a part of the--although
non-voting, of the working group and to sit on the Food
Advi sory Commttee, and | think you all have put in an
i ncredi ble amount of tinme. And the expertise that many of
you have on these kinds of issues, | think, is inportant,
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but |I'm di sappointed that we've had a pretty open access to
t he FDA and that we have been able to work toward what |

t hought was going to be sone solutions and | feel that since
the October neeting of the working group, the issue has
becone | ess this herb, which should be of interest to this
group, and nore the law, the dietary supplenent |aw, which
don't believe was a part of the charge of this group.

And it wasn't the |obbyists and the | awers that
got the Act into place; it was mllions and mllions of
peopl e who use these products with apparent safety. And |
think what we're going to see--1'"mgoing to tie it up right
now for you--is the responsible part of this industry wll
absolutely and entirely conply with the | aw and what ever
regulation is finally approved, whatever legislationis
finally passed, we will conply. But | will tell you that
there is another part of the world that has ephedra products
that will keep this agency in court for so |long that you
wi Il not see any advance on the fornulation that is said to
make these injuries occur without fail, and I think it would
be best to avoid that. | can assure you the responsible
part of this industry wll not participate in it, but I can
al so assure you that it wll happen.

DR. CHASSY: Thank you. Dr. \Wosl ey?

DR. WOOSLEY: A sobering nessage. | want to thank
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the organizers for inviting ne to participate in this. This
has been challenging and | conplinent all of you for your
stam na and dedi cati on.

| would start by--1 have really just one point,
but I want to start by saying | agree with Dr. Ricaurte. |
find it frustrating and I do find sone of the problemin the
i ndustry to be a disingenuous taking advantage of herbal
medi ci ne, taking advantage of traditional Chinese nedicine
and trying to mask thensel ves as a food, a food suppl enent,
when actually they're trying to sell energy, strength,
ecstasy, which is not, | hope, part of the value that Dr.
Croomwas referring to.

| find difficulty wth that because | don't
under st and what the nedical value, the social value, the
physi ol ogi ¢ val ue of ephedra in a dietary supplenent to be.
That disturbs ne a great deal because | don't--as | think
you pointed out, Dr. Ricaurte, there is no risk/benefit
rati o you can establish when you don't have a known benefit,
and we tal k about a benefit, but is it just feeling
stronger? W know that when you take these stinulants, you
do feel stronger, but you aren't stronger. You do not have
greater endurance. You can't run faster, swimfaster when
you take these drugs. You just feel |ike you did, so why
shoul d we all ow our population to m slead thensel ves when
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t hey use these drugs and they assune?

When the public sees a product sold in a store in
the marketpl ace, especially one that's | abeled as a food or
a food supplenent, they really assune that it's safe and
that it has been judged safe by the FDA. They assune that a
committee like this has deliberated on it and really | eaves
feeling confortable. So I think when we cone up with a
nunber, if the FDA decides to do that--and |'mreally
di sappointed that Dr. Kessler is not here. | hope you'l
pass on the nessage that soneone on this group felt that we
have to take a stand. It may not be a confortable stand; it
may not be the best one for an overall nessage from her bal
medi cine, but to say that there is a safe | evel of
nmedi cation that is available to the public when we really
know it can kill people is not being fair to the Anmerican
publ i c because they expect nore of us and they expect better
of us.

And | wish Dr. Kessler could have been here to
hear Dr. Benedict's comments. | think they were poi gnant
and they were real, and | share them because | have children
of ny own that walk into health food stores everyday and
hear the garbage that | know is being portrayed upon them

| think if the FDA agrees to a negotiated safe
har bor or sone, quote, "safe dose,” the public will assune
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that these dietary supplenents can be taken safely. Yet, we
know from Dr. Love's presentation that serious, life-

t hreateni ng reactions can occur with products containing

| evel s of ephedrine as lowas 1 to 5 mlligrans. W don't
know why t hese people are having serious reactions and sone
of them dying, but we know they occur. So how we can arrive
at a nunber that we're going to put on the American public?
This would not be a norally acceptable option for ne and |
hope it won't be one for the FDA

DR. CHASSY: Thank you very nuch. Dr. Inchiosa,
pl ease.

