S. Hrg. 107-870

EPHEDRA: WHO IS PROTECTING THE AMERICAN
CONSUMERS?

HEARING

BEFORE THE

OVERSIGHT OF GOVERNMENT MANAGEMENT,
RESTRUCTURING, AND THE DISTRICT OF COLUMBIA
SUBCOMMITTEE

OF THE

COMMITTEE ON
GOVERNMENTAL AFFAIRS
UNITED STATES SENATE

ONE HUNDRED SEVENTH CONGRESS
SECOND SESSION

OCTOBER 8, 2002

Printed for the use of the Committee on Governmental Affairs

&

U.S. GOVERNMENT PRINTING OFFICE
83-482 PDF WASHINGTON : 2003

For sale by the Superintendent of Documents, U.S. Government Printing Office
Internet: bookstore.gpo.gov Phone: toll free (866) 512—-1800; DC area (202) 512—-1800
Fax: (202) 512-2250 Mail: Stop SSOP, Washington, DC 20402-0001



COMMITTEE ON GOVERNMENTAL AFFAIRS
JOSEPH 1. LIEBERMAN, Connecticut, Chairman

CARL LEVIN, Michigan FRED THOMPSON, Tennessee
DANIEL K. AKAKA, Hawaii TED STEVENS, Alaska
RICHARD J. DURBIN, Illinois SUSAN M. COLLINS, Maine
ROBERT G. TORRICELLI, New Jersey GEORGE V. VOINOVICH, Ohio
MAX CLELAND, Georgia THAD COCHRAN, Mississippi
THOMAS R. CARPER, Delaware ROBERT F. BENNETT, Utah
JEAN CARNAHAN, Missouri JIM BUNNING, Kentucky
MARK DAYTON, Minnesota PETER G. FITZGERALD, Illinois

JOYCE A. RECHTSCHAFFEN, Staff Director and Counsel
RICHARD A. HERTLING, Minority Staff Director
DARLA D. CASSELL, Chief Clerk

OVERSIGHT OF GOVERNMENT MANAGEMENT, RESTRUCTURING, AND
THE DISTRICT OF COLUMBIA SUBCOMMITTEE

RICHARD J. DURBIN, Illinois, Chairman

DANIEL K. AKAKA, Hawaii GEORGE V. VOINOVICH, Ohio
ROBERT G. TORRICELLI, New Jersey TED STEVENS, Alaska
THOMAS R. CARPER, Delaware SUSAN M. COLLINS, Maine
JEAN CARNAHAN, Missouri THAD COCHRAN, Mississippi
MARK DAYTON, Minnesota PETER G. FITZGERALD, Illinois

MARIANNE CLIFFORD UPTON, Staff Director and Chief Counsel
ANDREW RICHARDSON, Minority Staff Director
ANNE MARIE MURPHY, PH.D., Senator Durbin’s Staff
BRIAN MCLAUGHLIN, Staff Assistant

1)



CONTENTS

Opening statement:

Senator DUIDIN ....cccooiiiiiiiiiieiiee ettt et e
WITNESSES
TUESDAY, OCTOBER 8, 2002
Kevin Riggins, Lincoln, IIHN0IS .....ccccccveieeeiieeiiiieecciieeeieeeecee e e evee e eaee e
Debbie Riggins, Lincoln, Ilinois ........cccceeeveevieenieeneennen.

Charles Fricke, Logan County Coroner, Lincoln, Illinois .
Lanny J. Dav1s Esq., Counsel on behalf of David W. Brown President and
Chief Executive Ofﬁcer Metabolife International, Inc., San Diego, Cali-
FOTTIIA ..ottt
J. Howard Beales, III, Ph.D., Director, Bureau of Consumer Protection, Fed-
eral Trade COMMISSION .....cceeevirruieriiieniieeieenteeiee et e eteesreesbeesibeeteeseeeebeeenseeneeas
Bill Jeffery, L.LB., National Coordinator, Centre for Science in the Public
Interest (CSPI), Carleton University, Ottawa, Ontario, Canada .....................
Ronald M. Davis, M.D., Board of Trustees, American Medical Association,
Chicago, Illinois .....
Sidney M. Wolfe, M.
Group, Washmgton DIC v oeeeeeeeeeeeeeeeeeeeee e eeseeeeeeeseeeees e eees et ee s eees e
Frank D. Uryasz, President, National Center for Drug Free Sport, Kansas
City, Missouri on behalf of the National Collegiate Athletic Association .......
Lester M. Crawford, D.V.M., Ph.D., Acting Commissioner, Food and Drug
Administration, U.S. Department of Health and Human Services .................

ALPHABETICAL LIST OF WITNESSES

Beales, J. Howard, III, Ph.D.:

TESEIMOTLY ..veeevriieeiiieeeireeeeieeeesreeeete e e e e e e e baeeesaseeeasseeesssseeesssseaessaeeasseeennnees

Prepared statement
Crawford, Lester M., D.V.M., Ph.D.:

TE@SEIIMOLY ..veievrieeeiiieeeiiie ettt eeete e e et e e e st e e e taeeesaaeeeesseeesssseeassssesessaeeasseeennnnes

Prepared Statement ...........cocceeiiiiiiiiiiieieeee e
Davis, Lanny J., Esq.:

TE@SEIIMOTLY ..veievrieeeiiieeeiiieeeieeee et eeeecteeestree e eraeeesasseeaseeeesssseeassssesessaeesssseeennens

Prepared statement of David W. Brown with attachments submitted by

Mr. Lanny DaviS ...ccccceeeciieieiiieinieeeiiieeeieeeeeeeseiteessereeeseaeeessaeessnneaesneneens

Davis, Ronald M., M.D.:

TESEIMOILY ..eeieueiieiiiiieeitee ettt et e e et e e e bt e st eesabaeesabeeeenanes

Prepared statement
Fricke, Charles:

TESEIMOILY ..eeieetieiiiiieeiitee ettt ettt et e e et e e et e s bt e e s e e e sabeeeenaees

Prepared statement ...........cccooeiiiiieiiiiiiiiicceeee e
Jeffery, Bill, L.LB.:

TESEIMIOILY ..eeiiueiiiiiiiieeeit ettt ettt e et e e et e e et e e st eessbaeesabeeeeaees

Prepared statement ...........cccooeiiiiieiiiiiniiiceee e
Riggins, Debbie:

TESTIMOILY ..eeiiuitiiiiitieeiitee ettt ettt e e et e e s bte e s bt e e esbaeesabeeesnaees

Prepared statement
Riggins, Kevin:

TESTIMOILY ..eeiietiiiiitieeitt ettt ettt e e et e et e e st eesabaeesabeeeenaees

Prepared statement ...........cccooviiiiiiiiiiniiieeeeeee e
Uryasz, Frank D

TESEIMOILY ..eeiiuetieiiiiieeiitee ettt ettt et e e et e e st e st eesabeeesabeeesnaees

Prepared statement ...........ccoooviiiieiiiiiiiiicee e

KIS

15
18
19
21
23
26
39



Page
Wolfe, Sidney M., M.D.:
TESEIMIOILY ..eeieueiieiiitieeeitee ettt ettt et e e et e e e et e st eesabeeesabeeeenaees 23
Prepared statement ...........ccoooeciiiiiiiiiiiiiceeeee e 104
APPENDIX

Congresswoman Susan Davis, from the State of California, prepared state-
007301 RSP 141

Letter dated October 1, 2002 from Robert G. Peterson, M.D., Ph.D., M.P.H.,
Director General, Health Canada, with attachments ............cccccceeviieiiinnnne.... 144
Questions and responses from Mr. Lanny Davis .......cccccocceevviiieiniieeeniieenniieeennns 166
Questions and responses from Mr. Crawford ..........cccccceeveviieeciieeccieeeeiieeeieeens 172

Questions and responses from Ullman, Shapiro & Ullman, LLP, New York,
NY, for Robert Occhifinto of NVE Pharmaceuticals, the manufacturer of
Yellow Jackets, with an attachment ..............ccccooeeiiiiiiiiiiiiii e, 177



EPHEDRA: WHO IS PROTECTING THE
AMERICAN CONSUMERS?

TUESDAY, OCTOBER 8, 2002

U.S. SENATE,
OVERSIGHT OF GOVERNMENT MANAGEMENT, RESTRUCTURING,
AND THE DISTRICT OF COLUMBIA SUBCOMMITTEE,
OF THE COMMITTEE ON GOVERNMENTAL AFFAIRS,
Washington, DC.

The Subcommittee met, pursuant to notice, at 10 a.m., in room
SD-342, Dirksen Senate Office Building, Hon. Richard Durbin,
Chairman of the Subcommittee, presiding.

Present: Senator Durbin.

OPENING STATEMENT OF SENATOR DURBIN

Senator DURBIN. Good morning. This hearing will come to order.
I am pleased to welcome you to today’s hearing before the Senate
Subcommittee on Oversight of Government Management, Restruc-
turing, and the District of Columbia, focusing on “Ephedra: Who is
Protecting the American Consumer?”

Dietary supplements are safely consumed by millions of Ameri-
cans every day. I, myself, take a variety of supplements, multi-vita-
mins, folic acid, all the things that I think are going to make me
live forever. I hope they do. For the vast majority of dietary supple-
ments, there are few reports of harm. For some, there is strong sci-
entific evidence that they provide a health benefit.

However, that is not the case for the supplement ephedra, which
is the focus of this hearing. The Food and Drug Administration re-
ported that in the year 2001, 42 percent of the total number of ad-
verse event reports, known as AERs, received for all dietary sup-
plements by the agency were for one supplement, ephedra. In some
years, such as 1996, the percentage was as high as 70 percent, as
this chart indicates.

Particularly alarming was the fact that many of these ephedra
adverse events were suffered by young people. The HHS Inspector
General noted that 60 percent of the alleged injured parties by
ephedra were under the age of 40. Furthermore, if you look at some
of the most serious adverse events reported to the FDA for dietary
supplements, you find that ephedra is disproportionately rep-
resented, as the chart indicates. Seventy-eight percent of myocar-
dial infarction AERs were for ephedra products. Eighty-one percent
of stroke AERs were for ephedra products. Sixty percent of the
deaths were for ephedra products.

Independent scientists without ties to the industry have analyzed
these adverse events and reached disturbing conclusions. A study
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published in the well-respected New England Journal of Medicine
in the year 2000 reviewed ephedra AERs received by the FDA be-
tween June 1, 1997, and March 31, 1999. The study concluded that
31 percent of the reported adverse health outcomes were “definitely
or probably” related to ephedra use, and an additional 31 use were
deemed to be possibly related to ephedra use.

We are not necessarily talking here about people taking a higher
than industry recommended dose. A study in the Mayo Clinical
Proceedings in January 2002 reviewed the cases of 37 patients who
suffered adverse cardiovascular events, specifically sudden death,
myocardial infarction, or stroke, and found the cardiovascular toxic
effects of ephedra were not limited to massive doses. Of the 37 pa-
tients in the Mayo Clinic study who experienced one of the health
problems I mentioned earlier, 36 of the 37 were using amounts no
larger than what the manufacturer recommend—36 out of 37. That
means that over 97 percent of the adverse health events occurred
in individuals taking ephedra at or below the manufacturer’s sug-
gested dose.

It is studies such as these that have led so many health profes-
sionals to conclude that ephedra is not a safe product and should
be taken off the market. We will hear later this morning from Dr.
Ron Davis, representing the American Medical Association. I do not
think anyone is going to suggest here the AMA is a radical group
with an axe to grind. They are known for championing causes
which are based on science. Yet, the AMA has forcefully called on
the U.S. Government to take ephedra-containing dietary supple-
ments off the market.

We are also going to hear from a premier health consumer advo-
cacy group Public Citizen. Dr. Sid Wolfe will discuss why Public
Citizen has also called on the government to protect the American
people from these dangerous ephedra products.

We will hear from those who have taken action to protect the
public. Dr. Howard Beales will testify on behalf of the Federal
Trade Commission about the enormous job the FTC is forced to do
to police deceptive advertising of ephedra products that some would
have you believe are natural and safe.

Bill Jeffery of CSPI in Canada will tell us about Canada’s efforts
to protect their own citizens. On January 9 of this year, the Cana-
dian Government issued a warning, a warning which this govern-
ment has never issued, about certain herbal ephedra products sold
for the purpose of weight loss, body building, or increased energy.
That warning urged Canadians to avoid the products because they
may cause “serious, possibly fatal adverse effects when combined
with caffeine or other stimulants.”

When we hear from the first panel, when we hear from the par-
ents of Sean Riggins, you are going to understand how children do
not have to drink coffee to get caffeine with these ephedra prod-
ucts.

Many of the ephedra supplements recalled by the Canadian
health authorities can be found on the shelves of stores across
America. These are examples right here of products containing
ephedra. I can tell you this. You go into any gas station where I
live in Central Illinois, where the Riggins family is from, and you
will find next to the cash register, there for kids to buy, all sorts
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of ephedra products. You go into a convenience store, a gas station,
they are everywhere and kids are buying them, sometimes with
tragic results.

For the record, there are several other countries, such as Britain
and Germany, which have taken action to protect their citizens, as
Canada has. A variety of athletic organizations, the International
Olympic Committee, the National Football League, the National
Collegiate Athletic Association, have banned ephedra-containing di-
etary supplements.

We are going to hear from Frank Uryasz, representing the
NCAA. He will testify that in spite of this ban, a 2001 NCAA study
found 4 percent of 21,000 athletes, about 850 of them, who com-
pleted the confidential survey, had used ephedra in the past 12
months despite the ban. Even more disturbingly, this number has
increased since the ban at the NCAA went into effect in 1997, par-
ticularly among women’s teams. According to the study, most ath-
letes, who reported using ephedra-containing products, started
using them in high school. The NCAA has also called on the FDA
to more tightly regulate ephedra products because of the harm they
can cause to athletes and others.

One young athlete who started using ephedra products in high
school is tragically no longer with us today. You see his photograph
here. Kevin and Debbie Riggins of Lincoln, Illinois, are going to
testify about the tragic death of their 16-year-old son, Sean, who
died on September 3, just over a month ago, of a heart attack after
taking an ephedra product known as “Yellow Jacket.” Yellow Jack-
et, incidentally, is also the street name for a narcotic. Coincidence?

My heart goes out to them. When I read this in the local news-
paper, the State Journal Register, about the loss to their family, I
could not believe it. We just had a hearing on this issue, and here
it was hitting close to home with a healthy young man, just start-
ing his high school year, looking forward to wrestling and football
and all of those sports. I want to thank them for coming here. It
takes real courage for them to stand up and tell their story so soon
after their loss.

But we need to remove these products from the market so other
families like theirs do not see their loved ones’ lives cut short for
the sake of an energy buzz or the loss of a few pounds. I am look-
ing forward to today’s testimony to help us better understand this
issue and the responsibility we have to the American people.

After the last hearing, I sent a letter to Secretary Thompson at
the Department of Health and Human Services. I have spoken to
him on the phone several times about this issue. He has assured
me he is looking at it seriously. Unfortunately, he could not be here
today because of a trip to Afghanistan, which he had promised long
ago, and I understand those things. Conflicts are inevitable for
busy people like the Secretary. But I can tell you that letters are
not enough, and telephone conversations are not enough. We want
to find out today whether our government is going to take any ac-
tion to protect the people who are being victimized by this drug
across America.

Our first panel of witnesses are Kevin and Debbie Riggins of Lin-
coln, Illinois, parents of Sean, and also joining them is Charles
Fricke, who is the Coroner for Logan County.
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Mr. and Mrs. Riggins, I appreciate your willingness to appear
today and publicly share your personal experience. It is customary
in this Subcommittee to swear in the witnesses, so if you would not
mind, remain standing.

Do you solemnly swear the testimony you are about to give is the
gug?l, the whole truth, and nothing but the truth, so help you,

od?

Mr. RIGGINS. I do.

Mrs. RiGGIns. I do.

Mr. FrICkE. I do.

Senator DURBIN. Thank you very much, and the record will indi-
cate that the entire panel has answered in the affirmative.

Mr. Riggins, would you like to begin?

TESTIMONY OF KEVIN RIGGINS,! LINCOLN, ILLINOIS

Mr. RIGGINS. Yes. I just wanted to thank you, Senator, for bring-
ing us to Washington so we can tell this story. I greatly appreciate
it.

I will begin by introducing myself. My name is Kevin Riggins.
This is my wife, Debbie, and the young man in the picture is our
son, Sean. We are here to tell his story. You have my written state-
ment. I am not going to read that word for word. I just want to
tell you a little bit about my boy.

Sean was a very healthy young man. He started playing hockey
when he was 7 years old, first grade, when we lived in Peoria after
I separated from the service. He then got into the martial arts and
he was quite the martial artist. We attended tournaments all over
the Midwest, Indianapolis, Wisconsin, Peoria, Decatur, Bloom-
ington, Springfield, all over the place. He has a stack of trophies
at home in his room. He achieved the rank of red black belt.

Later on, though, his passion turned to team sports, wrestling
and especially football. He was quite passionate about the game of
football. Again, my son was in outstanding condition. He lifted
weights. He exercised constantly. He would ride his bike, before he
got his driver’s license, all over Lincoln, down to the creek to go
fishing and swimming and that sort of thing, and that is why when
my son passed away and they told us that he had died of a heart
attack, I had no idea what to think. How does a 16-year-old boy
that active die of a heart attack?

That is when we spoke to Chuck Fricke. He called us after the
visitation and told us that they had found a substance known as
ephedrine in Sean’s system, or that the indications pointed toward
that being the case.

We started doing some investigating, along with Mr. Fricke. The
Lincoln Police Department started investigating with some of the
kids, Sean’s friends, his teammates, and we found out he was tak-
ing what is known as Yellow Jackets, which is an ephedrine prod-
uct. This is over-the-counter. You can buy it in the gas station.
They are about $1.50 for three pills. That is pocket change for
these boys.

They are using it on the football team to enhance their perform-
ance, as it claims in the ads and what not. They are using it, the

1The prepared statement of Mr. Riggins appears in the Appendix on page 53.
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wrestlers are using it and basketball players. We have got young
girls who are using it to try and help them lose weight.

None of these kids that we have talked to—and I know my son
never used drugs—none of these kids use drugs. They are not drug
users. They are not abusers. They do not smoke cigarettes. Sean
never smoked cigarettes. He never smoked marijuana. He did not
take drugs. Mr. Fricke can bear that out. He was passionate about
not taking drugs. He had a couple of friends that did smoke pot
and he was constantly after them about stopping, because he saw
his grandfather die of lung cancer and he did not want to see that
happen to anyone else.

The problem with ephedra, in my opinion, is that these kids do
not realize that it is a harmful drug. Whether they call it an herbal
supplement or a dietary supplement, that is just semantics. It is
a drug. Garlic is an herb. Bay leaf is an herb. But I have never
heard of someone dying from bay leaf. This herbal supplement
killed my son and I am just afraid that this can happen again if
these kids have access to this kind of stuff on a daily basis at the
gas station for a buck-and-a-half.

They put it in flashy packages. They have flashy advertising.
They gear it toward young people. It is not geared toward a 40-
year-old man that works 40 hours a week. This is geared towards
younger people.

What I think is that we need some type of regulation regarding
ephedra and like products because, again, this can happen again.
If a 16-year-old cannot get to it, it is not going to happen. They
cannot take it. So we should make it, at least I think where if you
are 18 and younger, you cannot get to this product. If a grown man
wants to take it, that is his choice. If a grown woman wants to take
it, that is her choice. But a child should not be able to make that
choice.

These companies that market this should have to be held ac-
countable, because I do not feel that you should aim something at
a child. You can put all the warning labels you want on them, but
cigarettes have had warning labels on them for how many years
and people still smoke.

It is very simple. We can just effect a regulation making it illegal
to sell to kids. We enforce that regulation and we do not have to
go through this again, because I do not think that I could do it
again.

Senator DURBIN. Thank you, sir. Kevin, you made a point of
pointing with pride to this jersey that you brought from Lincoln.
Why don’t you tell me a little bit about the jersey.

Mr. RIGGINS. Sure. This was my son’s practice jersey. Obviously,
he was number 51. We put this out at the suggestion of one of his
friends at his visitation and all the kids and teammates and what
not came and signed this jersey. A good friend of mine is going to
build a display case for it so we can have this displayed in our
home. We also have big posterboards that the kids signed because
the shirt was not enough. We had close to 600 people come to our
visitation to see my son. That is a testimony to him, not to me, and
a testimony to the people that cared enough. That is what this jer-
sey is.
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Senator DURBIN. Thank you. Debbie, can you tell us a little bit
about your thoughts on this?

TESTIMONY OF DEBBIE RIGGINS,! LINCOLN, ILLINOIS

Mrs. RIGGINS. My feelings on the subject. I did not know the dan-
gers of this product until September 3. I did not realize what it
could do, what its potential was, and it is being mismarketed in a
way that it is only there for somebody to make money and they do
not seem to care who they are hurting.

I brought a couple of letters from some of the students who went
to school with Sean.

Senator DURBIN. You might describe for the record here, Lincoln,
Illinois, the size of the town, so people get an idea of where we are
talking about—I know the answer, but I am going to ask you to
put it on the record. We are not talking about big city here, are
we? What is the population of Lincoln?

Mrs. RIGGINS. About 17,000.

Senator DURBIN. Seventeen-thousand.

Mrs. RIGGINS. We live about three blocks from the high school
and on the other side of the high school, there are corn fields.

Senator DURBIN. Small town America.

Mrs. RIGGINS. A small town. People ride bikes. Even the
grownups ride bikes everywhere. We have one theater. It is a place
where everybody can go to the store and they know somebody
there.

Senator DURBIN. So I just want to make the point that this prod-
uct, this type of product is reaching down to all levels of America.
This is everywhere.

Mrs. RIGGINS. Oh, yes. It is right at their eye level. As soon as
they are standing in line for something, they see it right there and
they are going to pick it up and they are going to look at it. As
long as it has got the flashy colors on it, and they test market those
colors to see who is attracted to them. If they are going to spend
that kind of money on advertising and displaying it, they have got
to make some money—replace that money somehow. Kids appar-
ently are easy targets.

Kids take it to get hyper so that they can stay up late, so that
they can stay awake the next day, some of them to study late be-
cause they have got a big test the next day, or they just did not
get enough sleep the previous night. This one kid stated that any-
body can do it and it is cool to hear a friend say, “Hey, feel my
heart. I am speeding right now.” One of the students actually wrote
that. This other student says, “I have had experience with Yellow
Jackets and Stackers in the past years,” as a sophomore.