DR. INCHI CSA: Yes. I'malso frustrated about a
way of approaching this problemand I'mnot at all too proud
to conplinment the fact that the Canadi ans have tried to | ook
at it in a logical or systematic way in devel oping a
separate category. | think the advantage of that separate
category of traditional herbal remedies is inportant
phi | osophi cally when a person, a consuner, goes to buy a
product which is | abeled as a renedy, they realize that
they're taking it to cure sone condition.

It starts with the prem se that they have a
probl emthat they perceive and they're going to give this
entity atry. It's very nuch the sane way when you shop in
di fferent places for over-the-counter drugs than you do for
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nutritional supplenents; they're in different stores. Even
when a parent buys an anti histam ne and | ooks at it at the
super mar ket shel f--and there's an anusing aspect here. W
are so sensitive and sophisticated as consuners that ny wife
tells me when | buy Benadryl to nmake sure it has no
artificial color init, so we're very sophisticated and |
think that is part of what you were saying, Dr. Wosl ey,

that we have a great expectation that someone is | ooking out
for our safety.

W really rely on the agencies. W rely on the
envi ronnment al agency, the testing of safety of cars. W
expect quality. W don't expect that we're buying sonething
whi ch i s masqueradi ng as sonething el se, and so | think that
has to be solved and | think the only way to solve it and
still be able to maintain the validity--after all, as a
phar macol ogi st | come froma tradition which included
digitalis leaf. | nmean, it isn't as though we don't know
t hat we make our ways through recogni zi ng new
pharmaceuticals from vari ous approaches, many of them being
from natural products.

And the point has been nade that maybe there are
ot her aspects of ma huang, and | think in an appropriately
regul ated circunstance that can continue. And, in fact,
reducing the levels of active principals to where there is
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no chance of a success doesn't nediate toward recogni zi ng
any use of botanicals as well. So |I think in the context of
a risk-to-benefit circunstance, with sone reasonable
assurances of safety, as we heard were outlined in the
Canadi an situation--and apparently the FDA appears to have
sone nechanismin place which could handl e a non-traditional
or unorthodox preparation or an alternative preparation

| think there is that route, so | think we are
left with the situation that there is a route for marketing
botanicals in the framework of sone evidence and scientific
information, and so then we're left with the concern which
t hi nk has been overexaggerated of driving it underground.
First of all, 1'd be very disappointed that we woul d react
fromfear alone. After all, we do regul ate many drugs of
abuse. W regulate everything. W regulate all the
opi ates, cocaine. There are schedules for all of these
drugs. Everything is regulated that is considered to be
unsafe or have risk, so we already do that.

The interesting thing which | believe I'mcorrect
about--and | stand corrected, if necessary--that in the
experiences in Chio, the Canadi an study, even the
information coll ected was that young peopl e who are abusing
the drug largely get it from ephedrine hydrochl oride from
over-the-counter preparations. | heard that statenent nade
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that a | arge nunber of the use by young and abuse by young
was from over-the-counter preparations, not the difficult
process of extracting sonething froma nutritive suppl enent.

So, therefore, the underground already exists and
| don't know how nuch we're going to drive it nore by an
orderly process which would direct botanicals to their own
control. And so | feel that it's a tine for taking that
step. | knowit's a drastic step, but | think if it is
conbined with a process that allows for appropriate
devel opnent and availability as a therapeutic renmedy, it
will, in fact, perhaps--well, first of all, it will be nuch
nore honest in the intent and it may actually help to
devel op a policy for botanical control.

DR. CHASSY: Thank you. Dr. Marangell ?

DR. MARANGELL: Yes. | very nuch agree with Dr.
Benedi ct and the two previous speakers on a nunber of
points, and | think we are addressing several different
i ssues which are intertwi ned, one regarding the potenti al
abuse. We can also deal with the pharnaceutical ephedra as
wel |, although that's not our charge today.

| don't find the underground argunent very
conpel ling, for the reasons that you just articul ated, but
also wth opiates and ot her substances. Wen you go into a
store and you buy sonething, the perception is very nuch
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that this is safe, that this is a safe product to take. |If
you go to your drug dealer in the back parking lot, you
shoul d very well know that it is not regulated and it is not
necessarily safe and it's not necessarily a Chinese herb.
They are different things and | don't find the argunent of
goi ng underground one that is legitimate in this discussion.

| do support allowi ng the public access to herbs
and traditional Chinese renedies, and again | was inpressed
wi th the Canadi an system where an herbal product can be
either an herb or a drug. And the definition of an herb is
sonet hing that can be taken by nobst people safely and if
sonet hi ng has a pharnmacol ogi cal effect, whether it be
synthetic or botanical, it is considered as a drug, and what
we' ve been tal ki ng about are pharmacol ogi cal effects of
t hese products.

| don't think that we necessarily need to go
t hrough the sanme rigors of drugs and, as the Canadi ans have
done, | would agree with setting up a separate division with
separate policies for botanicals. And you can use, as you
do with grasses and food products, sonmething with--a
different herb with a long tradition of safety does not
necessarily need prospective data. Sonething where there is
concern, you would want to have nore rigid controls over,
and certainly controls over manufacturing, assay anounts, if
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that's possible, if that's what you're trying to | ook at,
the quality control neasures that we've all tal ked about
that are not in place right now And | believe that because
of that, the current products are an em nent danger to
public health as they stand.

| think | had one nore comment. W' ve been
tal ki ng about the nunmerator and denomi nator, and in ny
assessnent of this | agree the data is very poor, but |
think the nunerator is surprisingly high, given that all the
FDA is allowed to do is a passive surveillance system M
understanding of the lawis that the FDA's hands are tied
and that creating sonething like a different network or a
different way of regulating this would allow us to get
better data and pharmacokinetic data, if need be, for those

herbs that have pharnmaceutical effects and that are being

mar keted that way. In terns of--yes, that's--1 think we're
getting an underreporting of the numerator. | just wanted
to point that out. |I'll stop there.

DR. CHASSY: Thank you. Dr. Potter takes a pass.
Dr. Guzew ch?

MR GUZEW CH: Get confortable.

[ Laught er. ]

MR GUZEWCH First of all, I want conplinent Dr.
Love on what she's trying to do in running a surveillance
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program |'ve been doing that for 16 years for food-borne
di sease. It's not an easy task and she has a very difficult
and often thankl ess job, and you're reporting for poor
quality data and when it's the only data you can get a hold
of and you're trying to nmake decisions on that kind of data-
-and | know where you're com ng from

| also want to conplinment the FDA on the expertise
of the panel that they brought together. | think we have
sone trenendous expertise around the table. 1've learned a
ot here not just fromthe FDA presentation and the other
presenters, but people around the table, | thought, with
tremendous expertise that hel ped and i nfluenced ne a great
deal. So | complinent the FDA and the panelists for their
experti se.

W were asked to conment on whether we agree with
the | evels or the recomendati ons of the former commttee,
and | agree with all of them except the |levels. The other
findings that there was an association, and so on--1 agree
with that, but the levels I don't agree with. DSHEA is a
big problem people. However it was intended, whatever its
genesis is, DSHEA is a big problem because both the food
i ndustry and the drug industry are right now tal ki ng about
products that they don't want to have to put through the
food approval process or the drug approval process that they
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can mar ket under DSHEA and avoid the regul atory process. So
it's creating a safe harbor, as was suggested for another
anal ogy a mnute ago. | agree with a |ot of people around
the table, particularly Dr. Ricaurte and Dr. Wosley's | ast
conment s.