Students told us that at the end of eighth grade, it became pop-
ular, even more so with the freshmen year. One said, “Most people
and my friends took them because it gave them enough energy to
sit in a desk all day without feeling really tired or bored. It made
the day go faster.” Another reason given for using ephedra, a more
serious one was that it made them feel as if they were on speed.
People would take several at a time to keep them wired and

1The prepared statement of Mrs. Riggins appears in the Appendix on page 55.
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pumped up all day long, and I know or have heard some people
went as far as snorting them.

Another student wrote: “I took one pill before each meal and I
took these for about a week and then I quit. I wasn’t losing any
weight and I was always sick. I had terrible headaches that took
forever to go away, and in a while, I would be short of breath or
I would have this pain that hurt in my chest. After I stopped, I
tried the Stacker, too, and it had the same effects, but with more
pain.”

So even the kids are learning, but unfortunately, they are learn-
ing at a price. We do not know yet if it is a long-term effect, if it
is one dose that is too much, is damaging them. But we need to
find out. We need to find out what is safe, and if it is safe. I do
not think it is. They took my only son and won’t bring him back.

Senator DURBIN. Debbie, thank you for being here. Chuck Fricke,
you have the responsibility as Logan County Coroner. You might
tell us a little bit about what that responsibility is for those who
aﬁ'e not familiar with the office and then tell us what you found in
this case.

TESTIMONY OF CHARLES FRICKE,! LOGAN COUNTY CORONER,
LINCOLN, ILLINOIS

Mr. FrICKE. First of all, the coroner investigates any death that
is not a natural cause of death and he determines with his inves-
tigations the cause and manner of an individual’s death. Cause of
death in most instances is determined by a forensic pathologist
that does toxicology studies as well as external examinations of the
individual.

In this particular case, we were notified by the emergency hos-
pital, Abraham Lincoln Memorial Hospital, that a 16-year-old boy
had died. You do not hear about 16-year-olds dying of myocardial
infarctions. At that time, we did not know what it was, but upon
examination by the pathologist, he came back with that, and I
says, “due to what? I mean, over-exertion? What is it?” He says,
“Well, please, help us out in your examination externally by inves-
tigating.”

I had the Logan Mason Health Department do an investigation
where the boys had been on the weekend, over at Clinton nuclear
power plant. We thought maybe something was in the water that
he had drunk or been exposed to. One of their witnesses told us
that he was Yellow Jacketing and the group was jointing. We
asked what that was. I had to investigate, like the family and most
people, to know what that was.

They told me that Yellow Jackets, as you have pointed out, come
in small little packages, or in this particular case, ephedrine is in
a pack of 60. The label tells you that it should not be sold to mi-
nors, that selling to a minor is prohibited. It is a dietary supple-
ment and extreme energizer. This particular product says, “Do not
sell to minors. Distribution of this product requires a DEA license.”

I asked the distributors at the Quick and Easy what that meant,
how they enforced it. They did not know. They did not have a li-
cense for it. They do not prohibit sales to minors. In fact, I had a

1The prepared statement of Mr. Fricke appears in the Appendix on page 56.
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12-year-old go in and buy these products for me. My State’s Attor-
ney says that we cannot prohibit the sale of these products even
if the warning says so. It is a manufacturer’s label, mislabeling, to
me. They think they are buying something illegal.

In the testimonies that Debbie has, it says that they would go
in and steal them because they did not think that they could buy
them, so they were starting to steal them. Then they found out
they could buy them legally. Now they are buying them in threes.
Some are buying them in groups of 60.

We had the city detectives, police department of Lincoln go out
to the high school to do investigations with the superintendent, the
principal, the athletic department and all sports. It was a shock to
them, because they did not know what ephedrine was. Only one of
the coaches understood what it was. They wrote a nice letter on be-
half of the children, the consumers at the high school. They have
started a program and have made brochures about the ill effects
of ephedrine. They are trying to get the word out, because as you
and I were novices in this just weeks ago, we are finding out that
the schools and the kids are not novices in this.

How does a 16-year-old die of myocardial infarction? It was not
just a mild myocardial infarction. I had to ask the pathologist what
that meant. Troponin, which is an enzyme, a specific marker to the
heart, was at 100 level, the number 100. You and I as adults have
troponin levels of one or two on a normal day. The troponin in your
heart tells it to keep beating. When you are having a heart attack
at 50, 60 years old, 70 years old, it would be marked at four to five.
Think about it. Sean’s was at 100. The heart is racing so fast, it
just kind of could not do anything. He could not pump the blood
fast enough and that is the way he had a heart attack.

We have put out warnings in the newspapers. We have contacted
the schools. The schools have done their part about notifying their
athletes. We want to notify athletes and consumers everywhere,
not only in Central Illinois, all of Illinois, and the entire Nation so
that you can regulate this product more tightly so that the con-
sumers understand what they are buying when they buy it.

The doctors that I have contact with, not one of them had a good
word—I am sure there are always therapeutic values that ephed-
rine is used for under controlled circumstances, under doctors’ care,
but we cannot take the 99 percent of the kids that are using this
and use them as examples for the one or two times that it is
healthful under a doctor’s supervision.

Senator DURBIN. Thank you very much. Let me ask you this, Mr.
Fricke. You stated this in your written testimony, but I want to
make sure it is a matter of the spoken record, as well. Do you be-
lieve that the death of Sean Riggins is consistent with his having
taken these ephedra products?

Mr. FRICKE. Let me read exactly, word for word, from the foren-
sic pathologist. “It is our opinion that the acute myocardial infarc-
tion in this individual is consistent with the effects of ephedrine.
No other anatomic, structural abnormalities of the coronary arte-
ries sufficient to cause myocardial infarction was identified in the
autopsy.” And with his health records and our investigations, it
proves that out.
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Senator DURBIN. Of course, Kevin and Debbie have made that
case, too. This was not only a healthy young man, an active, ath-
letic, vigorous person who was leading a very active life. So that
certainly bears it out.

You have the smaller version of Yellow Jackets with you, and as
I said earlier, you can just walk into any gas station in our part
of the world and you are going to find these hanging all over the
cash register for the kids to see. Then you take a look at one of
these. Now, this is their big deal. This is their $31.95 jar of Yellow
Jackets that they have for sale.

Do you know where they put the warning label on this, inciden-
tally? You think it might be out here where you would see it. No.
You have to strip back the label and you have to read the back of
the label, and I am sure a lot of 14-year-old kids are doing this,
right, stripping this label back so that they can read this faded
prinll;ir’lg on here that says, “Keep out of reach of children.” What
a joke!

We asked the people from this company to come forward today.
You will be shocked to know they could not make it. We do have
a representative from the industry here, and he will be speaking
to us later.

But I have to go back to Debbie’s point. At what point do you
draw the line here at making money? If you are peddling a product
to kids and you know it, and incidentally, this warning label says,
“Sale to persons 17 years of age or younger is prohibited in Texas.”
Do you know why? Because 20 States, I guess roughly 20 States
have decided the Federal Government is ignoring this problem and
the States are starting to impose standards because our Federal
Government, our FDA is ignoring this problem.

Canada has responded. The AMA has responded. Sports organi-
zations have responded. But the American Government has not re-
sponded. And despite letter after letter, we have no action on this.
So the States are taking it in their own hands. I cannot think of
another time when we have dealt with this, where States have de-
cided they have to regulate the sale of a product because the Fed-
eral Government is so much in the grips of this industry that they
are afraid to protect the American consumer.

Kevin, did you and Debbie see any indications of this heartbeat,
this racing, the speeding up of his heart? Did Sean ever talk to you
about this at any time?

Mr. RIGGINS. No, never. In fact, Sean was the type of boy—he
was a typical teenager. If he felt bad and he had something he
wanted to do, he probably wouldn’t tell you about it. If he had a
little bit of a cold or a stomach virus, if he wanted to go out and
go fishing that day, he was going to go fishing. He would not tell
you about that sort of thing.

A lot of these kids that we have talked to, they did not attribute
their symptoms initially to what they had taken. They just thought
that they were tired or they were catching a cold or a flu or some-
thing like that. They had—most of them had, no idea that this
product was what was making them feel bad.

Senator DURBIN. On the day of his death or the day before, was
there anything unusual about his behavior or anything he said to
you that, now that you look back on it, was a warning sign?
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Mr. RIGGINS. There was nothing more than he had a headache—
and this is prior to our investigation of this product and this type
of thing—he had a headache and his stomach was bothering him.
That has happened, in 16 years, that happened who knows how
many times.

Senator DURBIN. Debbie, do you know anything:

Mr. RIGGINS. He went to the football game the night before, on
Monday night, and like Kevin said, he had to go to the football
game and he slept underneath the bench. How many times do you
know kids that would do that at a football game? Something was
happening, but we didn’t know. We just thought it was bronchitis
or some flu going on. He laid down during the game, or at least
in the first half. He got up the second half and met with—when
they go during the halftime—and he met with the team and then
he came back and sat on the bench.

He had his car with him at the time, so he wanted to drive home,
so he drove home, said his head hurt, his stomach was a little
upset, so he was going to go to bed. He took a Tylenol, I believe
he took a Tums for his stomach, and he went to bed that night.
I had to work the next morning. That is the last time I saw him.

Senator DURBIN. Chuck, you have gone around the community
there now and I know you have done an awful lot, and thank you
for that, because your speaking out has made a difference. It is
starting to get the word out, at least in our part of the world, about
the danger of these products. What is the prevalence? How fre-
quently do you find that young people are using these?

Mr. FrRicKE. WAND, a TV station out of Decatur, did a survey
and I called them this morning. They said they had 250 calls in
3 days regarding this and it was two-to-one that had ill effects with
ephedrine.

They also had a young lady that had taken it just one time, from
Effingham, and she went to bed and she woke up 4 days later at
Carl Clinic at Champaign. She had seizures and had gone into a
coma for 4 days, and her mother stood there and helped her get
through this. She was lucky to survive. She sent a note to us, Ms.
Spitz, wanting us to tell her story and to say that it does not take
a multiple of this drug. It does not take an active athlete running
in the 90- and 100-degree temperature. It was a house mother that
went to work, went to the grocery store, came home, went to bed
not feeling well, and had taken just one of these supplements.

Senator DURBIN. Now, if you take one of these with caffeine, it
really just aggravates it, doesn’t it, makes it worse.

Mr. FRICKE. If you look on the Yellow Jackets, it has 300 milli-
grams of caffeine. A Stackers has 200 milligrams. Some of these
children that I talked to in my investigation, they are tired, they
are exhausted, they have gone through 6, 7 hours of school. They
have had a school lunch. They have gone through 3 hours of foot-
ball practice. They are tired. They are exhausted. And now they
have activities, they have homework at night. They are too tired
to eat.

They go to the local Quick and Easy. They pick one of these up.
They buy a product, if I may mention, products that contain caf-
feine in them that compounds the injury.

Senator DURBIN. Mountain Dew.
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Mr. FRICKE. Mountain Dew, Code Reds, and I am not trying to
be negative to those products. I have drank those products, too. But
in combination with ephedra, and these children do not know it,
adds to the dangers. There is also an adrenaline rush drink out
there that they use.

The young lady that prohibits them in Mount Pulaski is on a vol-
untary basis, says that—and she knows that she has to tell these
to anyone, but she used these products herself in college and she
knows the ill effect. But her company tells her to put it out front,
so she has taken it from the front cash register and put it behind
her. Now you have to ask her to get it. And she puts out a warning
label that says on these warning labels that you can only sell two
per person per day, and she makes them show their ID, so it is
very inhibiting when you do that.

But other places that I have been, five, six different places, 12-
year-olds go up and buy this, and I think it is a big rush because
they get their heart racing. They do not know the dangers—when
you are 16, you do not think you can die until you are 60, 70, 80,
of old age. They become bulletproof and they think they are. And
unfortunately, I have the unfortunate task of going up to families
like the Riggins and telling them that their son died of a myocar-
dial infarction due to a product that this government does not regu-
late, and we need to.

Senator DURBIN. Chuck, when it comes to activities in your com-
munity and nearby, public education is part of this, but is there
going to be any kind of follow-up effort at the schools to talk about
this problem?

Mr. FRICKE. I have talked to the superintendent of the Lincoln
Community High School and he has invited the parents and myself
to come out and not only just give an assembly to the entire school,
but I thought that on an individual basis or on a smaller scale, it
would be better. So I want to take the days and take the oppor-
tunity to talk to the gym classes so that you can break that 1,200
students down to 30 and 40 at a time, talk to them individually,
the athletic departments.

I want to talk and educate the coaches on this, and not only in
Lincoln, but I have to know that it is happening in Springfield at
the schools, at Litchfield, at Bloomington, at the small school lev-
els, so that the athletic directors do not wake up themselves in the
community and find out and then they have to start where we
started. We started as novices and we are not going to let things
sit and go unabated.

We are going to reach out to these people. We have interviews
when we get back because we feel very strongly that we want to
get the word out. We do not mean to have an overkill on this, but
the more we can do it—this has been in the paper almost every
day, trying to put warnings out. We are putting it out on TVs, on
radios, and in the newspapers, and anything you can do to help us
on a local basis would be appreciated.

Senator DURBIN. This is a sad thing for me to say, but I am
going to say it. You are doing more to protect the people that you
represent than our Federal Government is doing to protect people
across America.
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Mr. FRICKE. We speak for Sean today because he can’t speak,
and as the coroner, we investigate those things. He told us a story.
We had to listen to him. Not many people take that time to listen,
and we listened to what he had to say, and these are his words.
Today, this is for him.

Senator DURBIN. Thank you.

Kevin and Debbie, this had to be tough. When we invited you,
we didn’t know if you would do it, but as you said to me before this
hearing, you have got to do this for Sean, got to get that message
out so that some other family does not lose their only son, as you
have. I hope that your being here today and I hope that fact that
some people are watching this and following it will mean that they
may tonight pull their daughter or son aside and say, have you
ever heard of these things, Yellow Jackets or ephedra? Are any of
your friends involved with them? I mean, this is as insidious and
harmful and dangerous as a lot of drugs that are on the street that
we are warning kids, to just say no to. It is time for them to just
say no to Yellow Jackets and just say no to these products because
it can kill them.

Your coming here today drove that point home in a way that all
the witnesses in the world couldn’t. I am saddened for your loss,
but I admire your courage that you can tell this story and try to
save some other lives across America. Thank you for being here.

Mr. FriCKE. Thank you, Senator, very much.

Senator DURBIN. I now want to just take a few minutes as this
panel is leaving the table to review an interesting report that Con-
gressman Henry Waxman’s Special Investigations Division staff
prepared, working with my own staff. This is the first independent
analysis of the adverse event reports that Metabolife finally has
given over to the Food and Drug Administration.

Chart 1 here, the Durbin-Waxman staff reviewed all 14,459 com-
puter images that Metabolife provided us. This constitutes all the
adverse event report records that Metabolife, and I have some of
their product here before us, received since 1997, over the last 5
years. A new, database was created for analysis and staff individ-
ually reviewed each record. Records that indicated that consumers
had suffered a particular serious health problem were put into this
database.

The serious health problems analyzed were those already identi-
fied as being caused by ephedrine. They included cardiac symp-
toms, including heart attack, chest pain, arrythmia, racing heart,
high blood pressure; neurological symptoms, including stroke and
seizures; psychiatric symptoms, including psychosis, anxiety, and
mood changes.

The Metabolife records include over 1,900 reports of significant
adverse reactions to Metabolife products. Second chart here,
Metabolife’s adverse event reports. What we see is that they in-
clude 3 deaths, 20 heart attacks, 24 strokes, 40 seizures, 465 epi-
sodes of chest pain, 966 reports of heart rhythm disturbances. In
addition, the reports contain hundreds of consumer complaints of
high blood pressure and disturbing psychiatric symptoms, such as
anxiety, mood change, or psychosis.

In at least 46 instances, consumers reported that they required
hospitalization following use of Metabolife products. In at least 82
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additional incidents, consumers reported they needed emergency
room care after using these products. In numerous adverse event
reports, consumers told Metabolife their doctors had determined
that Metabolife’s products had caused the adverse health effects
complained of.

The Metabolife records indicate that many of the significant ad-
verse events involve consumers who were young, in good health,
and taking the recommended dosages. The next chart, this relates
to adverse effects reported by healthy young people at rec-
ommended doses. Metabolife has asserted that adverse events don’t
occur when healthy individuals follow their recommended doses.
The actual adverse event reports, however, include many reports of
significant health effects in healthy consumers taking rec-
ommended doses. Among the most significant are heart attacks,
seizures, strokes, and psychosis.

Over 90 percent of the reports where dosage information is
noted, consumers were taking the dosage recommended Dby
Metabolife and still suffered these results. Among the significant
adverse event reports where age is noted, over 50 percent of the re-
ports involved consumers under the age of 35. In hundreds of cases
of significant adverse events, the consumers involved reported they
had no prior medical problems.

Metabolife’s handling of adverse event reports exhibits callous in-
difference to the health of their consumers. Fourth chart shows
careless handling of consumer complaints. Nearly 90 percent of the
reports of adverse event reports submitted by Metabolife omit basic
information, such as the age and gender of the consumer or the
date of the incident. Nearly one-third of the reports of adverse
events are handwritten with notes that are almost illegible. The
recordkeeping is chaotic. Chart 5, I think, shows that.

This is the company receiving reports from their consumers
about deadly symptoms, and look at the records that they are keep-
ing on these. Here, we have a good example of a totally chaotic ad-
verse event report. Looking at the record, you have no idea wheth-
er this is one caller or many callers, yet this person reported hav-
ing a stroke. This is a very serious event, yet this is the level of
care that Metabolife gave to noting that event, this from a company
that claims their consumers’ health is their No. 1 priority.

The next chart is another example. A 25-year-old reports having
a stroke, yet Metabolife has no information on this report, just
three handwritten lines. In over 99 percent of the significant ad-
verse event reports, there is no mention of Metabolife requesting
additional medical records needed for Metabolife to evaluate the
role of its product in this adverse events.

FDA regulations require drug manufacturers to report adverse
events including hospitalization, life-threatening adverse reactions,
or death within 15 days of receipt. In no instance did Metabolife
report adverse events involving hospitalization, adverse life-threat-
ening adverse reactions, or death to FDA prior to its August 2002
submission. The Metabolife records contradict Metabolife’s claims
}hat it was unaware of consumer complaints of adverse health ef-
ects.

When we had our last hearing, we asked them how many ad-
verse events had been reported to them and they only identified 78
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adverse health effects. Now we all know better. They turned over
thousands of records to the FDA and we have taken the time to
go through them.

The next chart is a quote from Metabolife saying they did not
have adverse event reports against an example of a report that
they had received prior to their statement that they had none. On
repeated occasions, Metabolife told Federal regulators it never re-
ceived reports of adverse health effects from its consumers. In Feb-
ruary 1999, for example, Metabolife informed the Food and Drug
Administration, “Metabolife has never been made aware of any ad-
verse health events by consumers of its products. Metabolife has
never received a notice from a consumer that any serious adverse
health event has occurred.”

You have just seen them, charts with people who have reported
strokes, and Metabolife said they were never reported. They never
received such a report. Metabolife had received over 100 reports of
significant adverse events before these statements were made, in-
cluding reports of heart attacks, strokes, seizures, and psychosis
thag were received prior to the February 1999 statement to the
FDA.

The case of a 25-year-old female stroke victim that I mentioned
earlier was reported to Metabolife in 1998, and on this chart, here
we have a consumer reporting that in September 1997, they suf-
fered heart damage that their doctor says was caused by
Metabolife. The record here is damning for Metabolife. They can
try to skip around their own words and disavow the common mean-
ings of an adverse event in the English language, but I think it is
clear to any reasonable person that suffering a heart problem or a
stroke and reporting it to Metabolife is clearly the reporting of an
event that adversely affected the customer.

Finally, I want to point out one further item not mentioned in
the report but I think it bears on Metabolife’s real intentions to
avoid reporting. In Texas, there is a law that requires Federal
manufacturers to put the FDA MedWatch number on their prod-
ucts so that consumers suffering an illness that they believe may
be related to the product can report it to the FDA. While
Metabolife does comply with the law by putting the number on the
bottle, they failed to identify what the number is for. They failed
to identify it as FDA MedWatch.

The label reads, “TX:1-800-332—1088.” Below this number is the
phrase, “Health questions 800-490-5222.” That number is
Metabolife’s own call center, the last one I read. So Metabolife has
set up a system to divert people with health problems away from
the FDA and to their own call center, where the adverse event re-
port may sit for years and years and years without any action.

Actions speak louder than words, and Metabolife’s own actions
contradict their glossy PR statements.

I would now like to call the second panel for testimony this
morning, if they would please come to the table. We have on this
panel Lanny Davis, counsel, on behalf of David Brown, the Presi-
dent and CEO of Metabolife International, Incorporated, a company
in the business of manufacturing dietary supplements; Dr. Howard
Beales, III, Ph.D., Director of the Bureau of Consumer Protection
at the Federal Trade Commission; Bill Jeffery, the National Coordi-
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nator for the Centre for Science in the Public Interest at Carleton
University in Ottawa, Ontario, Canada; Dr. Ron Davis, a member
of the Board of Trustees at the American Medical Association based
in Chicago, and if I am not mistaken, I saw Ron Davis a week or
two ago in Chicago, is that correct?

Dr. RONALD DAvIS. Yes.

Senator DURBIN. Ron Davis is also, if I am not mistaken, a med-
ical advisor to the Chicago Cubs. Did you not tell me that?

Dr. RoNALD DAvis. No, that is not me.

Senator DURBIN. Oh, I am sorry. Steve Adams, I think, came up
to me at a restaurant in Chicago and said, “I am the medical advi-
sor to the Chicago Cubs and you are right on on ephedra. This is
dangerous.” Thank you for being here, Ron.

Dr. Sid Wolfe, the Director of the Health Research Group at Pub-
lic Citizen; and Dr. Frank Uryasz, the Director of the National
Center for Drug-Free Sport in Kansas City, Missouri, for the Na-
tional Collegiate Athletic Association.

Thank you all for coming, and I would like to note for the record
I invited Robert Occhifinto of NVE Pharmaceuticals, the manufac-
turer of Yellow Jackets, to testify. We were apprised late last week
he is on trial in New York and could not be here. Counsel for the
company has advised my staff that answers to any questions
should be sent in letter and they will try to respond.! I am dis-
appointed that Mr. Occhifinto couldn’t be here because I would like
to have him explain to us and to the Riggins family and others
about the product that he is selling.