O her comments: There were sone comments nmade in
sone of the testinony that consuners can already buy ot her
hazardous products in the marketplace, |ike peanuts and
shellfish, things that cause allergies, food allergies. You
shoul d be aware those are things that physicians can
di agnose, and when physici ans di agnose themthey can alert
the patient to these associations and the patient can avoid
t hose problens. And FDA has food | abeling | aws and USDA has
food | abeling aws that require the contents of those things
to be on the product so the consunmer can | ook at the product
and say, hey, this has peanuts init, | shouldn't eat it, or
this is shellfish and I shouldn't eat it. So thereis a
regul atory nmechanismin place, |ong established, for those
ki nd of problens that hel ps people avoid the obvious
potential health consequences.

It al so was nentioned the idea that ol estra was
allowed in the marketplace. That's true, but the side
effects fromolestra that we heard on the panel |ast year
don't quite neasure up to the ones that we heard with regard
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to potentials with ephedra.

Adverse event reports are a problemthat the group
has di scussed a great deal. As | said a mnute ago, |'ve
been involved in surveillance for a long tinme. W know how
to sort out the good fromthe bad there. | understood that
we were seeing both the good and the bad, and | do believe
that there was a consistent pattern associated with adverse
effects fromthe ephedrine known effects that were reported
by the experts here.

|"mparticularly struck by the fact that there was
a simlar panel FDA convened a couple years ago that
recomended that OTC ephedrine products be renpoved fromthe
mar ket pl ace. | actually heard testinony fromthe Chair of
that commttee in another setting a couple of nonths ago.
Part of the reason they did that was because of adverse
effects. Now, | know FDA has not acted upon that at this
time, but it is a recommendation froma simlar advisory
panel . That has a | ot of influence on ny feeling about the
setting here. That was in a drug setting as opposed to a
food setting.

| think that a | ot of people have spent tine
tal ki ng about the customary toxicol ogic approach to
determning a safe level, but |I heard expert advice from
this table that suggests that you can't use those |linear
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associ ations because there are people with inherent
susceptibilities that don't allow you to use that |inear
association. So we kept going down and cal cul ati ng these
low |l evels and trying to go |lower, lower, |lower, but | think
that m ssed the point that was raised at the table that that
isn't a relevant kind of analysis to do for this particular
product and the synpat ho- -

DR. POTTER  Synpat hom neti c.

MR, GUZEW CH: --synpat hom neti c--thank you,
Maury--conpounds. Dr. Potter and | go back far too far.

One of the things that inpressed ne that hasn't
been brought up by the other panelists that was brought out
is that some of the patients who were exposed to this
product showed positive dechal |l enge and positive
rechal | enge, and not enough peopl e brought that up. That
al so inpressed nme to show the strength of association. So
al t hough we don't have a | ot of strong cases, the cases that
were shown do have plenty of reason to believe sonething was
goi ng on there.

|"mvery inpressed by the fact that the effects
can occur at any level and in persons who don't know they
are at risk. That's a very inportant thing, folks. W're
now t al ki ng about sonething out in the marketplace. It's
one thing if you know you're at risk. |It's one thing if you
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know you have hypertension or some other condition your
physi ci an has di agnosed and you' ve been gi ven advi ce about
how to conduct yourself. But when you're wal king around

wi th unknown risk and there's a product in the narketplace
that could light that off, that's sonething we have to think
about. It really bothers nme that we could put a product
like that in the marketplace. Therefore, that's why I
conclude that it's clear to nme that there's no safe
ephedrine | evel .

Consuners--this was brought up before--consuners
and physicians assune a product on the market is safe or it
woul dn't be there, and we heard testinony fromnore than one
of the witnesses in the |ast two days where they told
stories of consuners who told their physician that they were
buying this stuff in a health food store and the physician
said, well, then it nmust be okay. People assune that things
there are safe. That's a very, very inportant concept in
our culture, in our society.

There was a recent series of airline crashes that
|"msure we've all heard about and one of the things that
peopl e questioned was the regulatory system and one of the
t hings you saw in the nedia and the press is is the
regul atory systemprotecting us and the FAA took a | ot of
scrutiny from Congress and a | ot of heat about is the
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regul atory process protecting us as consuners. W get on
t hese planes. W can't know all the sophisticated things
about ai rpl anes.

Consuners wal king into an herbal products store
can't know all the things about herbal products. Now, they
can nmake choi ces anong safe products, but sophisticated
choi ces about products that mght be at risk to them
think, is nore than we can reasonably expect consuners to
have to assess when they choose between different bottles on
the shelf. Therefore, consuners should be able to purchase
a product in the market and find it safe at normal use, and
even at abused levels, given all the considerations we have
t al ked about on abuse.

And because of those reasons, and having regul at ed
foods now for nost of nmy 26-year career, | can't see being
part of a systemthat would recommend a product in the
mar ket pl ace that could put consuners |like that at risk.
don't think we're living up to the responsibilities at |east

that | have as a regulator that | could, in good conscience,

recommend that kind of an activity. | understand there's
ram fications. | have no particular interest in
overregulating. | have no particular interest in damaging

i ndustries or putting people out of business.
| came froma dairy background and |'ve been
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involved for along tine in fighting raw m | k because |

think it's not a good thing, even though it neans that sone
farmers can't sell a product that they want to be able to
sell. Simlarly, here I think we have a responsibility to
the consuners that only safe products are available for them
to choose anong and the free market reigns, the free market
reigns. Thank you.

DR. CHASSY: Thank you. Ms. Richardson?

M5. RICHARDSON: First, I'd like to say that |
think that we do need a category for botanicals. | think
certainly a lot of the confusion with regard to the dietary
suppl enents that contain ephedra woul d not occur again.
also think that it's inportant that the botanicals are
| ooked at and cl assifi ed.

| conme from an et hnic background that has a
tremendous respect for herbal nedicine. | amalso a
geriatric nurse and I know that consunmers believe that if
it"'s in a health food store, it's healthy, and | see that
with ny elderly patients. | see that with the wonen that |
work with everyday. As a geriatric nurse, though,
adm ni ster dietary supplenents to maintain nutritiona
status, pronote healing, and to prevent weight loss. | also
know that ny patients, the wonen that | work with, see TV
ads all the tine that are pronoting dietary suppl enents.
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The things that we have tal ked about today that contain
ephedra are not Ensure or SustiCal or even Boost, and
they're not nulti-vitamns, and so to call themdietary
supplenments, | think, is msleading to the public.

| woul d encourage the industry to pursue the
clinical trials on ephedra. | think it would certainly be
tremendously helpful. Certainly, we know that FDA can't
fund it. What we would hope is that the industry can fund
the research the sane as the pharmaceutical does and the
food industry, and I would certainly be interested in them
followng Dr. Jones' assertion that the Departnent of Health
and Human Services in a study on ephedrine found that it
significantly increased the survival of female rats. It's
probably the only study that HHS ever did that they used
female rats.

[ Laughter.]

DR. CHASSY: Thank you. Well, nost of the things
that I woul d have said have been said very ably by people
around the table so I"'mgoing to end up being a little
repetitive, but I want to address sone remarks to sonme of
the players in this play that we've all been part of,
probably to the audience for great patience. After those
remarks, | know that Dr. Shank wants to address the
comm ttee and then we should be able to adjourn.
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Let me first nmake some comments to the FDA, and
particularly the FDA staff who has done a trenendous job
both in assenbling this panel and in getting together
information, getting it out to us, trying to analyze the
information literally on the run, under the gun; as others
have said, very, very difficult information to collect. As
usual, they've pulled a rabbit out of a hat, but | would
encourage themto keep working it very, very hard.