It is customary to swear in the witnesses, so if you do not mind
rising again. Do you solemnly swear the testimony you are about
to give is the truth, the whole truth, and nothing but the truth, so
help you, God?

Mr. LANNY Davis. I do.

Mr. BEALES. I do.

Mr. JEFFERY. I do.

Dr. RONALD DAvis. I do.

Dr. WoLFE. I do.

Mr. Uryasz. I do.

Senator DURBIN. The record indicates that all witnesses an-
swered in the affirmative.

I would like you all to try to make your oral statements in the
neighborhood of 5 minutes and then I will ask some questions. Mr.
Davis, would you please begin?

TESTIMONY OF LANNY J. DAVIS, ESQ.,2 COUNSEL ON BEHALF
OF DAVID W. BROWN,3 PRESIDENT AND CHIEF EXECUTIVE
OFFICER, METABOLIFE INTERNATIONAL, INC., SAN DIEGO,
CALIFORNIA

Mr. LANNY DAvis. Thank you, Senator, and thanks for giving me
the opportunity on behalf of Metabolife to present perhaps some
other perspectives.

1Question and response from Ullman, Shapiro & Ullman, LLP, New York, NY, for Mr.
Occhifinto appears in the Appendix on page 177.

2 Questions and responses of Mr. Lanny Davis appears in the Appendix on page 166.

3The prepared statement of Mr. Brown submitted by Mr. Lanny Davis appears in the Appen-
dix on page 59.
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But let me start by expressing personal, as well as a message on
behalf of Metabolife, to the Riggins family and to Mr. and Mrs. Rig-
gins. We denounce and we condemn the abusive marketing prac-
tices of this company that resulted in the tragic death of this young
man. We denounce companies, such as the company that is respon-
sible for Yellow Jackets, who aim at marketing these products to
young people, to athletes, who tempt them into abusive conduct
and who hide the dangers of misuse of these products from young
people.

And I am, unfortunately, with Metabolife associated with these
characters and we want to do whatever we can do, as you will hear
from my testimony, to clean the situation up in the industry and
to work with you and the FDA. You will have our wholehearted
support.

I would like to make three brief points, Senator Durbin, and I
hope even though I am outnumbered at the table that you will give
me an opportunity to speak once or twice again, if you think it is
appropriate.

The first point I would like to make, Senator, is that our product
is for weight control purposes and only marketed for weight control
purposes and only marketed for adults. Our label says, consult a
physician before you use our product for weight control. Whether
you go to a gym or take SlimFast or take Metabolife, our label says
consult a physician.

We also ask people to read our label carefully. We do not expect
young people to read the fine print, but we ask adults who take our
product under the supervision of a physician to read the label care-
fully. Dosage limitations are important. To those with preexisting
medical conditions, such as heart disease or high blood pressure,
we say, don’t take Metabolife. We want an educated public to deal
with the problem of obesity, which is the second biggest killer, next
to cancer, in America. But we don’t want people taking this product
who are not supervised by a physician and who don’t read our label
carefully.

We are even willing to pay for a public education campaign, in
light of some of these tragic results, to be sure that people under
the age of 18 are banned from using our product. We would urge
the Congress and State legislatures to require IDs and driver’s li-
censes before anybody under the age of 18 is allowed to use the
product. We do that for alcohol. Why not do it for ephedrine prod-
ucts?

Senator you have referred to the adverse event reports, and in
retrospect, there is certainly a lot that we could have done dif-
ferently over the years and I have no problem conceding to you
that. But I would at least commend to you that when you use the
word “cause,” when you suggest causation, at least read the very
authorities that you have cited to raise a question whether these
anecdotal telephone calls constitute any evidence of anything.

The General Accounting Office would disagree with every word
in Congressman Waxman’s staff's document that suggests causa-
tion. In fact, the Food and Drug Administration in their adverse
event reports was criticized by the GAO because of the unreliability
of some of these telephone calls.
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One of the many adverse event reports that is relied upon by my
friends in the media and by my friends in the Congress when they
criticize ephedra and one of the numbers that you have used was
a 78-year-old woman who called the FDA and said Metabolife
caused her to menstruate. That is one of the adverse event reports
that is being relied on on that chart, at least the 1,400 number that
your staff and others have relied on from the FDA, not on the ones
that we gave to your Subcommittee, include that one. Another one
of the 80 deaths that you often hear about is somebody who died
in a car accident.

So all we are suggesting is, read the GAO report. The FDA on
its website says you cannot rely on these AERs for causation.

You cited the New England Journal of Medicine study and the
Mayo Clinic study. Both of those studies, Senator, are based upon
the very same AERs that the GAO said are not to be relied on.
They are not based upon clinical trials. They are based upon tele-
phone call data that the GAO said is unreliable.

I suggest to you, respectfully, that when the New England Jour-
nal of Medicine was used by critics such as Dr. Wolfe in his Public
Citizen petition as a basis for asking for a ban, read the letter from
the authors of the New England Journal of Medicine report, Drs.
Haller and Benowitz, in a letter to the editor, who said you cannot
rely on our report as evidence of causation, the very same report
that the Mayo Clinic and everyone is citing.

So to conclude, Senator, let me tell you what we are for and let
me tell you what we at Metabolife would like to do. We applaud
your concerns and we applaud what you are saying about the FDA.
We have been asking the FDA to regulate this industry. We have
asked the FDA to ban 18-year-olds and under. We have asked the
FDA to set dosage limits based upon clinical trial results. We have
asked the FDA to impose national standards for manufacturing
practices.

And with respect to some of the unfortunate examples that have
been cited to criticize Metabolife on our voluntary recordkeeping,
unlike anyone else in the industry, we did this voluntarily. Nobody
required us to keep these records. The system evolved over the
years. We are not proud of some of those early years where we
were very haphazard about the records we kept, but we certainly
did include and we did voluntarily turn these over.

But we will say this to you, Senator, on and off the record—we
will support legislation imposing a national mandatory call report-
ing system to the FDA, with a consistent questionnaire, with re-
quired follow-up so that we have a database, a national database
that we can look at to achieve results. We also would certainly
work with your Subcommittee on anything that constitutes a
science-based regulation that would be aimed at adults who want
to deal with the problems of weight control.

I would also like to just finally ask you, as a matter of fairness,
Senator, I have known you for many years and you are one of the
most fair people that I have ever known, at 8:15 p.m. last night,
I received a fax of Congressman Waxman’s staff report. We turned
over these records to you and your staff almost 2 months ago. I un-
derstand and I certainly appreciate how hard your staff has been
working, but to hand over a report at 8 p.m. at night and then
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hand it out to the press in the morning, without my even having
had a chance to read it and observe it, is just unfortunate, and I
would at least appreciate your consideration to give us an oppor-
tunity, perhaps in another public setting with equal attention by
my friends in the media, to give us an opportunity to respond to
a report that we got in almost the middle of the night.

Thank you, sir.

Senator DURBIN. You went to bed early if 8:15 is the middle of
the night.

Mr. LANNY DAvis. Well, I actually was up for most of the night
trying to read it, but I didn’t have any help, so

Senator DURBIN. Thank you. Mr. Beales.

TESTIMONY OF J. HOWARD BEALES, III, PH.D.,! DIRECTOR, BU-
REAU OF CONSUMER PROTECTION, FEDERAL TRADE COM-
MISSION

Mr. BEALES. Mr. Chairman, I am Howard Beales, Director of the
Bureau of Consumer Protection, Federal Trade Commission. The
Commission is pleased to have this opportunity to provide informa-
tion concerning our efforts to ensure the truthfulness and accuracy
of marketing for dietary supplements, including weight loss prod-
ucts and other supplements containing the herbal ingredient
ephedra. Let me discuss the Commission’s mission and our latest
activities in the weight loss area, in particular. Please note that my
oral remarks and the answers to questions represent my own views
and do not necessarily represent the views of the Commission.

The mission of the Federal Trade Commission is to prevent un-
fair competition and to protect consumers from unfair or deceptive
practices in the marketplace. As part of this mission, the Commis-
sion has a longstanding and active program to combat fraudulent
and deceptive advertising claims about either the health benefits or
the safety of dietary supplements.

As the Subcommittee is aware, the dietary supplement industry
represents a substantial and growing segment of the consumer
health care market. It encompasses a broad range of products, from
vitamins and minerals to herbals and hormones.

There is no question that some of these products offer the poten-
tial for real health benefits to consumers. The scientific research on
the associations between supplements and health is accumulating
rapidly. Unfortunately, unfounded or exaggerated claims in the
marketplace have also proliferated.

The FTC Act prohibits unfair or deceptive practices, including
deceptive advertising claims made for dietary supplements. In ad-
dition, FTC law requires advertisers to have a reasonable basis for
advertising claims before they are made. We filed more than 80 law
enforcement actions over the past decade challenging false or un-
substantiated claims about the efficacy or safety of a wide range of
dietary supplements.

Included in these actions are four cases challenging unqualified
safety claims for supplements containing ephedra. These actions
have included products marketed as alternatives to street drugs,
such as Ecstasy, as well as body building supplements and energy

1The prepared statement of Mr. Beales appears in the Appendix on page 79.
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supplements. We have additional non-public investigations pending
that include both safety and efficacy claims for ephedra products.

Under the FTC Act, an advertiser is required to have competent
and reliable scientific evidence supporting claims made in adver-
tising before they are made. Thus, where advertising makes un-
qualified safety claims for ephedra products, we have challenged
those claims as deceptive.

The orders that we have obtained in these cases both prohibit
unsubstantiated safety claims and require a strong warning about
safety risks in all future advertising and labeling by those compa-
nies. In addition, the order against Global World Media Corpora-
tion for its marketing of ephedra as a street drug alternative in-
cludes a prohibition against marketing in media targeted at young
audiences.

Ephedra, of course, is frequently marketed as a weight loss prod-
uct. We recently completed an analysis of weight loss product ad-
vertising. Our analysis found that 23 ads, or about 8 percent of the
300 ads we sampled, identified ephedra, ephedrine, or ma huang
as an ingredient. Of these, 11 made safety claims, or 48 percent.
Seven, or 30 percent, included a specific health warning about
ephedra’s potential adverse effects.

It is important to understand that these numbers almost cer-
tainly understate the prevalence of ephedra product advertising.
Sixty percent of the sampled ads that made a safety claim didn’t
identify ingredients, so we are not sure whether they were ephedra
products or not.

Finally, I would emphasize that in all of our dietary supplement
cases and particularly in cases raising safety concerns, we work
closely with and receive excellent support from the staff of the Food
and Drug Administration. The FDA has both the expertise and the
principal statutory authority to oversee the safety of dietary sup-
plements. We view our activities on supplement safety as playing
an important supporting role to FDA’s more comprehensive efforts
to ensure the safety of dietary supplements.

In conclusion, I would like to thank the Subcommittee for focus-
ing attention on this important consumer health issue and for giv-
ing the FTC an opportunity to discuss its role. The Commission
looks forward to working with the Subcommittee on initiatives con-
cerning our dietary supplement program and our activities involv-
ing weight loss product advertising. Thank you.

Senator DURBIN. Thank you, Mr. Beales.

Mr. Jeffery, thank you for coming to this hearing from Canada.
We made reference at an earlier hearing to action taken by the Ca-
nadian Government involving this product and I am glad that you
are here today to tell us a little bit about that decision and about
your views on this important health issue.

TESTIMONY OF BILL JEFFERY, L.LB.! NATIONAL COORDI-
NATOR, CENTRE FOR SCIENCE IN THE PUBLIC INTEREST
(CSPI), CARLETON UNIVERSITY, OTTAWA, ONTARIO, CANADA

Mr. JEFFERY. Thank you, Senator Durbin. My name is Bill Jeff-
ery. I am the National Coordinator for the Centre for Science and

1The prepared statement of Mr. Jeffery appears in the Appendix on page 91.
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the Public Interest in Canada. CSPI is an independent health advo-
cacy organization that is funded entirely by 125,000 subscribers to
our Nutrition Action Healthletter in Canada. CSPI does not accept
funding from industry or government.

I am pleased to have the opportunity today to address the issue
of how ephedra and other dietary supplements, or what we call
natural health products in Canada, are regulated. I was specifically
asked to address seven questions and my written statement con-
tains full answers to all of those and I would ask that it be incor-
porated into the public record.

Senator DURBIN. Without objection.

Mr. JEFFERY. I will summarize my responses here. Following two
prior public advisories concerning health risks associated with
ephedra and ephedrine, Health Canada determined that, on the
basis of at least 60 adverse reaction reports and one death in Can-
ada, and on the basis of similar international evidence, these prod-
ucts constituted a class one health risk for some vulnerable popu-
lation groups. A class one health risk is defined by Health Canada
as “a situation where there is a reasonable probability that the use
of or exposure to the product will cause serious adverse health con-
sequences or death.”

Accordingly, Health Canada issued a voluntary recall of the of-
fending products—I will describe what a voluntary recall is more
later—on January 8, 2002. CSPI supports the recall because the
small benefit of taking ephedra to lose weight, about one or two ad-
ditional pounds per month for up to 4 months, is not worth the risk
of stroke, cerebral hemorrhage, heart attack, and death. Experts
may quibble over individual reports of adverse reactions, as Mr.
Davis has on behalf of Metabolife, but it is beyond dispute that
ephedra has triggered many serious complications and deaths in
the United States and Canada.

At least nine organizations in Canada issued notices of Health
Canada’s voluntary recall on their websites, including the Cana-
dian Medical Association and the Canadian Pharmacists Associa-
tion. In addition, the Canadian Health Coalition and the British
Columbia Medical Association publicly criticized Health Canada for
not taking even stronger steps to prevent the sale of ephedra-con-
taining products.

Currently, the Canadian Food and Drugs Act and regulations do
not include a special regulatory category for herbal remedies. Ac-
cordingly, they are technically considered to be drugs and could be
regulated as such by Health Canada. However, until forthcoming
natural health product regulations are in place, Health Canada has
decided only to take regulatory action against natural health prod-
ucts posing health risks or making claims about the health benefits
in relation to 40 million diseases and health conditions specified in
the act.

On December 22, 2001, the Federal Government proposed a set
of regulations that, if approved, would establish a regulatory
framework for issuing revokable licenses for natural health prod-
ucts and for production facilities and for setting standards for good
manufacturing practices, speedy mandatory adverse reaction re-
porting, and labeling disclosures.
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Currently, the Food and Drugs Act does not technically empower
the Minister of Health to issue mandatory recalls for either drugs
or natural health products. However, Health Canada’s experience
is that requests for recalls are almost universally respected, mak-
ing it virtually unnecessary to resort to more rigorous enforcement
powers authorized in the act, such as seizing products or obtaining
injunctions against sale.

Health Canada also issued a voluntary recall and stop-sale direc-
tive for products containing the herb Kava on August 21 of this
year after receiving reports of four non-fatal liver toxicity cases in
Canada. Since November 1999, Health Canada has issued at least
11 other voluntary recalls involving 38 natural health products.

That is the essence of my submission, Mr. Chair. I would be
happy to entertain any questions you may have.

Senator DURBIN. Thank you very much, Mr. Jeffery. Dr. Ronald
Davis.

TESTIMONY OF RONALD M. DAVIS, M.D.,! BOARD OF TRUST-
EES, AMERICAN MEDICAL ASSOCIATION, CHICAGO, ILLINOIS

Dr. RoNALD DAvis. Good morning, Senator Durbin. You men-
tioned the Chicago Cubs when you introduced me, so perhaps I
should mention that I was born and raised in Chicago.

Senator DURBIN. Close enough.

Dr. RoNALD DAviIs. I went to a lot of Chicago Cubs games when
I was growing up, and despite their lack of success through the
years, I do have a special place in my heart for the Chicago Cubs.
So if they do need some sort of consultation, I would be glad to
oblige.

Sﬁanator DURBIN. They need something, that is for sure. [Laugh-
ter.

Dr. RONALD DAvVIS. Consultation about health matters, not how
to play baseball.

I am Ron Davis. I am a member of the American Medical Asso-
ciation Board of Trustees and I am pleased to be able to testify
here today on behalf of the AMA, and I would like to thank you
and the Subcommittee for holding this hearing. As a preventive
medicine physician, I work at the Henry Ford Health System in
Detroit as Director of the Center for Health Promotion and Disease
Prevention.

The physician members of the AMA are very concerned about the
quality, safety, and efficacy of dietary supplements. The AMA be-
lieves that the Dietary Supplement Health and Education Act of
1994, or DSHEA, fails to provide for adequate Food and Drug Ad-
ministration oversight of dietary supplements. We have urged Con-
gress to amend DSHEA to require that dietary supplements be reg-
ulated the same way as are prescription and over-the-counter medi-
cations.

To respond to the six questions the Subcommittee has asked us
to answer, it may take a little bit longer than the 5 minutes allot-
ted, but I will be as concise as I can.

Question one was, why has the AMA asked FDA to remove die-
tary supplement products containing ephedrine alkaloids from the

1The prepared statement of Dr. Ronald Davis appears in the Appendix on page 96
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U.S. market? The AMA has encouraged the FDA to remove dietary
supplement products containing ephedrine alkaloids from the U.S.
market. We believe the FDA has sufficient cause to take action
under Section 402 of the Federal Food, Drug, and Cosmetic Act.
Under the FDCA, these products should be deemed adulterated.
They pose an unreasonable risk of illness or injury under condi-
tions of recommended use in the labeling.

The AMA’s position is based on several considerations. The FDA
has received more than 1,000 voluntarily submitted adverse event
reports, or AERs, for ephedrine alkaloids. Some of these reports, as
has been mentioned already, describe death or serious injury in
young, presumably healthy adults. There are many, many more ac-
tual adverse events. In fact, one company alone recently admitted
to having received more than 14,000 AERs for dietary supplements
containing ephedrine alkaloids since 1995.

In 1996, after reviewing over 800 AERs, the majority of members
of the FDA’s own Food Advisory Committee reported that, “based
on the available data, no safe level of ephedrine alkaloids could be
identified for use in dietary supplements.” The Advisory Committee
recommended that the FDA remove ephedrine alkaloids from the
market. In 2000, FDA-commissioned outside experts reviewed an-
other 140 AERs and reached similar conclusions. Unfortunately,
the FDA has not taken the advice of these experts.

It is difficult, we acknowledge, to prove cause-and-effect relation-
ships based on voluntary AERs. However, we believe the FDA must
consider whether manufacturers’ claims of benefits outweigh the
products’ risks. Purported uses for ephedrine-containing dietary
supplements include weight loss, energy enhancement, athletic per-
formance improvement, body building, and euphoria. The AMA
strongly believes that these uses are of questionable benefit, with
little, if any, clinical data to support efficacy. With the high num-
ber of AERs and the extremely questionable uses of ephedrine
alkaloids, the benefit-risk ratio of these products is unacceptable.

The second question was, do ephedrine alkaloids pose the same
risk for hemorrhagic stroke as phenylpropanolamine, or PPA.
Ephedrine alkaloids and PPA are sympathomimetic amines. Since
there have been no controlled clinical trials comparing ephedrine
alkaloids to PPA, we do not know if ephedrine alkaloids pose the
same increased risk for hemorrhagic stroke as PPA. While the
AMA supports controlled clinical studies on the serious adverse
events related to ephedrine alkaloids, these studies are not nec-
essary to remove ephedrine alkaloids from the market immediately.

Question three, should herbal ephedra be available by prescrip-
tion only in the United States? The AMA strongly supports the re-
moval of dietary supplements containing ephedrine alkaloids from
the U.S. market. Whether ephedrine alkaloids that are regulated
as drugs should be available in the United States is an open ques-
tion. The manufacturer would have to submit safety and efficacy
evidence to the FDA for pre-market review. If the evidence shows
a benefit-risk ratio that justifies approval for marketing, then the
products could be marketed as drugs.

Question four, what are the dangers of taking ephedra-con-
taining products without medical supervision? Because of ephedra’s
effects on the cardiovascular and central nervous systems, it may
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cause arrhythmias or disturbances in the heart rhythm, heart at-
tacks, sudden death, stroke, and seizures. These can occur in both
healthy individuals and in those with risk factors for these condi-
tions. The risk of adverse events may increase when ephedrine is
combined with other stimulants, such as caffeine. The risk may
also increase depending on the content of ephedrine alkaloids,
which varies considerably from product to product and within dif-
ferent lots of the same product.

Question five, explain the difference between a patient taking a
prescription drug for obesity under a physician’s supervision and a
consumer taking an ephedra product for obesity without any
screening for medical conditions that would suggest that the con-
sumer was a poor candidate. Obesity is a significant public health
problem in the United States. It should be categorized as a disease.
Appropriate treatment of obese patients requires a comprehensive
approach involving diet and nutrition, regular physical activity,
and behavior change. Emphasis should be placed on long-term
weight management rather than short-term extreme weight reduc-
tion. Physicians play an important role in promoting preventive
measures and encouraging positive lifestyles, as well as identifying
and treating obesity-related diseases.

The AMA concurs with the National Institutes of Health drug
treatment recommendations for adult obesity and believes that pre-
scription anti-obesity drugs, such as Orlistat and Sibutramine, may
be given as an adjunct to nutrition therapy and exercise. Ephedra-
containing dietary supplements should not be used for weight loss.

And finally, question six, has the AMA taken initiatives to en-
sure that, in discussing weight loss with their patients, physicians
explain the possible dangers of ephedra-containing products? The
AMA is currently developing a primer for physicians on assessment
and management of adult obesity for release next year. We would
be pleased to share this primer with Members of the Subcommittee
at that time.

In conclusion, because dietary supplements are classified as foods
under Federal law, they are assumed to be safe and are subject to
limited regulatory oversight. However, dietary supplements con-
taining ephedrine alkaloids have significant risks which may be se-
rious or fatal and far outweigh any benefit from the product. These
significant side effects, regardless how rare they may be, are unac-
ceptable in the absence of proven benefits. For these reasons, we
urge the FDA to initiate proceedings to remove dietary supple-
ments containing ephedrine alkaloids from the U.S. market.

Thank you again for the opportunity to testify before the Sub-
committee and we would be happy to answer questions.

Senator DURBIN. Thank you very much. Dr. Wolfe.

TESTIMONY OF SIDNEY M. WOLFE, M.D.,! DIRECTOR, PUBLIC
CITIZEN HEALTH RESEARCH GROUP, WASHINGTON, DC

Dr. WOLFE. Again, thank you and your staff for all the work that
went into this hearing. There has been a notable absence in the
last 12 years of constructive oversight such as this hearing, I think,
is attempting and succeeding in doing, of the FDA. One of the rea-

1The prepared statement of Dr. Wolfe appears in the Appendix on page 104.
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sons, I think, that the FDA has run amok so much in the last 12
years has been not enough oversight.

This hearing is especially essential because of the extreme reck-
less negligence exhibited by dietary supplement companies who
continue to sell ephedra-containing products and because of the in-
dustry enfeebled Department of Health and Human Services, in-
cluding the FDA, that has thus far allowed the companies to get
away with continuing to manufacture and push these deadly drugs.

The next minute or two of information, I confirmed yesterday
after I turned in the testimony, so it is something that is not in
the version you have, but I think it is probably as important as
anything I have to say. It has to do with the fact that the U.S. mili-
tary, in a way, is putting HHS and FDA to shame.

I have learned from a fairly high-ranking military health profes-
sional that from 1997 through 2001, there were 30 deaths among
active duty personnel in the Armed Forces—Army, Air Force,
Navy, and Marines—in people who were using ephedra alkaloids.
All were between the ages of their early 20’s and early 40’s. All had
been in good health prior to their deaths. There was no other ex-
planation for their deaths.

Since then, there have been three additional deaths associated
with the use of ephedra products in the Army alone, so we are talk-
ing about 33 deaths in about 1.4 million active duty personnel. To
be sure, the reporting is much better in the Army, Navy, Air Force,
and Marines than it is in the general population, but if this is any
glimpse as to what the problem nationally would be if we had bet-
ter reporting, we are talking about hundreds, if not over 1,000
deaths that may well have occurred in people using these products.

The history of medicine precedes the more recent science of epi-
demiology. Most of the associations and causations that we know
between products, environmental, occupational exposures, and dis-
ease are from case reports, case reports looked at very carefully in
which you could not find any other explanation.

Partly as a result of these 33 deaths and other serious non-fatal
adverse events in military personnel associated with ephedrine, in
July of this year, memos were sent to all Army and Air Force mili-
tary exchanges and commissaries worldwide stating that by the
end of August, just a month-plus ago, all ephedra-containing prod-
ucts should be removed from the shelves in these military posts for
6 months until the results of the HHS ephedra review are released.

One of the most interesting statements I found in conjunction
with this ban in the military bases—the Marines had banned it
last year on their bases—was a statement by an Army physician,
Dr. DeKonning, and it really speaks again to the whole existence
of these products anywhere. He is talking about them on military
bases. “The sale of ephedra-containing products by these military
facilities is seen by our soldiers as an affirmation that their use is
safe and acceptable,” and I think that generally the country be-
lieves that the existence of these on the market, in supermarkets,
gas stations, anywhere else, is an affirmation by the government
that the use is safe and acceptable, and it is not.

I will now again, as Dr. Davis did, get to some of the questions
that you would ask. One, you asked for the basis for our September
5, 2001, petition with Dr. Ray Woosley of the University of Arizona
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to ban the manufacture and sale of all ephedra-containing supple-
ments. Two questions need to be asked before answering this. One
is, do drugs which are related to epinephrine, or adrenaline, such
as ephedrine, phenylpropanolamine, amphetamines, and similar
drugs, cause an increase in blood pressure, constriction of blood
vessels, an increase in heart rate, or an increase in cardiac ar-
rhythmias? The answer is unequivocally yes, and this has been
known and published about for decades.

The second question is, is there evidence that these drugs can
cause stroke and heart attacks in people because of causing an in-
crease in blood pressure, constriction of blood vessels, heart rate,
or cardiac arrhythmias? Again, the answer is unequivocally yes for
all these drugs.

We discovered, in a document that I don’t believe your Sub-
committee staff had seen before, a memo from the head of drugs
at the FDA, from 2% years ago, on a request from the Food Safety
Division of FDA to do a thorough look at all these case reports, and
Dr. Woodcock, in concluding what her own epidemiologists had
found in reviewing these reports, stated that “at least 108 of the
reports”—these were clinically significant cardiovascular and cen-
tral nervous system reports—“that were analyzed provide very
strong evidence in support of a causal relationship between
ephedra alkaloid-containing dietary supplements and the adverse
events, particularly in light of the known pharmacodynamic effects
of these alkaloids, such as increased pulse, blood pressure, and ar-
rhythmias.”

Again, the question that you asked Dr. Davis, is there some in-
congruity between what happened with phenylpropanolamine and
what has not happened with ephedra? There clearly is. This is a
dangerous deja vu to where we were 10 or 12 years ago with phen-
ylpropanolamine. There were far fewer reports of death and these
serious problems with phenylpropanolamine than we now have
with ephedra, and yet the FDA bought into an industry-hatched
scheme to do a study and thereby delay taking this off the market.

With PPA, dozens or more lives were lost and many people per-
manently damaged between the time FDA clearly should have
acted and when they finally got the drug off the market. To repeat
this fatal mistake with ephedra is to fail to learn the lessons of his-
tory.

Another question had to do with how do you look at the benefit-
risk analysis for these products. Thirty years ago—more than 30
years ago—an FDA physician was removed from his post because
he said obesity is a chronic disease and there is no evidence that
these drugs affect the course of the disease over the long term. He
used this logic to reject the FDA approval then of a drug called
Pondimin, or fenfluramine, the same kind of chemical that was in
the noted notorious fen/phen and which has now been taken off the
market. I think the statement is still true. In the long term, as Dr.
Davis said, the policy has to focus entirely, I believe, not just large-
ly, on diet and exercise kinds of approaches as opposed to drugs.

You also asked us about our own petition earlier this year to ban
Meridia Sibutramine, which again has some properties that are
amphetamine-like. At the time that we filed our petition in March,
there were 19 reported cardiovascular deaths in people using the
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drug, far fewer than with ephedra. The fact that there is no evi-
dence of long-term benefit with either Meridia or ephedra means
that the benefit-risk ratio is completely unfavorable, or as Dr.
Davis said, unacceptable.

Senator DURBIN. Dr. Wolfe, if you could wrap up, please.

Dr. WOLFE. I can. I just have one or two more points to make
and I will.

You already have gone over the issue of the Mayo Clinic study,
where most of the people were taking the recommended dose, sort
of disproving the idea that you have to have high doses.

The final thing I want to say is this is not really a question of
scientific or medical evidence. It is a question of politics and the
extraordinarily dangerous political cowardice of the FDA and Sec-
retary Thompson in the face of massive lobbying by ephedra mak-
ers, such as Metabolife, in Washington. Is the FDA still part of the
Public Health Service or is it a drug sales promoting adjunct to the
pharmaceutical and dietary supplements industries? De facto drug
pushers include those who refuse to use their legal authority to re-
move a well-documented, unequivocal hazard to the public from the
market.

There is no doubt that these products will be banned in the
United States. The question is not whether, but when. Delaying
tactics, such as the RAND review that the government asked for,
are costing lives as the day of reckoning for ephedra is thereby de-
layed. There are few issues that the AMA and Public Citizen agree
upon. Tobacco and ephedra, which Ron and I have worked on to-
gether for a long time, are two of these. The FDA has been reject-
ing the opinions of its own consultants and staff, such as Dr.
Woodcock, on the dangers of ephedra alkaloids.

Senator DURBIN. Thank you very much, Dr. Wolfe.

Mr. Uryasz, thank you for being here.

TESTIMONY OF FRANK D. URYASZ,! PRESIDENT, NATIONAL
CENTER FOR DRUG FREE SPORT, INC., KANSAS CITY, MIS-
SOURI ON BEHALF OF THE NATIONAL COLLEGIATE ATH-
LETIC ASSOCIATION

Mr. Uryasz. Thank you, Senator Durbin, for allowing the NCAA
to inform you of the Association’s work in the area of deterring the
use of ephedrine. I am Frank Uryasz. I am President of the Na-
tional Center for Drug Free Sport, a private company in Kansas
City, Missouri. We provide drug testing and drug education pro-
grams for athletic organizations and our clients include the Na-
tional Football League, the NCAA, and many colleges and univer-
sities.

Drug Free Sport administers the drug testing program for the
NCAA, and accordingly, the NCAA asked me here to represent it
today. Joining with me are Mary Wilfert and Abe Frank from the
NCAA national and Washington offices. I am representing about
1,200 colleges and universities, 360,000 student athletes who are
competing at these schools.

One of the principles that guides the NCAA is that the NCAA
and its member institutions have a responsibility to protect the

1The prepared statement of Mr. Uryasz appears in the Appendix on page 112.
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health and safety of the student athletes, and the NCAA commits
significant resources to meet that principle. Those resources in-
clude a full standing committee of medical experts, the NCAA Com-
mittee on Competitive Safeguards and Medical Aspects of Sport.
They issue sports medicine guidelines on educating athletes about
dietary supplements. The NCAA employs health and safety staff in
their national office in Indianapolis. They have national drug test-
ing programs, educational seminars, and they conduct national re-
search regarding drug and supplement use among athletes.

Since 1985, the NCAA has conducted a national drug and supple-
ment use survey. It has been replicated every 4 years. Over 21,000
student athletes participated in the most recent survey in 2001.

Prior to the 1997 replication, the NCAA Competitive Safeguards
Committee, their medical committee, was monitoring the growing
use of dietary supplements, and accordingly, on the 1997 study in-
cluded questions for the athletes about their supplement use and
specifically ephedrine use. Three-point-five percent of the athletes
surveyed reported that they had used ephedrine within the last
year, and the highest use was in the sport of wrestling, at 10.4 per-
cent. Fifty-one percent of users said they used ephedrine primarily
to improve their athletic performance, and many used right before
or during practice or competition.

The NCAA was concerned that the use of ephedrine was being
so closely linked to athletic performance and the committee rec-
ommended in July 1997 that ephedrine be added to the list of
banned drugs. The NCAA has two national drug testing programs,
and accordingly, has a list of banned substances and ephedrine has
been included in that list since 1997.

The NCAA instituted drug testing at its championships in 1986
and any NCAA athlete competing at those championships and bowl
games 1s subject to the strict drug testing rules of those events. Ap-
proximately 1,500 athletes are tested at those events each year and
any who test positive, including those who test positive for ephed-
rine, lose their collegiate eligibility for at least 1 year.

The second drug testing program was implemented by the NCAA
in August 1990. It applies to about 10,000 student athletes each
year and its focus was to deter the use of anabolic steroids.

In 2001, the NCAA replicated its national drug use study and
found that the use of ephedrine had actually increased and that 24
percent of the athletes said they used it to improve performance,
22 percent used it as an appetite suppressant, 22 percent for health
reasons, and 20 percent said to improve their appearance. Due in
large part to the 2001 survey findings, the NCAA decided to add
ephedrine to its year-round drug testing program, and accordingly,
about 10,000 athletes will be tested for ephedrine this year.

The NCAA’s prevention efforts are significant. The NCAA funds
the Dietary Supplement Resource Exchange Center. The REC pro-
vides a toll-free number and website for student athletes to get re-
liable information about the effects of supplement use. Any reports
of health effects are automatically reported to the FDA MedWatch
program. The NCAA has educational programs. They publish post-
ers deterring the use of supplements, including ephedrine, sponsor
educational conferences, has a national speakers’ bureau of experts
to talk about supplement use, and has issued a number of reports
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in The NCAA News and even sent an advisory to all NCAA schools
in the summer of 2001 about supplements.

All of the NCAA schools have agreed to legislation not to dis-
tribute supplements that fall outside specific restricted categories
and ephedrine is prohibited under any circumstances.

Ephedrine, as you know, is contained in a multitude of sports
supplements, energy bars, power drinks, and supplement pills. It
is fair to say those of us who educate young people on the dangers
of supplement use feel like the proverbial lone voice in the wilder-
ness of supplement marketing.

The NCAA is committed to reducing the demand side of the die-
tary supplement problem in sports. The organization wishes to
make known today that it is willing to partner in any national ef-
fort that will enhance student athlete health and safety. Thank
you.

Senator DURBIN. Thank you, Mr. Uryasz.

I thank the entire panel. I would like to ask a few questions.
There, incidentally, is going to be testimony this afternoon from Dr.
Lester Crawford from the FDA.

Let us have this as a starting point. Most people are surprised
when I talk to them about this issue because they think, mistak-
enly believe, that when it comes to a lot of these products, the Fed-
eral Government is in on this, that we are doing things to protect
consumers. They mistakenly assume that when it comes to prod-
ucts like dietary supplements with ephedra or ephedrine, that the
Federal Government, the Food and Drug Administration have
watched it carefully all the way through the process.

Now, when it comes to drugs, and I defer to Dr. Davis or anyone
else here who would like to step in if I miss a point here, the Food
and Drug Administration has a responsibility to determine that
drugs are safe and effective, two very basic but important stand-
ards, and to establish their safety and efficacy, they go through
clinical trials for years to make certain that they are safe and effec-
tive, and once having been approved by the FDA, they are carefully
monitored as to the way that they are manufactured so that it is
done in a healthy and safe way, and then carefully monitored in
terms of the impact they have on the general population once re-
leased for sale.

This applies to over-the-counter drugs as well as pharmaceutical
drugs, and as a result, adverse event reports become very impor-
tant, because if you start learning that thalidomide is causing
genetic problems and birth defects in babies, this otherwise what
appeared to be safe drug is going to be studied more carefully or
removed from the market, which happened.

Mr. LANNY DAvIs. Senator, may I try to answer that one?

Senator DURBIN. When I get finished, you may.

Mr. LANNY Davis. I am sorry. I thought you were done.

Senator DURBIN. And then, of course, the question is whether or
not these adverse event reports are accumulated and reviewed by
the government to see if something is happening about a drug that
they otherwise thought might have been safe, and if that conclu-
sion is reached, it might be removed from the market, as thalido-
mide was removed.
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In the situation here when we are dealing with dietary supple-
ments, the only prohibition is from making any explicit health
claim related to treating a disease. Good manufacturing practices
as to how Yellow Jackets or Metabolife are being made are in the
process of being established. We passed this law 7 or 8 years ago,
1994, if I am not mistaken, but it really is a totally different situa-
tion.

The government’s involvement in the approval, review, and mon-
itoring of this particular product is virtually zero, negligible. The
government’s approval of Yellow Jackets, same thing, not involved
in it, really. If they don’t make a health claim that brings in the
FTC, they do what they want to do, and that is what leads us to
this hearing today and what leads me, Mr. Davis, to ask you, did
Metabolife mislead the Food and Drug Administration in 1999
when it informed them, “Metabolife has never been made aware of
any adverse health events by consumers of its products”?

Mr. LANNY DAvis. Senator, I will answer that question, and
then, if you would give me an opportunity, I would like to also ad-
dress your earlier comments and some of my prior colleagues’ com-
ments.

First of all, it is my understanding this matter is under inves-
tigation by the authorities. The sentence expressed by the indi-
vidual that you have mentioned expressed the understanding that
adverse event reports meant some link to a causation analysis.
That is what I have been told was the understanding, and beyond
that, since this is under investigation, it is just not possible for me
to comment any further.

Senator I know I am outnumbered and I know there is a very
powerful set of colleagues and persuasive colleagues sitting next to
me, but

Senator DURBIN. Mr. Davis, I might add that if Mr. Occhifinto
of NVE had accepted our invitation, you would not be so out-
numbered.

Mr. LANNY DAVIS. But we are here and we are here to respond
and, gratefully, to be allowed to respond to your concerns and the
concerns expressed here. I would like to raise, in response to your
inquiry about the Food and Drug Administration and what it does
or does not do, that it does regulate over-the-counter drugs. I would
like to make four points here.

First, it does regulate over-the-counter drugs. There is an over-
the-counter drug called Primatene Mist. Primatene Mist has 150
milligrams of ephedra in it. It is used for therapeutic purposes as
a bronchodilator. There is no restriction on having a cup of coffee
with Primatene Mist and we, in fact, on Metabolife’s label restrict
use to less than 150 milligrams for an entire

Senator DURBIN. I am going to stop you right there, because let
me ask you this question. Metabolife 356, does it contain both
ephedra and caffeine?

Mr. LANNY DAvis. Correct.

Senator DURBIN. Is there any over-the-counter drug approved by
the Food and Drug Administration which contains both ephedrine
and caffeine?

Mr. LANNY DAviS. I am not aware of any, but I would ask——
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Senator DURBIN. As a matter of fact, before you go further, it has
been banned since 1983. So this product could not be sold over-the-
counter under FDA approval. So you may talk about Primatene
Mist, but there was a decision made 20 years ago that the combina-
tion that you have in this drug is not safe enough to be sold to
Americans, and yet you continue to sell it as Metabolife 356. Please
proceed.

Mr. LANNY DAvIS. Senator, I think you——

Dr. WoOLFE. Can I respond, because he has made a very mis-
leading statement.

Senator DURBIN. I will let him finish.

Mr. LANNY DaAvis. Senator, I think in fairness, I do not think it
is fair if I do not have a chance to finish my point.

Senator DURBIN. You are being given plenty of time, Mr. Davis.

Mr. LANNY Davis. All right, thank you, and I know that you will
allow me, and I am sure that there are responses to everything I
have to say.

Regarding your comment on an over-the-counter drug, you are
absolutely correct, but there is nothing that the FDA has ever im-
posed as a restriction on taking caffeine along with Primatene
Mist, is my only point, and if there were a danger, one would think
that the FDA would provide that.

The three facts that I want to bring to your attention, fact No.
1, Senator, there are 30 studies over the last 15 years, many of
them involving clinical trials of human beings taking ephedra-caf-
feine combinations similar to Metabolife and placebo, double-blind,
peer reviewed, published studies, one recently by Harvard and Co-
lumbia University that has been published, and many others that
have shown that when dosage limitations similar to our label and
other preexisting medical conditions are avoided, that we tell peo-
ple not to take our product if you have the preexisting medical con-
ditions listed on our label, clinical trials involving human beings,
there has never been a single instance where the placebo group
showed more significantly fewer or less severe adverse events than
the group using Metabolife and caffeine. That is over 15 years and
30 such studies.

Now, I ask you to ask any colleague here, I asked Dr. Davis, my
counterpart with the great last name, on national television, can
you cite a single clinical trial involving human beings, supervised
by a scientist and published anywhere, that has shown a signifi-
cant difference in adverse events between the placebo group and
the

Senator DURBIN. I think you have been given ample opportunity.
Before I ask Dr. Davis to testify, pause and reflect a moment what
the industry is saying. The government has to prove that there is
something wrong with the product. This is exactly the opposite of
what happens with the Food and Drug Administration in terms of
drugs sold by prescription and over-the-counter in America. When
it comes to these drugs, the companies have to prove first that they
are safe instead of the government proving that they are unsafe,
and that really is why we have created, I guess why some voted
to create this exception here.

Dr. Davis, if you would like to respond.




31

Dr. RONALD DAvis. Senator Durbin, you have really struck at the
crux of the issue just a moment ago, an issue that we believe is
central to this whole debate, and that is, should dietary supple-
ments be exempted from the normal regulatory procedures that are
outlined in law for over-the-counter and prescription medications.
An exemption written into the DSHEA law in 1994, we think was
a mistake. As a result, as you pointed out, prescription and over-
the-counter medications have to be shown pre-market to be safe
and effective, underscoring the word “pre-market.” That is No. 1.

No. 2, the burden of proof for prescription and over-the-counter
medications is on the manufacturer to establish safety and efficacy
based on valid scientific studies. But for dietary supplements, in-
stead, companies are allowed to manufacture and market these
products and you get to a point where thousands or millions of peo-
ple are using them without any of that pre-market proof, and then
the burden of proof, as you said, is on the FDA to show harm after
thousands or millions of people have already been using them and
after serious injury and deaths have occurred.

Beyond that, with over-the-counter and prescription medications,
the adverse events are required to be shared from the manufactur-
ers to the FDA, whereas in the case of dietary supplements, that
requirement is not there in the law. And so as a result, we have
had the difficulty that you have talked about with regard to
Metabolife. So we believe that the 1994 legislation should be
changed so that dietary supplements face the same sort of regu-
latory oversight as over-the-counter and prescription medications.

Senator DURBIN. Mr. Jeffery, when you listen as a Canadian, in-
terested in public health and following your country’s debate here,
when you listen to this debate which I have just outlined, where
in 1994 we created a new category, dietary supplements and vita-
mins and minerals and the like, and said that we are going to treat
them differently in terms of the government’s responsibility, can
you give us any kind of perspective from your point of view as to
how Canada has viewed this and how they reached the decision to
take the very same products that FDA will not address off the mar-
ket?

Mr. JEFFERY. Yes. It seems clear that both the Food and Drug
Administration and Health Canada have had access to the same
body of scientific evidence. In fact, the death rate attributable to
ephedra and ephedrine-containing products in the United States, if
anything, is ten times as high per capita in the United States as
in Canada. If Dr. Wolfe’s estimates are borne out, it may be 100
times as high.

Senator DURBIN. Wait a minute. Let me make sure it is clear on
the record. You are saying that the adverse events, serious adverse
events in the United States are tenfold larger than what you expe-
rienced in Canada——

Mr. JEFFERY. Right.

Senator DURBIN [continuing]. And yet you have had a recall of
dietary supplements containing ephedrine.

Mr. JEFFERY. To an outside observer, the difference in approach
of the two countries is really only explainable by two things. Either
the DSHEA Act has completely undermined the Food and Drug Ad-
ministration’s authority to protect American citizens, or the Food
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and Drug Administration believes that American lives are cheaper
than Canadian lives.

Mr. LANNY DAvIS. May I respond, Senator?

Senator DURBIN. Who is asking to respond? Do you want another
chance?

Mr. LANNY DAvis. Please, very briefly. First of all, Senator, we
believe we should have to produce positive evidence of safety, not
negative evidence of danger. I understand your point about
DSHEA. We believe there should be affirmative evidence of safety
for our product to be used just for weight control. Senator, let me
read you the sentence——

Senator DURBIN. I want to make sure I understand it. You are
saying that you believe your industry should have a responsibility
to affirmatively prove the safety of your product?

Mr. LANNY Davis. Correct, not

Senator DURBIN. Before it is marketed?

Mr. LANNY DAvis. Not by statute. That is the difference between
DSHEA.

Senator DURBIN. Then how would you enforce that?

Mr. LANNY DAvis. Well, we are doing it—let me read to you one
recent study, and if there is any doubt about the validity of this,
we can go back 15 years. This is the Harvard and Columbia study
that says—it was a 6-month study—“compared with placebo, the
}ested product produced no adverse events and minimal side ef-
ects.”