Several have noted the quality of the data, and
w t hout blam ng the FDA staff in any way because they are to
be comended, they need to build a cause-and-effect
rel ati onshi p, however hard that may be. | think they
especially need to do it because DSHEA sets us in a
situation where they may find thenselves in court being
asked to bear the burden of proof that the ephedra al kal oi ds
have done damage in a specific case, and they may find
t hensel ves doing that again and again and again. [|'l]I
return to that point.

On bal ance, having listened to nedical expertise
here, 1'mnot sure that the FDA would really not be rem ss
if it did not make ephedra al kal oi ds and ephedri ne-
contai ning drugs prescription itens across the board. It
woul d be very hard after hearing what we've heard and after
hearing the conclusions that Jack just referred to, the
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study a couple of years ago, to accept continued over-the-
counter or dietary supplenent sales of ephedra, absent nore
i nformati on.

| think there's one specific thing the FDA really
ought to be doing, and | think the industry probably really
wants to do the sane thing. |It's one of the reasons
responsi bl e nenbers of the industry have an associ ati on and
are trying to enforce standards, and that is that anything
out there that is adulterated with ephedrine as the
hydrochl oride or the sulfate ought to be tested for--a
virtually inpossible task at this point, | agree--by the FDA
and ought to be culled fromthe market. It is adulterated
and it is mslabeled and m sbranded, and it only hurts the
i ndustry and that's why they would |like to see that done,
but it is not an easy task to do and | recognize that.
woul d give that a very high priority, although it may becone
noot if we nmake this a prescription itemthat we're talking
about. If we don't do that, then I think we have to cul
out the bad seeds who are spiking the product, and it's out
t here.

|"d urge, finally, the Conm ssioner to stand his
ground and seek a pragmatic, but not a political solution to
make this a science-based regul atory deci sion, and he has
done that in the past. He does not shy away from doi ng
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that. | have every confidence he will, but this is one
where | think he really needs to do what he asked us to do,
and that is |ook at the science of it and | ook at the

medi cine of it and then take the | unps of whatever decision
that that dictates.

To the commttee, | would say | ami npressed by
how many of you were able to ferret out fromthe data that
we were given conclusions with which | largely agree even
t hough there were, in general, tw schools of thought here;
one, the school of thought that said that a very | ow dose
m ght be appropriate, and the other that they could find no
dose whi ch woul d be appropriate.

| think one of the reasons for that difference,

t hough, fromny point of view anyway, is that the commttee
did not entirely accept its charge and address itself to the
scientific issue at hand. It was not our concern whether we
woul d drive a drug underground, whether people would find it
in other ways. It was not our concern to |eave a drug or a
di etary supplenent in the market because many, nmany peopl e
used it and would want it. W were asked to nmake a very
difficult scientific determ nation about safety and about
risk, and I think in the end we all did that, but I think
those other factors were not germane until this round of

di scussion. And then they are obviously very inportant in
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the larger picture, and | agree with nmuch of what you've
sai d.

To the industry, | think you're to be commended,
t hose of you that have represented organi zations that have
banded together to take what is really a fledgling industry-
-it's just a few years old--and to make it into a group of
reput abl e manufacturers and retailers who deliver a val ue-
added product to the American people. And given the
frustration that you may have had with the regul atory
system as M. Israelson nentioned, in even getting the
ruling, I think you're to be further commended for staying
with it and showing the spirit of being wlling to work with
the agency and this commttee to try to arrive at a sol ution
that's fair to both your industry and the consunmer and to
the scientific and nedi cal considerations.

| did, however, feel that you have a blind spot,
and it's a blind spot at what |ow |l evels of this drug do and
it's a blind spot to what first doses or the first week of
dosing do, and | don't think you do yourself any good to
have that kind of blind spot. What the evidence indicates
is that there is clearly a snoking gun, if in only a few
cases, and | think that's the problemthat the conmttee had
problems with. Those few cases were sufficient to say these
were effects which we m ght understand in an over-the-
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counter preparation, we could probably understand in a
tradi tional nedicine preparation, but we cannot understand
in a dietary suppl enent--neither understand nor accept.

| don't know how far the two gentlenen that are at
this table will want to disassoci ate thensel ves fromtwo of
t he speakers this norning who told us one other thing, and
that was--and | made reference to this before--that, well,

t he burden of proof is, in fact, on the FDA and that besides
driving ephedra underground, what we may well do is drive
the FDA into interm nable court battles and you prove that
it's unsafe.