Second, regarding my colleague from Canada, who I greatly re-
spect, Senator, the background rates—this is a fact—the back-
ground rates for heart attack, seizure, and stroke in the general
population of the United States, according to Dr. Kimmel of the
University of Pennsylvania, is no different than the rates of those
occurrences by people taking ephedra-based products for weight
control. Let me repeat that. This is not tobacco. This is not a statis-
tical aberration that Dr. Wolfe argued from in his Public Citizen
petition, the Mayo Clinic using the same AER data, everybody
using AER data that even my colleague, Dr. Davis, agrees is not
reliable. Fact, the background rate of these occurrences in the gen-
eral population are the same percentages, according to Dr. Kimmel,
as you find among Metabolife users.

I am only using that to suggest that if we are going to ban a
product, rather than what I agree with you on is strict and tough
regulation, then I would suggest we need science, not junk science,
as a basis for public policy, based on fact, not innuendo.

Senator DURBIN. Mr. Davis, you are a very skillful lawyer and
I respect you for that.

Mr. LANNY DAvis. Thank you.

Senator DURBIN. But I would just tell you that there were sev-
eral things here that argue against your case, and I think very con-
vincingly. The reed that you are hanging on to is Boozer’s study.
Are you aware of the author of that study, Carol Boozer, in a depo-
sition for the case of Harvey Levin v. Twin Labs, stated that her
study was not designed to study safety, in spite of its title? In
speaking about the small sample size, Dr. Boozer said, “The num-
ber of subjects was based on the outcome of weight loss and we did
not conduct a power analysis to determine the number of subjects
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for other parameters.” She discounted the use of that study, which
you are hanging on to with all of your strength as the basis for de-
fending your industry.

Let me also tell you that I am troubled when we have to parse
words here and think about causation. Dr. Davis and the AMA
have been involved in tobacco wars, on my side, thank goodness,
for many years and we have fought this battle. Does tobacco cause
cancer? Does it cause heart disease? You can remember all of the
“scientists”

Mr. LANNY DAvVIS. Yes.

Senator DURBIN [continuing]. Who came out to show that, no
connection whatsoever. We played that game for 40 years in Amer-
ica.

Let me just tell you, I cannot understand how Metabolife could
be collecting all these adverse event reports, scribbling them on lit-
tle pages, and ignoring them and really misrepresenting to the
Food and Drug Administration whether you had even received
them because you were not sure they were caused by your product.
Those people found your company. They called your company. They
believed they were caused, and in some cases, they had doctors to
back them up.

So to argue here today that you are now going to be reformers
in the industry, you are the ones who are going to step forward,
but don’t do it with law, let us take care of ourselves

Mr. LANNY DAvVIS. No——

Senator DURBIN. Excuse me, because I do not think you have a
good track record.

Mr. LANNY DAvis. Please let me respond to correct that last
statement. First of all, we want a Federal regulation by the FDA.
We agree with the AMA and others at this table, the FDA won’t
regulate us the way we want to get rid of some of the bad apples,
like Yellow Jackets. We want a Federal requirement for national
call reporting so these anecdotal reports that you have criticized
don’t happen again.

Finally, let me also remind you that I am not just citing Boozer-
Daley, which is a peer reviewed, published study, an out-of-context
quote, I must say. I am quoting 30 studies, Senator, 30 over 15
years, all of them showing no difference between placebos and con-
trol groups or other studies. The only evidence my colleagues are
citing are anecdotal data.

Let me give you anecdotal data. Aspirin, in 1 year, 16,000 calls
were made to the American Association of Poison Control Centers
in Atlanta, 16,000 in 1 year. Of those, 5,900 were described by the
National Center as adverse event reports.

Senator DURBIN. Mr. Davis

Mr. LANNY DAvIS. Acetaminophen, Senator——

Senator DURBIN. Mr. Davis, you have been given plenty of
chances.

Mr. LANNY DaAvis. I just wanted to point out acetaminophen.

Senator DURBIN. I would like to chair the hearing for a while, if
you don’t mind. Let me just add——

Mr. LANNY Davis. OK. Thank you for letting me speak.

Senator DURBIN. You are entitled to speak, but let me tell you
what. Anecdotal evidence includes Sean Riggins. Anecdotal evi-
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dence includes the experience at the NCAA. Anecdotal evidence in-
cludes the people who died in Canada leading them to make a deci-
sion to ban your product. But it was a scientific conclusion that
when you put all that evidence together, the product that you are
selling is more likely to harm people than to help them.

Mr. LANNY DAvis. Not if it is used according to our label, Sen-
ator. We believe that it should not be used

Senator DURBIN. Mr. Davis, please.

Mr. LANNY DAvis. OK.

Senator DURBIN. According to your label, you are selling a prod-
uct which has been prohibited over the counter in the United
States for almost 20 years.

Dr. Wolfe, you wanted to say something earlier.

Dr. WOLFE. Just a couple things. In many of his misleading, if
not false statements, Mr. Davis either is ignorant, which I don’t
think he is, or he is being a little mischievous, if not malicious.

You cite an example of Primatene, an over-the-counter asthma
drug that does not contain caffeine. You put on the record that the
ones that are in combination with caffeine have been gone for 19
years. The FDA proposed 7 years ago to ban all over-the-counter
products with just ephedrine alone. That is in process. The last
time I looked at the Federal Register, it was supposed to be com-
pleted and finalized by the end of this year, and I checked yester-
day with the FDA. That is still completely on target.

So, again, the point you have made, Senator, is there appears to
be a double standard based on the same kind of evidence. If any-
thing, the evidence for this product working for asthma is far bet-
ter, even though there are better products now instead of it, than
for these other mainly ridiculous uses. So the FDA is taking that
gff the market with the legal authority it has for over-the-counter

rugs.

We believe that the legal authority, although weaker, for dietary
supplements says that if it is used as directed and causes an un-
reasonable risk of harm, it can come off the market. So despite all
of the disabling aspects of the dietary supplement law, FDA has
the authority, they know they have the authority, and they will use
the authority. I mean, it is almost pitiful to listen to Mr. Davis sort
of frantically trying to save his clients.

The studies he cites mainly were not designed to look at safety.
There is actually a newer study by Drs. Benowitz and Haller,
whose study was published in the New England Journal of Medi-
cine a couple years ago. There is a newer one showing a big in-
crease in blood pressure in people using these kinds of products.

So I think the evidence scientifically is completely in one direc-
tion. There has rarely been a drug taken off the market based on
a “scientific epidemiological study.” It is case reports and more case
reports, or as the pejorative description is, there are just anecdotes.
There are deaths in military people. There are deaths in others, in
Sean, and where you have no other explanation but the product,
and that is enough scientifically to take things off the market.

Senator DURBIN. Dr. Davis.

Dr. RONALD DAvIS. Senator, I would just like to make a couple
of comments in response to the points that have been made in this
discussion. First of all, Mr. Davis referred to a national TV pro-
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gram that we were on recently. That was the “Weekend Today”
show, and he did not mention a challenge that I posed to him, and
that is that his company join with the AMA to go to Congress to
ask Congress to amend the DSHEA law to put dietary supplements
under the same regulatory authority as over-the-counter and pre-
scription medications. He declined that challenge on television and
his argument was that dietary supplements are “natural” products.

I think it is important for people to realize that the whole history
of pharmaceutical development includes many products that have
come from plants or botanicals. Digitalis, a potent heart medica-
tion, is a well-known example. Vinca alkaloids, which comprise
chemotherapeutic agents for treating cancer, these are derived
from botanicals, as well.

I also want to give you a specific example of where anecdotal re-
ports were very informative and influential in public health policy
in this country just very recently. A new vaccine was developed and
was put into the marketplace for children, the rotavirus vaccine to
prevent serious diarrheal illnesses in children. Shortly after that
vaccine was introduced in the United States and began to be used
nationally, we had reports of intussusception, which is a serious in-
:ciesti}rllal condition where intestinal blockage can occur and even

eath.

After anecdotal or individual reports of intussusception came in
for children who had recently received the rotavirus vaccine, the
CDC said, this is a red flag. We are concerned. We urge everybody
to stop using this vaccine, and in the meantime, we are going to
conduct, as quickly as possible, a large study to see whether this
association is real. They quickly contracted with HMOs across the
country, including very large ones like Kaiser, and collected infor-
mation on, I believe, several hundred thousand kids who received
this vaccine. Maybe it was even a million or more. My own institu-
tion, the Henry Ford Health System, participated in this study. In
a matter of several months, they determined that these anecdotal
reports of intussusception were borne out by a large valid study.

Now, the point here is that this product was taken off the mar-
ket, was kept off the market to protect people until valid science
could be done with an appropriate sample size, hundreds of thou-
sands, at least. By comparison, the Boozer study which you brought
up had a sample size of 83 people taking these dietary supple-
ments, these ephedra herbal products, 83. If you think for a
minute, what if 1 out of 500 people who used this product died be-
cause of the product? I am sure everyone would say that is an ab-
solutely unacceptable risk, 1 out of 500 dying. Yet, if that was the
case, and we do not know whether it is or not, but if that was the
case, how could you detect that with a sample size of 83?

Senator DURBIN. Let me ask you, and I want to take this to a
point which I want to make sure is clear in this hearing. We have
talked about dietary supplements with ephedra and what the re-
sponsibility of the government should be. Even Mr. Davis on behalf
of the industry is conceding that we need to stiffen the require-
ments in terms of the production and marketing of this product be-
cause of the danger.

But where do we draw the line here? The big debate on DSHEA
in 1994, which flooded Capitol Hill with letters, was over whether
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or not the Federal Government was going to require people to get
prescriptions for their daily vitamins. I would not support that. I
do not know that Members of Congress would. But where do we
draw that line, then?

When we talk about vitamins and minerals and ordinary herbs
that people may decide, if I want to take a garlic pill in the morn-
ing because I think it has some therapeutic value to me personally,
it has not been proven, I do not believe, that that has any danger
associated with it, I really should not have to get a prescription for
it. Where is the reasonable place to draw that line?

We do not want to treat everything like a prescription drug or
an over-the-counter drug, but we surely have a situation here
where dietary supplements with ephedra are now creating so much
havoc in terms of public health that the AMA and Canada and the
NCAA and others have stepped forward in saying, if the FDA will
not move, we will. Where do we draw that line?

Dr. RoNALD DAvis. Well, that is a good question. The quick an-
swer that I would give is that there has to be a way to give some
kind of expedited approval to products that have clearly been
shown to be safe. The Food and Drug Administration has a list of
products called GRAS, Generally Recognized As Safe, which per-
tains to food additives. There ought to be a way to have a similar
category for dietary supplements which are known to be safe, even
when used in excess. That way, we would not hold up things that
clearly would not pose a serious risk to the population.

Dr. WOLFE. I think that for the vitamins and minerals, which I
think the ban of which or the rendering by prescription, a very mis-
leading kind of campaign by the industry, caused all this out-
pouring and caused the Hatch-Harkin law to pass, we have lots of
information on safety and effectiveness and proper doses of vita-
mins and minerals, so I think those are easy ones. I think the
other ones really should be treated like drugs. They are drugs. If
they were not pharmacologically active, then their promotion would
be entirely a fraud. We know they are pharmacologically active.
They are drugs.

I think the DSHEA should be repealed, and there are Generally
Recognized As Safe food additives as well as over-the-counter
drugs. Vitamins and minerals would clearly fall into this category,
and I do not think it is as much a problem as the industry has
tried to inflame the public it is. I mean, this law is certainly one
of the major, if not the major step backward in the history of the
FDA, whose legal enhancement has been in the direction of more
safety, more efficacy, starting with the safety law in 1938, the effi-
cacy law in 1962, the device law in 1976. This is a major step back-
wards. It needs to be either so significantly amended that you
won’t recognize it or entirely repealed.

Senator DURBIN. Mr. Jeffery.

Mr. JEFFERY. Yes. I can send a copy to the Subcommittee of the
Canadian Government’s proposed definition of natural health prod-
ucts. It has a functional component and included and excluded lists
of substances which may be of use to the Subcommittee.

But I would just like to comment on a reference that was made
to the naturalness of dietary supplements. I think it goes without
saying that food is natural. Our Canadian Food Inspection Agency
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put ephedra and Kava on a list of 15 herbs that it refers to as toxic
and they are considered inappropriate to be used in foods. So I am
not sure that Mr. Davis can have any resort to the naturalness of
the products. There is no need to be caught up in that distinction.

Senator DURBIN. Mr. Beales, in terms of the FTC, has DSHEA
created some problems from your side? Has it created new chal-
lenges in terms of advertising of these products?

Mr. BEALES. Well, from our perspective, DSHEA didn’t change
anything because our approach to advertising has always been
based on, do you have a reasonable basis for the claims that you
are making, and so that approach was something that is very com-
fortable to the FTC and something that we have always pursued.
What it has done is, I think, some of what was intended, was to
increase the market for these products, and that has increased the
volume of claims that we see, certainly.

I think, by and large, the distinction that DSHEA makes be-
tween health claims and structure function claims is one that most-
ly works. There are some supplements like ephedra-containing sup-
plements that raise special issues. But most of the things that are
supplements don’t have the kinds of adverse events associated with
them that ephedra does.

Senator DURBIN. Mr. Uryasz, if I might ask you, you have had
a ban, an NCAA ban on these products by athletes and yet you
have seen an increased usage by most surveys here. What does it
tell you? What do we need to do to get the message out to people
who are obviously conscious of their bodies and their health but are
making the wrong decision, and more seem to be making it despite
good warnings?

Mr. URryASz. In the field of drug and supplement use prevention
in sport, we have to look at the supply side and the demand side.
An organization like the NCAA has done a tremendous job, I be-
lieve, on the demand side of the problem. Nothing has been done
on the supply side. These athletes have easy, easy access to these
substances. The advertising is targeted directly at both our male
and female student athletes.

You mentioned earlier, where do you draw the line? I would sug-
gest you do not draw the line at 17 or 18 years old. That does not
provide any relief for the 360,000 student athletes that I represent
who, for most of them, are 18 to 22 years old that right now can
legally buy ephedrine.

Senator DURBIN. I might add, Ann Marie has brought this up a
couple of times, but this is the website from these folks, NVE, who
couldn’t make it today, for their Yellow Jackets, and if you read
this, it is kind of a challenge to young people. Warning, Yellow
Jackets are not recommended for novices with limited experience
in the use of herbal energizers and fat burners. It was specially,
[misspelled] formulated for seasoned consumers of such products. It
does not strike me that that is an age warning. It is kind of a chal-
lenge. Are you a big boy? Can you do this? Or are you a novice?

Mr. UryAsz. Let me just say, the magazine that I held up, one
of the supplements we get a number of questions on, Hydroxycut,
which is another one that stacks the ephedrine and caffeine, this
is a six-page advertisement for this supplement, but there is no
mention of any of the warnings that are on the label.
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Mr. LANNY DAvis. Senator, may I surprise you by agreeing with
most of what I have heard?

Senator DURBIN. Sure.

Mr. LANNY DAvis. I do not want everybody to be upset with me,
some may not want me to agree with them on this, but I certainly
agree with the gentleman from the NCAA that it is not just under-
18-year-olds. We do not think this should be marketed for athletes
or athletic enhancement or any of the things that these kids are
using, 18 or older or not, for popping pills. I said earlier, we only
think you should use it for weight control under the supervision of
a doctor and that there are medical conditions that absolutely
should not allow you to use them, as we say on our label.

But let me at least address this one final point to you, Senator.
We are only asking for a rifle shot focus in your inquiry, as well
as a broad brush. We are only asking you to look at ephedrine-
based products. I agree with the gentleman from Canada and Dr.
Beales. This is a unique and possibly separate issue when you are
talking about ephedra. We do not disagree with you on that. That
is why we are asking for an FDA regulation aimed just at ephedra,
because it is a different product. That is why we are asking for a
national call reporting system, mandated across the country, just
for ephedra-based products and no other products.

We are not insensitive to the Riggins tragedies and to the trage-
dies of other young people and athletes that have misused this
product for purposes we do not support, and if there is any way to
do a rifle shot rather than throwing the whole barrel out and to
at least give some credit for whatever mistakes we have made,
which I concede to you, Senator, we are not perfect, that we want-
ed—tried to be constructive. This is not just public relations. This
is sincere.

Senator DURBIN. Mr. Davis, I am going to quibble or quarrel
with your use of the word “misused the product.” Time and again,
we find people who have used the product as recommended are kill-
ing themselves with it, and you are finding that there is virtually
no policing in terms of the sale of these products to children, who
could not be expected to read all of this malarkey behind the label
before they decide to pop a Yellow Jacket.

I want to make sure I understand you. Are you saying, then, that
you would support changes in the law or new Federal regulation
which would require medical supervision before people take
Metabolife 356, to determine whether or not it is medically appro-
priate for them to use this product?

Mr. LANNY DAvIS. I am not in a position to say a new Federal
law, but I can tell you that I have just said exactly that this prod-
uct should not be taken for weight control without a doctor’s super-
vision. We agree with Dr. Davis on that. I am not in a position to
say we would support a specific law until I see it. But we would
certainly work with you on the regulation, on the reporting system,
and on that kind of child I.D. requirement, so that we have driver’s
license required before you buy this product.

There is a lot we agree on. There may be some who disagree on
it, Senator, but at least we are here and we are trying to find com-
mon areas that we do agree with you on.

Senator DURBIN. Thank you very much.
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I am going to close at this point. Dr. Wolfe, did you want to——

Dr. WOLFE. Just quickly. The only way that you can guarantee
that a product is used with doctor’s supervision is to switch it to
prescription status. Does Mr. Davis agree with that?

Senator DURBIN. I was going to raise the same point, but once
you have a doctor involved in it, it sounds like a prescription.

Thank you very much. We are going to recess this hearing until
2:30, when Dr. Crawford will be here. To this panel, thank you for
your contribution.

[Lunch recess.]

AFTERNOON SESSION
[2:30 p.m.]

Senator DURBIN. Good afternoon. The continuation of this morn-
ing’s hearing before the Senate Subcommittee on Oversight of Gov-
ernment Management, Restructuring, and the District of Columbia,
focusing on “Ephedra: Who is Protecting American Consumers,”
will resume.

I am happy to welcome to this gathering Dr. Crawford from the
Food and Drug Administration and hope that you will be able to
give us your agency’s perspective on that, and I would like to begin
with the customary swearing in of witnesses.

Do you solemnly swear the testimony you are about to give will
be the truth, the whole truth, and nothing but the truth, so help
you, God?

Dr. CRAWFORD. I do.

Senator DURBIN. Thank you. Let the record reflect that the wit-
ness has answered in the affirmative. Dr. Crawford, please feel free
to make your statement.

TESTIMONY OF LESTER M. CRAWFORD, D.V.M., PH.D.,! ACTING
COMMISSIONER, FOOD AND DRUG ADMINISTRATION, U.S.
DEPARTMENT OF HEALTH AND HUMAN SERVICES

Dr. CRAWFORD. Thank you, Mr. Chairman. I appreciate this op-
portunity to speak to the Subcommittee about the dietary supple-
ment ephedra. Before I go into detail about this particular dietary
supplement, let me briefly describe the foundation for FDA’s regu-
latory and enforcement actions on all dietary supplements.

In 1994, the Dietary Supplement and Health Education Act cre-
ated a unique regulatory framework for dietary supplements in the
United States. This framework is primarily a post-market program,
as is the case for foods in general. Should safety problems arise
after marketing, the adulteration provisions of the statute come
into play.

Under DSHEA, a dietary supplement is adulterated if, among
other things, it or any of its ingredients presents a significant or
unreasonable risk of illness or injury when used as directed on the
label, or under normal conditions of use if there are no directions.
FDA bears the burden of proof to show that a product or ingredient
presents such a risk. In addition, the Secretary of Health and
Human Services has the authority to declare that a dietary supple-

1The prepared statement of Dr. Crawford appears in the Appendix on page 116.
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ment or dietary ingredient poses an imminent hazard to public
health or safety.

DSHEA specifically grants FDA the authority to develop good
manufacturing practices. There is broad public support for dietary
supplements good manufacturing practices. Such regulations are
critical to assuring quality, purity, and consistency in dietary sup-
plement products. FDA has made the publication of a GMP pro-
posed rule a high priority and we are in the final stages of that
process. I am pleased to announce that last Friday, the proposed
GMP rule was forwarded to OMB for a 90-day review.

As my testimony makes clear, we are looking forward to receiv-
ing the comprehensive review of the existing science on ephedrine
alkaloids, particularly those found in dietary supplements. This re-
view is being conducted by the RAND Corporation, which has tar-
geted the end of the year to complete this effort. The results of the
RAND review will help FDA’s scientists develop future regulatory
actions on dietary supplements containing ephedrine alkaloids.
While we await the completion of the RAND review, this does not
in any way preclude FDA in taking additional enforcement actions.

Last June, the administration announced that FDA is aggres-
sively pursuing the illegal marketing of non-herbal synthetic
ephedrine alkaloid products. Warning letters were sent to firms
that were unlawfully selling non-herbal ephedrine alkaloid-con-
taining products over the Internet. These products violate the law
because they are not legally dietary supplements. They are unap-
proved drugs.

FDA has also warned other companies for illegally promoting its
illegal ephedra product as an alternative to street drugs. Our latest
action involved Yellow Jackets.

Mr. Chairman, thank you for calling to Secretary Thompson’s at-
tention the death of the 16-year-old boy who ingested the product
Yellow Jackets in your letter of October 2, 2002. I referred the mat-
ter to our enforcement personnel, who identified a distributor in
the Netherlands who is making claims that are illegal under U.S.
law. The website indicates that the product is intended to be used
as an alternative to illicit street drugs. It is, therefore, being illic-
itly marketed.

I know this comes as little comfort to the boy’s family, who have
suffered such a tragic loss, but yesterday, FDA issued a cyber letter
to the foreign distributor and we alerted consumers that these
products present health risk. We are working closely with law en-
forcement officials in the Netherlands and the U.S. Customs Serv-
ice to block entry of Yellow Jackets into this country by placing this
product on import alert.

In addition to our prior efforts on synthetic ephedrine alkaloid
enforcement, FDA continues to assess additional products in the
marketplace, and if circumstances warrant it, we will take further
enforcement against products that contain synthetic ephedrine
alkaloids.

Secretary Thompson has expressed concern about the safety of
ephedra, and I share that view. The Secretary has requested that
FDA evaluate as quickly as possible mandatory warning labels that
can be justified by sound science. These labels would properly alert
the public regarding the potential risk associated with consuming
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dietary supplements containing ephedrine alkaloids. We will incor-
porate warning labels into our regulatory enforcement efforts at
the agency.

I appreciate this opportunity to testify and I also would point out
that today, we have announced the finalization of proposed rule-
making on dietary supplement good manufacturing practices. Sec-
retary Thompson has issued a statement saying that, “We continue
to take steps available to us to protect the public and implement
our strong commitment to protecting people in this country from
the dangers of unlawfully marketed drug products.”

And then, finally, we are continuing our efforts to prevent mar-
keters from advertising ephedra products as alternatives to street
drugs and we have taken some actions so far, and including one
today against a company in New Jersey.

I am pleased to be here. Thank you, sir, and I am happy to an-
swer your questions.

Senator DURBIN. Thank you, Dr. Crawford.

Let us go right into your last statement here, because I was con-
cerned. I wrote a letter to the Secretary on October 2 about Yellow
Jackets after I heard about Sean Riggins, whose photo is here, who
died near my hometown after taking this product, and I made a
point in that letter—I am sure you have seen it—of noting that this
product, this Yellow Jacket here, is a product made by NVE Phar-
maceuticals of New Jersey. Now, the action which you have taken
apparently relates to a firm in the Netherlands, but then you just
closed by saying, we took action against a New Jersey firm. So
have you taken action against NVE Pharmaceuticals?

Dr. CRAWFORD. Yes. We are in their plant as we speak today and
taking action to inspect the plant for a variety of concerns, their
manufacturing and also their marketing. We have been denied
entry into the plant and we are taking action to get access to the
plant legally through the courts, and that should be consummated
before the day is over.

Your letter alerted us to this situation, as I indicated earlier, and
we did trace the source, the original source, to the Netherlands.
But then we were able to determine that the product was actually
manufactured in the United States, in New Jersey, in the plant
that I mentioned. Therefore, that led us to investigate them.

Senator DURBIN. Well, let me ask you, what is likely to occur if
the court follows the lead of the FDA in reference to NVE Pharma-
ceuticals? What actions, if you could be more explicit, will be taken
against this company?

Dr. CRAWFORD. We don’t know what we will find when we gain
access to the plant. That will be done immediately. What we are
seeking is a warrant, as you would know, to allow us entry, even
though they have denied that to us. Once we get into the plant, we
will examine records and anything else we can find and then take
the appropriate steps.

Senator DURBIN. So are you suggesting or testifying that you are
going to stop all Yellow Jackets, or just those that are marketed
as alternatives to street drugs?

Dr. CRAWFORD. We are certainly going to take action as strongly
as we can against those that are marketed as street drugs. We
have evaluated the product and the composition of it seems to me
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to be inconsistent with the use for which it is intended, so it is my
belief that the investigation will probably lead us to take stronger
action—strong action against all Yellow Jackets and all Yellow
Jacket manufacturers and we will try to interdict them from com-
merce.

This particular product, as you know, has a warning on it about
consumption by persons under 18 years of age. That is not a legal
warning. It is actually a warning that is a sales policy and, there-
fore, is not enforceable. And the composition of the products all
seem to be cardio-stimulatory and I am very doubtful as to whether
or not there is a legitimate use for the product.

Senator DURBIN. Let me ask you this. Are you going to stop with
Yellow Jackets? Are there other ephedrine-based products that you
are going to——

Dr. CRAWFORD. There is another product called——

Senator DURBIN Supplements containing ephedra that you are
going to pursue?

Dr. CRAWFORD. There is another product called Black Beauty,
and——

Senator DURBIN. I am familiar with it.

Dr. CRAWFORD. In the past, apparently, these seem to be inter-
changeable. The only difference is a stippling coloration as opposed
to a yellow-type coloration. So I think it is about the same thing
and we intend to take action against those, also.

Senator DURBIN. And is that basically, again, because there is a
suggestion that it is an alternative to a street drug? Is that the
basis for your action?

Dr. CRAWFORD. It is easier for us to go after them if they are an
alternative to a street drug because the claims that they make
clearly indicate that you can use this rather than some street drug,
and also, they indicate that they use the same terminology and lan-
guage as you would use for street drugs, like rushes and highs and
so forth.

However, both these products seem to be so cardio-stimulatory
and also have so much ephedrine in them that I would suspect that
we are probably going to conclude that they can’t be safely mar-
keted.

Senator DURBIN. Both of these products, I called to the attention
of Secretary Thompson in my letter of October 2, and I am glad you
are taking action on them, but this begs the question, do Members
of the Senate and Congress now have to write to the Secretary with
individual names of individual products, the products that are asso-
ciated with victims, in order to get action by the FDA against these
companies?

Dr. CRAWFORD. We have been maintaining surveillance of these
kind of products for some time. As a matter of fact, we established
our street drug policy about a year ago. So our enforcement actions
have been continuing apace. I don’t want to minimize the letter
that you sent to us, but it is our job to find out about these kind
of things and we are redoubling our efforts in that regard.

Senator DURBIN. Let me ask you some more general questions
that might get us back to this same issue. Do you believe that nu-
trition supplements containing ephedra are safe and effective?
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Dr. CRAWFORD. Well, I think there are a couple of general state-
ments I would make about that and then get as specific as you
would like for me to be. It seems to me that as I review all of the
indications and claims for use and also the dosages and even the
dosage forms that they are marketed for inappropriate things.
Weight loss and energy are not the kind of things that are attrib-
uted to these kinds of drugs.

As you know, they have been used as drugs for many years as
an alternative for ephedrine, as something that is fairly close to
amphetamine. The amphetamines were disallowed as diet interven-
tion products some years ago and the whole class has. The ephed-
rine and its various congeners are used for legitimate medical pur-
poses, sometimes under the supervision of a physician, sometimes
over the counter. But they are not used legitimately for weight loss
and energy and those kind of things, for the most part. They do
have some usages in medicine, but I can’t quite understand why
they are marketed for that.

So I would say it is a drug that, were it a prescription drug or
were it under the supervision of a physician, would have legitimate
uses. I am having trouble with these particular uses.

Senator DURBIN. This really goes to the heart of our concern, and
to the heart of the problem. Under DSHEA, do you have the au-
thority to remove a nutrition supplement with ephedra from the
market if you believe it is being marketed for use that can’t be
proven, for example, weight loss or energy builder?

Dr. CRAWFORD. The Dietary Supplement Health Education Act,
as you know, places the burden of proof upon the FDA. Many other
national and international entities that have interdicted the use of
these products for this particular purpose have not had to establish
the proof. We have had to do that.

I was on the Food Advisory Committee of the FDA in the middle-
1990’s when this first came up and although I have not been at the
agency but about 10 months, I believe the agency has been working
steadfastly to develop that case.

The answer to your question is that it has not really been tested
to this point. I think the burden of proof has led us down a long
and torturous path and is something that we were unaccustomed
to at FDA.

Senator DURBIN. And the point that was made this morning,
when it comes to prescription drugs and over-the-counter drugs,
the burden of proof is on the manufacturer as to the safety and effi-
cacy. Long clinical trials, scientific evidence presented to the FDA
leading to market approval, then the drug comes to market and it
is closely monitored by adverse event reports to see if there are any
problems with it, and the FDA is continuing to watch and see if
it is safe, and if it is effective.

When it comes to these drugs, naturally occurring drugs, if you
want, the dietary supplements, exactly the opposite is true. These
companies, unless you can bring them in under an alternative
street drug provision in the law—just take Metabolife, for example,
which by its name would not signal that you could bring it in as
an alternative street drug, these companies can continue to market
unless and until, as I understand it, the FDA can prove that they
are not safe, and as you said, that is a long and winding road, of
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proving causality between adverse event reports and the danger
that might be associated with the drug. Is that a fair summation?

Dr. CRAWFORD. That is correct. Yes.

Senator DURBIN. Let me draw you, then, to the next question, on
safety, because this really, as far as I am concerned, gets to the
heart of the issue. It has been a decision by the Food and Drug Ad-
ministration for 19 or 20 years now that the combination of caf-
feine and ephedrine or caffeine and ephedra will be prohibited in
over-the-counter drugs. Do you know why that decision was
reached or the basis for that decision?

Dr. CRAWFORD. As I understand it, you are talking about the
drug side, on the over-the-counter products?

Senator DURBIN. Yes, that is right.

Dr. CRAWFORD. As I understand it, the reason it was reached is
sort of two-fold. The safety of the two, since they are both stimu-
latory to the heart and also have central nervous system stimula-
tion, is deemed to be not particularly indicated. In the era of spe-
cific pharmacology, what the agency has tried to do following the
passage of the Kefauver-Harris amendments in the early 1960’s is
to insist upon a specific drug for a specific purpose and get away
from what we call galenical preparations, where you had multiple
drugs competing with each other. There was not seen to be any
pharmacological reason to have these two together. If you wanted
more stimulation, then perhaps you could alter the dose of one or
the other. And also, caffeine sort of operates with flash-like sudden-
ness and then it is gone, so it is hard to have the two in combina-
tion.

Then the second reason was is that there was concern about the
safety, for sure.

Senator DURBIN. Which draws me, then, to this obvious conclu-
sion. The FDA has banned ephedrine-caffeine over-the-counter
drug combinations since 1983 or 1984. The FDA has banned PPA,
a metabolite of ephedrine, over-the-counter drugs since 2001. The
FDA is moving forward with banning ephedrine over-the-counter
drugs, which was proposed in 1995. But when you put that com-
bination in what is called a nutritional supplement or a diet sup-
plement, the same combination, ephedra and caffeine, they are
legal, though the 1997 proposed rule might have banned them. An
herbal ephedrine is legal, as well.

Now, when it comes to the safety of people like Sean Riggins and
the safety of the American public, how is it served by the Food and
Drug Administration saying, when it comes to drugs, don’t get near
this combination. It is dangerous. But when it comes to nutrition
supplements, like Metabolife, we have no role, no voice.

Dr. CRAWFORD. I have two responses to that. When I was on this
Food Advisory Committee, I believe as early as 1994 but probably
no later than 1995, we were presented the assignment to look into
ephedra in combination and also separately because the agency
was concerned about it. I think they were concerned because of the
obvious fact that these products are not just herbals, if you will.
They have pharmacologically active substances.

In fact, at about that time when the law was passed and we
began marketing some of these, I think there was the feeling that
maybe little harm would be done with most of the herbal remedies
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that were on the market because they might not be particularly ac-
tive, but actually, the opposite has turned out to be the case. Even
products like St. John’s wort have pharmacological activity that
was, for the most part, unexpected.

With ephedra in combination with caffeine, it certainly has the
same kinds of activity at certain levels as the former drug combina-
tion, so there is great concern about it, and it is an incongruity and
I grant you that.

Senator DURBIN. Well, let us go to the heart of it. If, in fact, we
have already established pharmacologically that this combination
can be dangerous, and if, in fact, we have evidence of the danger
in terms of the adverse event reports to Metabolife, the deaths of
young people like Sean Riggins, and actions that have been taken
by others, is it not true that the Secretary has the power to sus-
pend the sales of this product in the United States today, even
under existing law?

Dr. CRAWFORD. I think the route that was taken was to establish
the causality, in other words, to do the proof. If you look back into
the records on the restriction of the use of the drug, ephedra with
caffeine, essentially, what happened under that law, the Federal
Food, Drug, and Cosmetic Act, was that FDA asked the sponsors,
that is, the manufacturers of the product, to give them safety and
effectiveness data, and when that was not forthcoming or it was
not forthcoming in a form that was useful, the agency simply said,
we are not satisfied and, therefore, the product has to come off the
market.

With these particular products, the determination was made that
we have to, in effect, become the sponsor of the product. That is,
we have to go through the safety tests and the evaluation, and that
was begun, as I mentioned, as early as 1995 and reached a cre-
scendo in 1997. It still hasn’t been done.

Your point about what the Secretary’s options are, is he can,
based on the evidence, declare these products basically unsafe for
use as indicated, and then, in effect, they are converted to a drug.
He also has the option under the law, as I understand it, to declare
an imminent hazard, and then that begs the question of whether
or not they can be marketed while the imminent hazard procedure
is proceeding or whether you leave them on the market until it is
concluded. Imminent hazard is a long, torturous process, also, and
it has not been attempted since the middle-1980’s, when it failed
for the fourth time, with another drug category—prior to the law.

Senator DURBIN. My first letter to Secretary Thompson after the
initial hearing was August 6, and I called on him to do exactly
that, to make an immediate determination that these dietary sup-
plements containing ephedra posed a hazard to the health of Amer-
ican consumers, and I went on to say, it is within your authority
to take this step and suspend the sales of the supplements until
their safety is clearly and scientifically established.

You have, I think, just said in your testimony that the Secretary
has the power to do that, and my question to you is, were you
asked by the Secretary any time after this letter was sent to him
to sit down and give him advice as to whether he should suspend
the sales of this product?
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Dr. CRAWFORD. Yes. I was asked to tell him what the status was,
and so I reported on the RAND report. He was eager for this to
be concluded. We also about that time received a CD-ROM from
one of the manufacturers of ephedra which contained some adverse
event reports, large numbers of them. So my recommendation to
the Secretary was, let us try to build this case, finish building this
case as rapidly as possible. The RAND study, as I mentioned in my
testimony, is scheduled to be completed early next year. And also
to wrap up all the details of these previous studies and make a
hard and fast recommendation to him.

In typical Secretary Thompson fashion, he wants that done soon-
er than later and we are on target to try to get it done early next
year.

Senator DURBIN. Dr. Crawford, I don’t want to be harsh with the
Secretary or yourself in terms of this issue, but I do have to point
out something. When I sent this letter on August 6 and asked for
the suspension of sales of this product, Sean Riggins was still alive.
Nothing has happened. I shouldn’t say nothing has happened. The
sales have not been suspended. Obviously, there has been a lot of
discussion within your agency. And now, I believe you are saying
that by the end of November, some decision will be made, is that
correct?

Dr. CRAWFORD. A recommendation will be made by me to the
Secretary.

Senator DURBIN. I would say to you that I can’t understand why
we have suspended or held up this decision. It would seem to me
that with the accumulated evidence of deaths and serious illnesses
resulting from this product, that the wise, prudent, good faith ef-
fort would require suspension first, before we go into a long and
elaborate study. I mean, it isn’t as if we are talking about some-
thing that has a salutary effect on people. This is a killer for people
who are unsuspecting, particularly children. Why wouldn’t we take
that off the market even sooner? Why wasn’t it done sooner?

Dr. CRAWFORD. You mean like back in the 1990’s?

Senator DURBIN. Well, I can certainly go that far back, but let
us start with August 6. Why isn’t it

Dr. CRAWFORD. Well, the——

Senator DURBIN. Here we have the accumulated evidence. Can-
ada, which I think we acknowledge to be a country not dissimilar
to the United States in many ways, in their standards of public
health, they made the decision calling for a voluntary recall of this
product. In January of this year, the American Medical Association
wrote to the Secretary. We know that over 20 States have estab-
lished regulations because of their fears.

We now have evidence that 30 or more members of the U.S. mili-
tary have died from the use of this product and it has been sus-
pended on military posts across the world. We know the action has
been taken by sports organizations to keep it out of the hands of
athletes because of the fear. You had the adverse event reports pre-
sented to you, I believe in August or September of this year from
Metabolife, which gave ample evidence that even though they stat-
ed otherwise in 1999 to the FDA, they were receiving serious ad-
verse event reports for 5 years.
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All of this seems to be building a body of evidence, which, if I
were in your position or Secretary Thompson’s, I would say the
clear and prudent thing to do to protect Americans, take this prod-
uct off the shelf. We can debate later on the proper dosage and
whether we need a doctor involved and sales to minors. But at this
point in time, this is a killer and our obligation is to the American
public. What am I missing in my logic here?

Dr. CRAWFORD. Well, I don’t think you are missing anything. I
am not disagreeing with you, either. The situation is that the bur-
den of proof is on us and we have to make the case, and once we
take the action, we have to be able to sustain it.

As I mentioned, the agency has gone down the path of following
DSHEA and trying to build a case to take either this unsafe prod-
uct action, which would lead to declaring it a drug, in effect, or the
imminent hazard action, or, based on what the evidence reveals—
we have to be guided by the science and

Senator DURBIN. May I address the science for a moment?

Dr. CRAWFORD. Yes, sure.

Senator DURBIN. Are you familiar with Dr. Janet Woodcock of
the Food and Drug Administration?

Dr. CRAWFORD. Yes.

Senator DURBIN. Have you read her memo to Joseph Levitt of
March 28, 2000, relating to these products?

Dr. CRAWFORD. Yes.

Senator DURBIN. When we are talking about the science and the
proof, Dr. Woodcock wrote to Mr. Levitt, the Director of the Center
for Food Safety and Nutrition, on these dietary supplements con-
taining ephedrine alkaloid, and I will just read a sentence or two
here. “At least 108 reports that this office analyzed provide very
strong evidence in support of a causal relationship between these
supplements and the adverse events, particularly in light of the
known pharmacodynamic effects of ephedrine alkaloids.”

So within the Food and Drug Administration, over a year and a
half ago, there was evidence from one of your doctors on staff that
we have a problem here with this product. I wrote on August 6 and
what you have said to me is, we need more study. We need more
evidence.

Dr. CRAWFORD. No, we need to complete this study that they
commissioned about that time. Now, what happened, Dr. Woodcock
is obviously very highly respected. As a matter of fact, she is Direc-
tor of the Center for Drug Evaluation and Research. What was
done with her letter was that HHS in 2000 convened an expert
panel of scientists to review her finding. Her finding essentially
was that there was causality between ephedra use and serious dis-
ease events.

The conclusions of that panel was, in effect, an overturning of Dr.
Woodcock’s conclusion, and they called for more evidence-based re-
search and analysis and that was what was done. Her rec-
ommendation was made in good faith. That was her professional
opinion. When it was refereed by this expert panel, they concluded
otherwise.

Senator DURBIN. So you are saying that there was a panel that
came to a different conclusion about the linkage——

Dr. CRAWFORD. Yes.
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Senator DURBIN [continuing]. And this panel, does it have a
name or is it internal to the FDA——

Dr. CRAWFORD. It was a group of people that were appointed by
the Department of Health and Human Services and they were in-
ternal. They were from NIH, the FDA, and other agencies within
HHS.

Senator DURBIN. Well, are you in doubt as you sit here today
about the danger of this product?

Dr. CRAWFORD. I am not in doubt about the fact that it can be
dangerous. I am also not in doubt about concerns about the use to
which it is being put in this form, as I mentioned earlier, for
weight loss and energy and these kind of things. Until I make a
recommendation to the Secretary, though, I can’t make any defini-
tive comment.

Senator DURBIN. Right. Understood. Let me ask you about this
RAND study. Tell me a little bit about it. Who is involved in the
RAND study and how many people who are reviewers in the RAND
study have connections to the industries that they are reviewing?

Dr. CRAWFORD. The RAND Corporation is in charge of the RAND
study and they are, in effect, contractors to the FDA, but they must
meet the same ethical standards as we ourselves do, our expert
panels do. So we have vetted the people involved in the study for
any conflicts of interest and I am informed that they are within the
reasonable bounds that we have to operate under.

What they are doing is an analysis of all the published work on
ephedrine and have been at it for some time and are expected, as
I mentioned, to complete it very soon now.

Senator DURBIN. And you feel that this study by RAND is going
to be objective and scientifically credible?

Dr. CRAWFORD. Yes, I do.

Senator DURBIN. All right. Let me ask you, as well, if you could
tell me, you probably heard the testimony, or perhaps someone told
you about the testimony today from Lanny Davis, an attorney rep-
resenting Metabolife. He was calling for some dramatic changes in
the way this product is going to be sold in America. He didn’t want
a law——

Dr. CRAWFORD. I am sorry, Senator——

Senator DURBIN. This is Metabolife.

Dr. CRAWFORD. OK.

Senator DURBIN. Metabolife. He didn’t want, if I state it cor-
rectly, if I remember it correctly, he didn’t take the bait when I
said, do you want to change the law? He thought that might be a
little excessive. But he did suggest that there be changes by regula-
tion, FDA regulation, to establish a variety of things that he called
for—limitations on sales to minors, good manufacturing practices
that are going to be followed, medical supervision and the like, per-
haps even some information developed on proper dosages, I sup-
pose.

Do you have the authority to do that? Could you follow his sug-
gestion and establish those standards for a specific product, namely
dietary supplements containing ephedra?

Dr. CRAWFORD. I would have to evaluate his recommendations
and perhaps study them a wee bit, but I can respond to these items
that you mention.
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On the GMPs, the 1994 law did call for good manufacturing prac-
tices that would be effected through regulation and it also stipu-
lated that they had to be based on food GMPs, that these products
would be treated as foods rather than as drugs, and that regula-
tion, for a variety of reasons, was never published. We have com-
pleted that, and as I mentioned earlier, it is at the Office of Man-
agement and Budget for their customary 90-day review. We expect
to hear from them, therefore, by the end of the year. As soon as
we get the report back from OMB, we will publish it.

Ultimately, when it becomes final, this will provide guidance to
the industry on how they are to manufacture these products and
that will be an improvement. More importantly, we can use adher-
ence to the GMPs, or lack of adherence, as a means of enforcing
some of these things. As a matter of fact, it is the main enforce-
ment tool that is present in DSHEA, so we need it out.

Senator DURBIN. And am I correct in saying that the law that
was enacted in 1994 and this effort to establish GMP for these
products, we are now some 8 years into this conversation?

Dr. CRAWFORD. Yes.

Senator DURBIN. And how soon do you think we may have a
stagldard for products that are being sold every day across Amer-
ica?

Dr. CRAWFORD. Well, what I am committed to do is to get it out
as soon as possible. We have to have this review, as I mentioned,
and then we will be ready to publish it unless something is found
to be defective about it. We have already had it vetted by the Office
of General Counsel and the Office of Chief Counsel and I believe
that it is an intact and usable document. So I expect the best.

When we publish it, it will be published as a proposed rule and
we are going to take comments on it. About the earliest any of
these get put into a final rule is 6 to 9 months and it can take as
long as 4 years.

Senator DURBIN. Four years from now?

Dr. CRAWFORD. Yes. That is in the extreme, and

Senator DURBIN. It seems like we are in an extreme
situation

Dr. CRAWFORD. Yes.

Senator DURBIN [continuing]. If we are 8 years into it and still
may have 4 years to go.

Dr. CRAWFORD. I agree. I don’t disagree with that at all. They
need to be out because they are guidance to the legitimate industry
as well as a means of taking enforcement actions against the in-
dustry that is not operating correctly.