That is, in fact, what is wong w th DSHEA, as I
see it, because we tal ked about a clinical trial and the
industry is all for that, and | think there's a problemwth
the clinical trial and the problemis the conparative safety
of ephedra and ephedrine al kal oi ds neans--and it's very
cl ear that many people can take these products repeatedly
wi t hout doing any damage. | nean, there are mllions of
peopl e taking them That neans that in order to do a
meani ngful clinical study of the effect of taking these
products on people, it would have to be enornobus to get the
statistical power to see the adverse effects in a controlled
clinical study. You cannot do that study; it is incredibly
expensi ve.
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But Congress has provided a renedy for you; it's
called DSHEA. You're doing the clinical study on the
American public right now This Act is, fromour nornma
perspective or regul ating drugs, backwards. W put the
product on the nmarket, we collect adverse reactions, and
when we' ve got enough of them then we take a look at it,
and that's bad regulation and it's bad law. And I'm going
to make it a personal objective to try to do sonethi ng about
that and | think it would serve the industry very well and
all of the rest of us very well to be doing exactly Ilike
that. There are aspects of DSHEA that are perfectly fine,
but | don't think it was intended for this particular kind
of product, and I don't think the manufacturers do either,
and we would be nuch better off with, as others have said,
an herbal nedicine category.

If we can't do that, | want to close with one | ast
amendnent to DSHEA that we might put out there, and that is
to sinply require that we have a di anond-shaped yel | ow si gn
on health food stores that says, "Caution, federal authority
ends here."

DR. YETLEY: | was just going to nake a couple
comments and then I'I1]--

DR. SHANK: Make them short.

DR. YETLEY: I'll make themvery short. | just
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wanted to thank everyone for participation in this commttee
meeting, and particularly to those of you that are so

tenaci ous and hardy. W really appreciate your effort. |
think we got an incredi ble anobunt of information that we can
t ake back and use.

| also want to express the sentinents of both M.
Schultz and Dr. Kessler. They both indicated to ne as they
had to | eave that they found this neeting extrenely hel pful.
They found the conmments to be thoughtful, to be in-depth,
and the broad range of comments to be very hel pful. So,
agai n, thank you.

DR. SHANK: That's what | wanted to cone to the
table for. Again, |I've got the nost honored role of this
commttee, and that is to thank you for the job that you' ve
done. | recognize that we're about 90 m nutes beyond our
schedul ed departure time and I'mnot going to sit here and
make sure that Jack has sonmeone to talk to until his plane
| eaves, or John | eaves later tonight, but | do want to draw
attention to two points during the sumari es.

| think that the summations that we've heard
denonstrate two points, w thout question, and that is the
conplexities of the issues that we're dealing with. There
are not sinple solutions and that's the reason we call on
people |ike you to assist us. The second observation is the
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energies or the conviction that you brought to the

del i berations the |last two days. Those two different types
of characteristics of this problem the dedication that you
brought, certainly were denonstrated during the work during
the last two days and | woul d suggest were highlighted
during the sunmati on.

Agai n, thanks for all the hard work not only to
our standing commttee, but to the experts, to the industry
representatives, and to all of those who participated. W
t hank you very nuch.

DR. CHASSY: |I'll turn the Chair over to Dr.

Lar sen.
DR. LARSEN. The neeting i s adjourned.
[ Wher eupon, at 4:57 p.m, the neeting of the Food

Advi sory Comm ttee was concl uded. ]

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666