Senator DURBIN. Dr. Crawford, are we meeting our obligation to
the American public when we can’t establish a standard for good
manufacturing processes in 8 years, maybe 12?

Dr. CRAWFORD. I can’t—please accept my situation here. I just
came in February and this was proceeding at that point.

Senator DURBIN. Welcome to the Federal Government.

Dr. CRAWFORD. Thank you, sir. [Laughter.]

It seems a little longer than February. In fact, you and I have
met together at least twice before, not on this subject, but on other
subjects. I think there are good and sufficient reasons they weren’t
able to get this effectuated, but I do agree with you that it is the
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important first step in terms of implementing the Dietary Supple-
ment and Health Education Act. It needs to be done.

Senator DURBIN. What about the other things that Mr. Davis
suggested, dosage, limitations of sales to minors, medical
supervision——

Dr. CRAWFORD. He is talking about proper dosages, and one of
the things we are concerned about with some of these products is
since they are natural herbal products, what the potency of them
actually is, whether or not they are 25 milligrams per vial or
whether they are 65 or whatever. FDA has done some analysis of
this in the past, but we are now doing—we have initiated a more
comprehensive view of that to see if some of them are super-potent,
which would be banned, or if they are sub-potent, which would be
fraudulent. So we are going through that now. I assume that is
what he means by the establishment of proper dosages.

Under DSHEA, a firm manufacturing a dietary supplement may,
without really even notifying the government, change the dosage,
so the hold-up in them adopting a dosage that we would rec-
ommend should not be complicated. It should be easily done. If he
is asking that we think about proper dosages, then that is some-
thing we can do, and as a matter of fact, when we proposed the
regulation about 5 years ago, we did have, in fact, in that some rec-
ommended levels. That regulation was challenged and never did
publish. We are still hanging on to part of it and hope to be able
to effectuate it.

But there was a lot of commentary about the dosages. We held
a public meeting on the subject and we got 14,000 comments and
most of them were unfavorable. However, we are committed to en-
suring that the proper dosage is on the label and that is one of the
reasons we are doing this national analysis that we have under-
taken.

Senator DURBIN. I think the question was raised by Dr. Davis of
the AMA earlier whether there is a safe dosage. I mean, in over
90 percent of the adverse event reports that we reviewed, people
said they took exactly what they were told to take and had a bad
reaction to it. I think that was the same question that was raised
in Canada, whether there was any way to deal with this in an hon-
est fashion and present this product in a way that wouldn’t be
harmful.

Dr. CRAWFORD. Yes. I think, certainly with the purified, specific
pharmacological product, the ephedrine itself, when used for med-
ical purposes, it is possible to establish the optimal dose, and also
the toxic dose has also been established.

With products that may vary in potency like the herbals, it will
be more difficult, and I would say—so I don’t know the answer to
that. I would say this, though, that the worst thing you could say
about a compound is that there is no safe level because that basi-
cally means it can’t be marketed.

As T understand from talking to my Canadian counterparts, they
operate under a law that is different from DSHEA, and so essen-
tially they said to the industry that we are not comfortable that
you have established that there is a safe dose and, therefore, the
product may not be marketed.
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Senator DURBIN. Let me see—I am going to draw this to a con-
clusion. I thank you for your cooperation. Let me make sure I un-
derstand as we leave what we have learned from your testimony.

The first is that you have taken some action against a Nether-
lands manufacturer that is connected with Yellow Jackets and a
product called Ecstasy, if I am not mistaken, and some action was
taken about their sales in the United States to limit or prohibit
sales of their products?

. Dr. CRAWFORD. Yes. We have blocked their sales in the United
tates.

Senator DURBIN. And as far as this particular product, which
was the killer for Sean Riggins, you have said that you went—this
is Yellow Jackets from——

Dr. CRAWFORD. From NVE.

Senator DURBIN [continuing]. From NVE Pharmaceutical

Dr. CRAWFORD. Yes.

Senator DURBIN [continuing]. That your agency went to their
place of manufacture today in New Jersey, and because of their
lack of cooperation you are going to court for authority to get inside
to look at their manufacturing practices as well as the information
that they have compiled to determine whether action should be
taken against them——

Dr. CRAWFORD. Yes.

Senator DURBIN [continuing]. To limit or suspend sales, not only
for this product, but also for the product Black Beauty, which they
also manufacture

Dr. CRAWFORD. We will be evaluating Black Beauty, also.

Senator DURBIN. And also, if I am not mistaken, you said that
you are near some important threshold when it comes to estab-
lishing good manufacturing practices for these DSHEA products,
for these nutritional supplements——

Dr. CRAWFORD. Yes, nearer than we have ever been.

Senator DURBIN. Nearer than you have ever been, maybe as
many as 4 years away from completion——

Dr. CRAWFORD. That is

Senator DURBIN. That is the worst case scenario, but——

Dr. CRAWFORD. That is the worst case

Senator DURBIN [continuing]. This has been one of the worst
cases so far, so it could certainly end up that way. And I also un-
derstand that in response to letters that I have sent and other ac-
tivity within your agency, that by the end of November, you will
be making your recommendation to Secretary Thompson as to what
action should be taken in general in terms of limiting the sale of
nutritional supplements containing ephedra, is that correct?

Dr. CRAWFORD. That is correct.

Senator DURBIN. Is there anything that you have left out of here
that you want to add into this record so we know what action is
being taken by the FDA to protect American consumers?

Dr. CRAWFORD. We are doing this potency study, evaluating what
the levels are, and we are particularly concerned about the possi-
bility of super-potency. We are continuing our surveillance of a va-
riety of different firms and products that are in the marketplace,
not just ephedra but others that are under DSHEA. So I would say
we have stepped up our efforts overall over the last few months
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and we will have more announcements to make in that regard.
There are some investigations, as you know, including some crimi-
nal investigations that I cannot comment on

Senator DURBIN. And I haven’t asked you about them.

Dr. CRAWFORD. Thank you.

Senator DURBIN. I purposely avoided those because I know that
that would complicate the situation, which I don’t want to do. We
thank you for your testimony.

Dr. CRAWFORD. Thank you.

Senator DURBIN. And let me say that your testimony, in addition
to that earlier this morning, makes it clear to me that DSHEA is
not protecting the American people. We have products that are
being sold in this country today that people believe are safe and
they are not. We have products that are being sold under false pre-
tenses, that they will achieve some medical result, and they cannot.
As a consequence, many people are being deceived in terms of buy-
ing these products and some people are dying as a result of these
products.

The fact that it takes so long for our Federal Government under
this law to even protect the American people, particularly our chil-
dren, is proof positive this law needs to be changed. I do not favor
requiring a prescription for vitamins. That is usually the first line
of attack from people in the industry when you suggest changing
DSHEA.

But I am in favor of establishing standards, which some have
even been acknowledged by the industry, which will provide some
standards in terms of manufacture, in terms of the people that are
sold these drugs, in terms of the dosage, what is a safe dosage, the
representations made as to those dosages, and, going back to Mr.
Davis’s earlier comments, the need for medical supervision when it
comes to some of these nutritional supplements.

All of these things need to be done. All of us have an obligation
to do it. Dr. Crawford, you are new to the job. I can’t blame you
for what came before you and I certainly can’t blame you for
DSHEA. But those of us in positions of responsibility in Congress
h}iwe an obligation to the families across this country to do some-
thing.

I thank you for your testimony today. I will continue to work
with you and Secretary Thompson in the hopes that we can bring
som?1 resolution to this as quickly as possible. Thank you very
much.

This hearing stands adjourned.

[Whereupon, at 3:16 p.m., the Subcommittee was adjourned.]
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Testimony of Kevin Riggins
October 8, 2002

My name is Kevin Riggins and this is my wife Debbie. The young man in the
pictures is our son Sean. On Monday Septeraber 2, 2002, Sean complained of an upset
stomach, headache and general discomfort. He was to have played in a football game
that night, but he sat out due to illness. The following morning my wife took Sean to the
doctor’s office where Sean was diagnosed with bronchitis. He was given Medication and
sent home. That afternoon, Sean began to convulse, and then he stopped breathing. My
wife called 911, and proceeded to administer CPR. When the ambulance arrived she
called me at work at which time I left and drove 40 miles to the hospital. By the time I
arrived my son was gone.

Sean Michael Riggins was born on March 24, 1986 at Minot Air Force Base,
North Dakota where I was stationed. From the beginning Sean was an active child,
always on the move, never wanting to sit still or take naps. He learned to ice skate at an
early age and eventually tried his hand at hockey. Later Sean discovered the martial arts,
Tae Kwon Do in particular, where he achieved the rank of Red/Black Belt. Sean has a
shelf full of martial arts tournament trophies and was once mentioned in the Tae Kwon
Do Times magazine. Later as he got older school sposts dominated his time. Wrestling
and football were his two greatest passions and he excelled at both sports. In the summer
time, his days were usually spent fishing and swimming at the creek, riding his bike and
chasing girls. When he got his driver’s license he took a part-time job at a restaurant to
pay for gas and insurance, and still chased the girls. Sean also liked to go to the YMCA
and box, and lift weights. Our son was a very physical person when it came to work and
play.

Sean was a very healthy young man as well. There were no heart related
problems. Prior to football he had been given a physical and given a clean bill of health.
When the coroner told us that Sean had died of a heart attack, it did not seem possible. 16
year old children in good physical health don’t just up and die of a heart attack. That was
when we found out about ephedrine.

Evidently Sean had been taking a supposed supplement called “Yellow Jackets”
to help enhance his performance. He had taken it on Monday for sure, and as we were to
find out later, he had taken it more than just the one tiie. Through our investigation, we
have found that Sean’s use of ephedrine started during wresting seascn last year. The
Wrestlers would take one or two of these capsules before a meet to” give them an edge.”
During football it was taken during hell week ( double practices} , before games and
before big practices when starting positions were being decided. They also started to
take these products during sleepovers in order to stay awake. These kids were able to go
into a gas station and buy these products right off the shelf. Also about a week after
Sean died, the coaches found an empty bottle of Yellow Jackets on the locker room floor.
Quite likely someone did not learn a lesson from the death of 2 teammate. We have
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found the use of Ephedrine to be altogether too widespread among the young people
today.

Most of the kids today don’t realize the danger of these so called supplements.
Kids tend to think they are invincible; “ that can’t happen to me, those things happen to
other people.” This is the mindset not only of teenagers but of college age students as
well. They are taking these products to stay awake for late night partying and cramming
for exams. This I found out from one of my supervisors at work. His son told him about
ephedrine usage in college. My Son did not take illegal drugs, he did not smoke pot or
cigarettes, in fact, when he found out acouple of his friends were doing some of those
things he would get after them to quit. These kids have no idea that these products have
a very deadly effect.

What I would like to see happen is for these products to.be regulated so that a 16-
-year-old boy or girl cannot go into a gas station or convenient store and purchase them.
If these companies have a problem with restricting access to these products so we don’t
have to bury another child, then they are irresponsible and don’t deserve to be in
business. We hear an awful ot about homeland security these days, and as a patriot and
a veteran, [ completely agree with the need to beef it up. But we are charged to protect
this nation from all enemies foreign and domestic, and companies that endanger the lives
of our young people should be considered enemies and dealt with accordingly. Our kids
are our greatest assets and if we have a chance to protect them then I say we do it no
matter the cost, because no parent should have to go throngh this agony, no school
children should have to file past their friend lying in a box with hands folded, knowing
this is the last image they will have of that person. If I have anything at all to say about
it, it won’t happen again. Help us make this problem go away, regulate these products so
children cannot gain access to them. Thank you.
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Testimony of Debbie Riggins
October 8, 2062

Thank you Mr. Chairman for allowing me to testify here today. There are so
many still unanswered question for us. It is so hard to come to grips with the death of
our son. In what way do these companies differ from drug peddlers? Contract killers?
They are making a product; packaging it; wholesaling it; distributing it; having others sell
it for them so you don’t see their faces; so the common man doesn’t know where to go if
he has a question or needs help. The only difference that I see is how the law is written
or rather no law is in place.

We know that cleaning products are poisonous and can cause physical injury if a
child were to get hold of it. Jt has warning labels. Anyone can buy it. If you giveittoa
minor who doesn’t know any better, chances are good that it will be used in 2 manner not
intended by the manufacturer. Since we know thisis a possibility, they’ve put special
caps on them so that the kids can’t open them. It's the same with other over the counter
medications.

We know that children don’t always make the best decisions and so we shield
them from some things. We don’t allow them to buy cigareites. We don’t allow them to
drink alcohol. But this product can be really dangerous.

This product is just one step away from being dispensed from a candy machine
next to the Lyons Club Mints. It comes in its snazzy package looking like colorful
candy. Itisn’texpensive, so children can buy it with their pocket-money.

We need to take actjon fo see that children can’t access such deadly candy.
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Testimony of
Charles Fricke
Logan County Coroner

Before the
U.S. Senate Subcommittee on Oversight of Government Management,
Restructuring, and the District of Columbia

Good morning, Mr. Chairman, my name is Chuck Fricke. Thank you for the opportunity
to testify before the subcommittee. I am the coroner for Logan County, Illinois and will be
testifying regarding the death of Sean Riggins.

It is my determination that the cause of death of Sean Riggins was Acute myocardial
infarction. The autopsy revealed a mildly enlarged (410 gram) heart with diffuse softening and
mottling of the myocardium. Histologic examination of the heart revealed a dense infiltrate of
neutrophils in the myocardium infarction. The coronary arteries arose normally from the aorta,
followed a usual course on the surface of the heart, but were of relatively small caliber. No
atherosclerosis, thrombus, or other fixed stenosis was in any coronary artery.

Other notable finding at autopsy included an enlarged, congested spleen, fatty change of
the liver, small incidental fibrous nodules at the periphery of the lungs, minor abrasions of the
right knee and left elbow, and contusions of the left leg.

Toxicology testing revealed lidocaine in the blood, most likely related to cardio-
pulmonary resuscitation. No other drugs/ medications were detected in the blood. Toxicology
testing of the urine revealed metoclopramide (Reglan), pseudoephedrine and/or ephedrine, and
benzyl alcohol. The Reglan detected is consistent with his history of receiving this medication at
his doctors office the day he died. The laboratory that performed the testing could not
differentiate between pseudoephedrine (a drug found in several over the counter cold and allergy
preparations) and ephedrine (a component in several dietary supplements, including “Yellow
Jackets”). Benzyl alcohol is a commonly used antibacterial agent in several pharmaceutical
preparations. Ephedra alkaloids, including ephedrine, have significant physiologic effects on the
cardiovascular system. These effects include elevation of blood pressure and cardiac stimulation.
A variety of deaths has been attributed to the effects of ephedrine and includes cases of acute
myocardial infarction, likely due to its vasoconstrictive properties.

It is our opinion that the acute myocardial infarct in this individual is consistent with the
effects of ephedrine. No other anatomic/structural abnormality of the coronary arteries sufficient
to cause myocardial infarction was identified at autopsy. There were no atherosclerotic plagues
or acute thrombosis in the coronary arteries. No other drugs, such as cocaine, which may have
caused vasospasm of the coronary arteries, were detected in the blood or urine. While we cannot
definitively state that ephedrine was detected in the urine (as opposed to pseudoephedrine), this is
most likely the case given his history of using “Yellow Jackets” and lack of a reported history the
decedent was using preparations containing pseudoephedrine (and lacking ephedrine).
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In response to your question asking me of any knowledge of Sean Riggins having a heart
condition I found no available information Sean Riggins had prior heart problems. This finding
is based on a medical report courtesy of his family physician.

Based on the autopsy there were no other signs as to the cause of death other than
ephedrine. This conclusion is related to by the research by city detectives, the school nurse, and
Mr. and Mrs. Riggins. This can also be seen from the chemistry results for LD and CK-specific
to the heart and liver. CK is the common name for Creaatinine kinase an enzyme release from
damaged muscle tissue. A high CK can mean a cardiac event but running a marathon will also
increase you CK’s. CK is released from damaged cardiac muscle but also from other muscles. A
normal level according to the emergency room doctors at Abraham Lincoln Memorial Hospital is
anywhere from thirty-eight to one hundred seventy four. Sean Riggins had a CK level of 3500!
LD in the liver has a normal range of ninety-one to one hundred and eighty. Sean Riggins had a
LD level of 785. His Troponin (enzyme specific to heart muscle) was 100—normal is 1 or 2;
heart attack is 4-5. This (Troponin) is a better marker than CK.

The cause of death was consistent with the physiological effects of ephedrine, including
its vaso-constrictive properties. The pathologist stated, “We can not definitely state that
ephedrine was detected in the urine (as opposed to pseudoephedrine).” Follow up and reports
from family, detectives, teammates and the school nurse place Yellow Jacket’s in Sean’s hands.
If this is a smoking gun or not, the product was there at sometime.

Yellow Jacket’s and ephedra was not something I had seen prior to Sean Riggins’ death.
My research into Yellow Jacket’s began when the Lincoln High School nurse, Diane Stephenson
made me aware of the students usage. I notified the Lincoln City detectives, John Bunner and
Michael Harberts of what I thought to be an illegal drug. Both detectives went to the high school
and reuested an interview with the principal, superintendent, and football coach. I drove to the
nearest gas station and purchased my own Yellow Jacket’s and Stackers. The label identified it
as a diet supplement and High energizer containing twenty-five miligrams ephedra and three
hundred miligrams of caffeine. Combien this with drinking Mountain Dew or Code Red and it
would only enhance the caffeine level. Finding out that Sean had not been feeling well and had
been vomiting leading to dehydration with little or no food would again enhance the ephedrine as
well. The interview with several teammates confirmed that the usage on the team was prevalent
and went back to 2001 wrestling team. As the days past after Sean’s funeral the students became
silent or not wanting to go on record as they feared talking with authorities might lead to blame
or arrests. Assurances to the contrary was unsuccessful. I began a dialogue with the parents
which they informed me that some of Sean’s teammates confided in them when they came to the
house. Those stories can best be expressed by them. With the help of the school nurse and a
friend of Sean’s several students wrote letters confirming their experiences or their parents with
Ephedra. Several women at the Lincoln Recreational Center confided they took Yellow Jacket’s
for weight loss and for energy prior to a tread mill exercise. They would also describe the
websites and their finding as they searched the Internet.
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Since the manufacturers label stated that sales to a minor were prohibited I asked the
detectives if they would go to the distributors and request how they enforced sales. They
discussed this first with the Logan County States Attorney’s office and was informed that the
warning was merely the manufacturers and not a state law. He concluded that even a twelve-
year-old could purchase them. Most places keep them at the cash register stand and have never
requested an age limit. Only in Mt. Pulaski, Illinois, ten miles from Lincoln, Illinois, does the
attendant at the local Market Place gas station require you to be 18 years of age. When
questioned why she does it, her answer was that she had used Yellow Jacket’s in college prior to
going out partying and understood the possible harmful effects ephedra can cause.

W.AN.D. T.V. in Decatur, Illinois is doing a survey about the public’s use of ephedra.
They have had numerous calls and will share their results as of Tuesday, October 8, 2002 with
me. Decatur, Illinois” Herald and Review’s article of October 3, 2002 is asking questions why
the NCAA, NFL, Olympic athletes, Canada, and other sports organizations ban Ephedra use and
yet a twelve year old in Lincoln, Illinois can purchase it over the counter without being tested in
the local schools? As of Tuesday, October 8, 250 calls have been received, with 2 to 1 against
ephedra and for legislation.

['have learned much about Ephedra. I've learned like any other lesson in life that if you
don’t understand it, if the possibilities exist that something may be harmful to you, you shouldn’t
risk taking it until a more educated and gifted individual in authority test it first. In this case our
youth are trusting men and women in the proper authorities that if you have it so readily available
over the it must be safe. I have serious questions about this.

This product is easily acquired as twelve year olds can walk into a gas station and
purchase it right off the shelf. Mr. Chairman, this concludes my statement, thank you for the
opportunity to testify. I would be happy to answer any questions you and the members of the
Subcommittee may have.
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Written Statement of David W. Brown
President and Chief Executive Officer
Metabolife International, Inc.

Before the Committee on Governmental Affairs
Subcommittee on Oversight of Government Management,
Restructuring, and the District of Columbia
United States Senate
October 8, 2002

Mr. Chairman and members of the Subcommittee, thank vou for the opportunity to submit this
written statement. I am the President and Chief Executive Officer of Metabolife International, Inc.
(“Metabolife”), which markets the nation’s leading weight control dietary supplement -- called
Metabolife 356®. I would like to take this opportunity to emphasize that my company strongly
believes in the science supporting the safety and efficacy of dietary supplements that contain
ephedra when used as directed, and also strongly believes that the Food and Drug Administration
(“FDA”) should issue a science-based regulation (consistent with laws and regulations issued in a
number of states) that ensures that ephedra supplements are manufactared and matketed
appropriately by all members of the dietary supplement industry.

At the outset, I wish to recognize the Ranking Minority Member of the Subcommittee, Sen.
Voinovich, for his role in the Chio law, which he signed as Governor. Ohio led the nation as its law
provided the first comprehensive set of rules for ephedra-based supplements. The Ohio law
protects pubic health and preserves the rights of consumers who use these supplements responsibly.
Hawaii, Michigan, Nebraska, and Washington have followed Ohio with similar rules (and the
Council of State Governments has also issued similar model legislation). As you know, a proposed
rule to regulate ephedra-based supplements has been pending at the FDA for the last five years. We
believe the American people would be well served if the agency promulgates a rule modeled after the
Ohio law.

To date, we are aware of over 30 reports and studies (See Attachment A, which contains citations to
representative reports and studies) supporting the safety/efficacy of products that contain ephedrine
alkaloids - and we believe Metabolife 356® offers consumers a safe, effective way to satisfy their
weight-loss objectives.

A recent report (September, 2002) issued by the Federal Trade Commission indicates that the
majority of adults in the United States are overweight or obese, and that even the loss of a small
amount of weight can prevent and improve many of the medical problems associated with weight
gain. The FTC indicated that approximately 61% of U.S. adults are overweight or obese — and that
overweight and obesity constitute the second leading cause of preventable death, after smoking, in
the United States — resulting in an estimated 300,000 deaths per year.

We at Metabolife are proud that we are helping adult Americans address the important issue of
weight Joss. Consumers throughout the United States use ephedra dietary supplements as a safe,
inexpensive, and effective manner in which to support weight loss, and leading obesity experts have
publicly supported the use of these products. In fact, over the last five years, Metabolife has sold
over 4.5 billion tablets, or approximately 50 million bottles, of Metabolife 356®.
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Although we strongly believe in the safety and efficacy of our products, we are obviously quite
sensitive to the concerns that have been expressed regarding the proper marketng and use of dietary
supplements contatning ephedra. We at Metabolife have been frustrated, however, that the
favorable clinical research has been consistently ignored due to the inappropriate legitimacy placed
upon anecdotal consumer call records. The General Accounting Office (“GAQO”) reviewed the
“adverse event reports” that the Food and Drug Administration received from consumers, and
determined that the reports were unreliable, inconsistent, and could not be used to determine
causation. We believe the same logic would apply with regard to Metabolife’s anecdotal call
records.

The fundamental point is that anecdotal consumer call records cannot and should not substitute for
well-controlled scientific studies. In the year 2000, the American Association of Poison Control
Centers (“AAPCC”) received thousands of reports on health problems associated with aspirin,
acetaminophen, and ibuprofen. For example, it is our understanding that in that single year there
were over 16,000 reports to the AAPCC involving aspirin, with over 5,000 reports of health
problems and over 50 reports of death, over 56,000 reports involving acetaminophen, with over
9,000 reports of health problems and over 90 reports of death, and over 57,000 reports involving
ibuprofen, with over 7,000 reports of health problems and over 4 deaths. These data do not suggest
any problems with the above products when taken as directed, and do not demonstrate causation.
There is no reason to evaluate dietary supplements that contain ephedra any differendy.

There should be no doubt that we strongly believe that propetly manufactured dietary supplements
that contain ephedra are safe when taken as directed on Metabolife’s label. To our knowledge,
there is not a single well-controlled clinical study that demonstrates that ephedra supplements are
unsafe when taken as directed. In addition to the numerous, well-controlled clinical studies that
support product safety, many other common-sense facts have been generally ignored in the
controversy surrounding ephedra.

First, ephedra contains natural ephedrine alkaloids — and the FDA itself has approved the use of
ephedrine in over-the-counter (“OTC”) drug products (for asthma) without time limitation at daily
dosages 50% higher than that contained in Metabolife 356®. Commonly used OTC drugs contain
synthetic ephedrine, and the FDA has indicated that synthetic ephedzine is “generally recognized as
safe and effective” at dosages of up to 150 mg/day. Consumers have been safely taking these
asthma drug products throughout the past century, and still take these products today. Metabolife
356®, on the other hand, provides a maximum serving limit of 96 mg of ephedrine alkaloids per
day.

Second, consumers have been taking drug products that contain synthetic ephedrine alkaloids along
with caffeine throughout the past century, and continue to do so today. It has been reported that an
average 16 ounce cup of coffee contains 300 mg of caffeine. Consumers with asthma have been
safely ingesting coffee, along with ephedtine remedies, for years. Metabolife 356® contains
approximately 40 mg of caffeine per tablet, and provides a maximum setving of 320 mg of caffeine
per day.

Third, with millions of consumers ingesting any product, it is obvious that some of these consumers
will experience health problems that occur widely in the general population. The FDA and HHS —
supported by the GAO — have acknowledged that the existence of such anecdotal reports does not
demonstrate a cause-and-effect relationship. With regard to ephedra, on June 14, 2002, Secretary
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Thompson indicated, in a letter to Public Citizen, that “the FDA has advised me that the types of
observed outcomes reported in relationship to the ingestion of ephedrine atkaloids are not
uncommon in the general population, and therefore the reports alone do not provide a scientfic
basis for assessing the safety of ephedrine alkaloids or establish 2 link between the reported adverse
events and the ingestion of ephedrine alkaloids.”

Fourth, contrary to what is repeated in news stories around the country, Metabolife has not released
14,700 “adverse event reports” to the FDA. Rather, we released anecdotal consumer call records
that do not demonstrate causation, ate inconsistent with the favorable background science, and are
generally consistent with background levels of health problems in the population. Until the FDA
defines the term “adverse event report” for the dietary supplement industry, we believe the term is
inappropriate and should not be utilized.

Fifth, ingestion of ephedrine and caffeine for weight-loss purposes is not a new phenomenon. In
Denmark, for example, consumers have safely used a weight-loss product (regulated as a drug under
the Danish regulatory system) containing synthetic ephedrine and caffeine for the past 12 years.

The above common-sense facts, in conjunction with numerous well-controlled clinical studies, leads
us to conclude that Metabolife 356® is safe when taken as directed on the product label. In fact, as
pazt of its ongoing commitment to provide high-quality products to consumers, Metabolife has
been: (1) actively monitoring the science surrounding ephedra and caffeine combinations, (2)
committing to support the Department of Health and Human Services (“HHS”) and the National
Institutes of Health (“NTH”) in their efforts to further research ephedra, (3) implementing quality
assurance procedures (such as voluntary batch testing of each lot of product produced to ensure
consistency with label claims) that far exceed those required by the FDA for dietary supplements, (4)
taking affirmative steps to communicate that ephedra products are not for everyone and by
informing consumers regarding propet use and stating that individuals with certain pre-existing
conditions should consult a health practitioner prior to product use, and (5) actively pursuing
stringent, science-based ephedra legislation, or regulation, to require all ephedra products to be
marketed and manufactured responsibly and taken as directed.

Metabolife is aware of over 30 reports and studies supporting the safety/efficacy of products that
contain ephedrine alkaloids (See Attachment A). Those studies include the recent
Harvard/Columbia trial, a well-controlled, six-month study of 167 mildly to severely overweight
adults. That trial found that the herbal combination produced only mild side effects, when
compared to placebo, and that the data was consistent with the known mechanisms of action of
ephedrine and caffeine and the large number of studies conducted on synthetic ephedrine and
caffeine. The study aiso demonstrated that the ephedra/caffeine combination was more effective
than placebo in reducing body weight, body fat, and waist and hip circumference -- subjects in the
ephedra/caffeine group lost an average of 11.7 pounds (5.3 kg) duting the study, compared to an
average of 5.7 pounds (2.6 kg) in the placebo group. (Se¢ Attachment B).

The scientific evidence, including the clinical trials and a comprehensive safety review conducted by
Cantox Health Sciences International, supports the conclusion that propetly manufactured ephedra
dietary supplements are safe when taken as ditected on Metabolife’s label. Indeed, ephedra has been
consumed safely worldwide for over 5,000 years. Moreover, as noted, FDA has previously found
that synthetic ephedrine is “generally recognized as safe and effective” at dosages of 150 mg/day in
over-the-counter (“OTC”) drugs, such as asthma remedies, without time limitation.
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Metabolife believes in ephedra’s existing safety record. Moreover, Metabolife supports HHS’s
funding of the RAND Corporation to conduct a comprehensive review of the existing science on
ephedra, and NIH for its intent to use the RAND study as 2 guide to expand research efforts on
ephedra. To assist the government in these efforts, Metabolife has publicly committed to
supporting, financially and otherwise, and urging others in the industry to support, a blue ribbon
commission established by HHS or NIH to supervise one or more further long-term clinical studies
of the safety and efficacy of ephedra/caffeine combinations for weight control.

In addition, Metabolife has taken proactive steps to ensure that Metabolife 356® actually contains
what the label claims it contains. Despite the fact that Good Manufacturing Practices (“GMPs”) for
dietary supplements have yet to be issued, Metabolife has implemented quality control procedures,
such as batch-testing, that exceed the GMPs for food. Metabolife’s labeling also clearly states that
the product should not be sold to minors; it recommends serving limits consistent with the levels
that scientific studies have shown to be safe; and it has a stringent warning statement to advise
people with certain pre-existing medical conditions against taking the product without consulting a
health care professional. Moreover, Metabolife has committed, in its August 15, 2002, letter to
Secretary Thompson, to prepate to lead an industry-wide consumer information campaign to warn
against abuses of ephedra products, especially by young athletes and minors, and to urge all
consumers to read the label carefully.

Unfortunately, although it is our understanding that many companies market products responsibly,
ephedra supplements have been promoted to individuals, including minors, as street drug
alternatives under such brand names as Herba/ Ecstacy, Black Beauties, Yellow Jackets, Herbal Coke, Magic
Mushroonss, and Clond 9. We believe marketing dietary supplements as altetnatives to “street drugs,”
or in ways that encourage abuse, is unacceptable. We call on the regulatory authorities to stop this
outrageous conduct, and bring enforcement actions against such companies immediately. We also
support the FDA for its recent actions against companies that sell dietary supplements that contain
synthetic ephedrine alkaloids.

Because ephedra supplements are not for everyone, we strongly support a science-based, FDA
regulation that would place limits on promotional claims, mandate serving limits, and generally
require companies to act responsibly when manufacturing and selling their products. Accordingly,
Metabolife has been advocating stringent, science-based ephedra legislation, or regulation, to require
all ephedra products to be matketed and manufactured responsibly and taken as directed.
Metabolife’s proposal includes the following provisions:

. Ban on Illicit Drug Claims ~ Metabolife’s proposal includes a prohibition on the
promotion of ephedra products as alternatives to illicit drugs.

. Ban on Sale to Minors — Metabolife’s proposal prohibits the sale of food and dietary
supplements containing ephedra to individuals under the age of 18.

. Ban on Synthetic Ephedrine Alkaloids — Metabolife’s proposal prohibits the sale of food
and dietary supplements containing synthetic ephedrine alkaloids.
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Mandatory GMPs — Metabolife’s proposal requires FDA to expedite GMPs for dietary
supplements, and it requires manufacturers of ephedra dietary supplements to implement
quality assurance programs, such as the batch-testing program already used by Metabolife, to
ensure that ephedra products contain what they claim to contain.

Strict Labeling Statements ~Metabolife’s proposal includes a strict warning statement
providing that individuals with pre-existing medical conditions, such as heart or thyroid
disease, should consult a physician or licensed qualified health care practitioner prior to
product use.

Strict Science-Based Serving Limits — Metabolife’s proposal requires serving limits (up to
25 mg/serving and up to 100 mg/day) that are consistent with the results of a number of
studies, including the Harvard/Columbia trial. There is an emerging science-based
consensus that these limits are safe among an increasing number of states (including Hawai,
Michigan, Nebraska, Ohio, and Washington). These states have already adopted ephedra
legislation or regulations that incorporate these limits.

Mandatory Manufacturer Reporting to the FDA — Metabolife supports mandatory
industry-wide reporting to the FDA. In fact, to out knowledge Metabolife is the first and
only dietary supplement company to voluntarily provide its consumer call records to the
FDA.

Full Disclosure on Product Label -- Metabolife’s proposal requires the labels on food and
dietary supplements containing ephedra to disclose: (1) the amount of ephedra in each
serving (and the amount of product that constitutes a serving), (2) that taking more of the
product than recommended (or taking it at greater frequencies) may increase the risk of
negative health experiences, and (3) that the maximum recommended daily dose of ephedra
is 100 mg.

Consumer-Friendly Reporting — Metabolife’s proposal would require labels on food and
dietary supplements containing ephedra to list a toll free number for consumer inquiries that
is maintained by the manufacturer, distributor, retailer, or third-party. Alternatively, we
supportt listing the FDA MedWatch number on product labels.

Finally, we at Metabolife would like to question whether it is good policy for the government to
criticize a company for: (1) providing consumers with access to a voluntary help-line; and (2)
voluntarily maintaining consumer call records. In establishing a voluntary help-line and maintaining
these records, we engaged in unprecedented supportive actions for a dietary supplement company.
We question whether any FDA-regulated company will ever again voluntarily maintain a help-line
and maintain consumer records based upon the reaction we have received.

We thank you again for the opportunity to provide this information. Metabolife will continue to
provide you and others with information like this that is based upon the best information available

to us.
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Herbal ephedra/caffeine for weight loss: a 6-month
randomized safety and efficacy trial
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*New York Obesity Research Center, St Luke’s-Roosevelt Hospital and Commbxa University, New York, USA; *Beth Israel-Deaconess
Medical Center, Harvard Medical School, Basron, Massachusetts, USA; *Beth Israel Medical Center, New York, USA; 3Cigna Health
Care, Los Angeles, California, USA; and SVanderbilt University Medical Center, Nashville, Tennessee, USA

OBJECTIVE: To examine long-term safety and efficacy for weight loss of an herbal Ma Huang and Kela nut supplement
(90/192 mg/day ephedrine alkaloids/caffeine).

DESIGN: Six-month randomized, double-blind placebo controlied trial,

SUBJECTS: A total of 167 subjects (body mass index (BMI) 31.8::4.1kg/m? randomized to placebo (n=84) or herbal
treatment (n=83) at two outpatient weight control research units.

MEASUREMENTS: Primary outcome measurements were changes in blood pressure, heart function and body weight.
Secondary variables inciuded body composition and

RESULTS: By last observation caried forward analysis, herbal vs placebo treatment decreased body weight («~ 5350 v
-~ 264 3.2kg, P<0.001), body fat (~ 4.3£3.3 y5 ~ 2.7+ 2.8kg, P=0.020) and LDL-cholestero! { — &= 20 vs 017 mg/d},
P=0.013), and increased HDL-cholesterol {+2.7::5.7 v« 0.326.7mg/dl, P=0.004), Herbal treatment produced small
changes in biood pressure variables (+3 to — SmmHg, P<0.03), and increased heart rate (49 vs ~ 329 bpm, P<0.007),
but cardiac ardhythmias were not increased (P> 0.05). By self-report, dry mouth (P < 0.01), heartbumn (P < 0.05), and insomnia
{P < 0.01) were increased and diarrhea decreased (P < 0.05). irritability, nausea, chest pain and paipitations did not differ, nor
did nusmbers of subjects who withdrew,

CONCLUSION: in this €-month placebe-controlied trial, herbal ephedra/caffeine (907192 mg/day) promoted body weight and
body fat reduction and improved blood lipids without significant adverse events,

International Jounal of Obesity (2002) 26, 593~604, DO 10,1038/5j/5j0/0802023

Keywords: Ma Huang; Kola nut; ephedrine; ephedra alkaloids; obesity; weight loss; dlinical trial; herbal medicine; alternative
medicine

Introduction dietary supplements containing ephedra, with three billion

Since passage of the Dietary Supplement Health and Educa-
tion Act (DSHEA) by Congress in 1994, classifying herbal
compounds as ‘dietary supplements’, marketing of such

servings reportedly sold* and approximately 12 million indi-
viduals estimated to be using such products in 1999.2 While
the consequence of DSHEA is that the Food and Drug

products in the USA has $ales are d to
have risen from $9.8 billion I 1995 to 514.7 billion in
1999, A large portion of that market is devoted to herbal

*Correspondence: CN Boozer, New York Obesity Research Center, WH
1629, 5t Luke's-Roosevelt Hospital Center, 1111 Amsterdam Avenue, New
York, NY 10025, USA.

E-mail; enk?@columbla.edu

'Current address: World Health O Geneva,

Administration (FDA) does not regulate the sales of these
products, the FDA does collect anecdotal repons of adverse
events and these reports have raised concemns about the
safety of ephedra products by the FDA® and the media "**
A major reason for use of ephedra-containing herbal
preducts is body weight reduction. Questions of safety and
efficacy are central issues for any agent used for human
weight control. Ephedrine, the primary active ingredient of
herbal ephedsz, has been well studied both alone, and in

Received 26 October 2001; revised & February 2002;
accepted 11 February 2002

combination with caffeine. Placebo-controlled studies have
demonstrated that ephedrine, particuiarly in combination
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with caffeine, is effective in promoting weight Joss without
increasing serous adverse events™® and the combination is
used for that purpose in Europe.'® Despite this literature for
synthetic ephedrine, the lack of data demonstrating similar
effects for herbal ephedra has contributed to questions of
both its safety and efficacy.?

Two clinical trials demonstrating efficacy of herbal ephe-
«ra combinations for reduction of body weight and fat have
been completed.}™' Both studies, howsver, were only 8
weeks in duration, thus limiting conclusions abowt longer-
term safety. The purpose of the present & month study wasto
provide objective assessment of safety and efficacy for
weight-loss of 3 herbal dietary supplement containing Ma
Huang herbal ephedra and Kola nut (as sousces of ephedrine

ids and ‘While the h of the present
investigation was on the detailed monitoring of blood pres-
sure, heart rate and disthythmias during the acute phase of
treatment, this study is alse the frst reported long-term,
clinical gial of & herbal § ik i

Subjects

Subjects, d by in local pap
and flyers, were interviewed by telephone. Eligibility require-
meats included age between 18 and 80y and body mass
index (BMI) 225 and <4Dkg/m? Subjects were recruited
without regard to racial or ethnic background. Smokers were
not excluded, nor were diabetics with reasonable control
{hemoglobin AIC <7.8%) who did not take insulin or oral
diabetic medication. Subjects were excluded if they were not
otherwise healthy, were pregnamt Or mursing, had recently
Tost weight or participated in other diet or drug studies, or if
they reported consumption of > 500mg/day caffeine {see
Appendix I for complete list of exclusions).

For inclusion in the study, subjects were required to
successfully pass a medical screening by a study physician.
This included medical history and symptom evaluations, 3
physical examination that included measurement of height
and weight, sitting blood pressure and pulse rate, an EKG

P

alkaloids and caffeine in combination.

Methods
Study design
The study was a prospective, two-arm, &-month, rando-
mized, double-blind, placebo-controlled, ¢linical safety and
efficacy trial conducted at two sites (New York and Boston).
Efficacy was assessed by measuring changes in body weight,
body fat and waist and hip circumferences. Safety was
assessed by changes in ular para-
meters, blood chemt: Hiver }frep d symp-
toms and reasons for withdrawal from the study.
of equal bers of subjects to placebo or
herbal groups was achieved using a random number table,
‘with block sizes varying between two and eight. A stavistician
not involved in the study produced separate randomization
codes for the two sites. Scaled copies of these codes were

' provided to the investigators for emergency identification.

Qtherwise, codes remained sealed until completion of the
study, when another statistician, who was not involved in
canrying out the study, was provided with the code and the
data for analysis.

Statistical analyses were designed on an ‘intention-to-
treat’ basis to achieve a statistical power of 0.90 and a 0.05
type § erfor for a two-sided test. Power cal 1§ werg

and a § including blood test and urine
toxicology screen. Subjects were not included if blood pres-
sure was > 140/90 or if values from laboratory tests were
outside normal ranges. Screening also included 24b mea-
surement of blood pressure by ambulatory biood pressure

“monitor (ABPM} and heart thythm by Holter monitor, Sub-

jects were exciuded if detected hyp
(defined as mean 24h systolic BP 2 139mmHg or mean
24h diastolic BP 287 mmHg) or significant ventricular
ectopy (including > 1000 premature beats/24h, 'R on T’
phenomenon, torsades de pointes, or QT interval prolonga.
tion; yuns of supraventdcular tachycardia > 1min, Or new
onset atrial fbrillation; or presence of any other clinically
594t thythm dist e). Holter data and EKGs of
subjects with multiform or multifocal ventricular events
{MFVE} were reviewed by the study cardiologist prior to
admission. Those without evidence of other significant car-
diac disease were allowed to enroll in the study.

Following successful medical screening, subjects returned
withinn 1~4 weeks for a baseline evaluation that included
repeat mrasurements of height, weight, siting blood pres-
sure and heart rate as well as measurement of walst and hip
circumferences and body fat. The symptom questionnaire
was again completed and ABPM and Holter monitors wom
fora second 24 h period. Subjects who did not fall into any of
the exclusion categories after these baseline measures were
d to either placebo or the herbal preparation (Ma

primarily concerned with the possibility of adverse effects
during the acute phase of the study (weeks 1-4). Using a
two-sample t-test, a minimum of 66 subjects in each group
would have been sufficient to detect a difference of

Huang/Kola nut).

Treatment

4.1mmHEg systolic blood pressure {s.d.=7.23), a
of 4.6 mmHg diastolic blood pressure (s.4.=6.0), and also a
difference in heart fate of 6bpm (1.4, = 10.36). The study was
approved by the Institutional Review Boards of St Luke's-
Rovsevelt Hospital Center in New York and Beth Israel
Deaconess Medical Center in Boston and all subjects gave
written consent prior to participation.

interational journai of Obesity

At zati subjects were counseled to eat normally,
but limit intake of dietary fat 1> 30% of calories and 1o

. exercise moderately (eg walkin | $0min/day, three times a

week), Handouts on good eath yp habits and a progressive
walking/exercise program were pmvided. Active and placebo
tablets were supplied in opaque white plastic bottles contatns
ing a known number of tablets. Subjects were directed 10 take



two tablets, 30 min before each meal, three times a day (six
tablets per day, the maximum amount recommended
on most ephedra-containing commercial products) and
to return unused pilis, which were counted to determine
adherence.

The active preparation was a herbal mixture {(provided by
Science, Toxicology and Technology, San Francisco, CA,
USA) containing Ma Huang (NutraTech In¢, Gardena, CA,
USA) and Kola nut (Ashiand Distribution Corp, Santa Anna,
CA, USA) as the only active ingredients. Each tablet was
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urine screens (see Appendix Il for list of tests) were per-
formed by Diagnostic Laboratories, Vanderbilt University
Medical Center, Nashvilie, TN, USA.

Data from Holter and ABPM monitors were analyzed by
Space Laboratories (Seattle, OR, USA), with follow-up evalua-
tions as required by the study cardiologist. EKGs of the NY
subjects were evaluated for four intervals (RBR, P-R, QT
QRS), QRS amplitude and cardiac thythm.

Three independent laboratories (Alpha Chemical and
Biomedical Laboratories, Petaluma, CA, USA; Industrial

specified to contain 15mg of total ep loids and
32mg of caffeine per tablet, for a total daily amount of
ephedrine alkaloids and caffeine of 90 and 192mg, respec-
tively. The placebo was an identical appearing tablet contain-
ing inert ingredients. Certificates of analyses for ephedrine
alkaloid and caffeine content provided to the supplier were
validated by the investigators.

During the initial month of treatment, subjects returned
weekly to pick up pills, review dietary and exercise advice,

the ol questi i and have weight,
sitting biood pressure and pulse rate measured. At weeks 1,
2 and 4, ABPM and Holter monitors were worn for additional
24 h periods. At the end of the first month, another blood
sample was taken for assessment of ALT, creatinine and HCG
(in women of child-bearing age).

During the subsequent 20 weeks, subjects returned every 4
weeks for a 30min visit. The symptom questionnaire was
completed, and a brief dietary and symptom review and
physical evaluation by the study coordinator inciuding
weight, sitting blood pressure and heart rate was taken.
Blood was taken for ALT, creatinine and HCG (in women
of child-bearing age) at each of these visits,

At week 12 and 24 (final) visits, additional fasting biocod
samples were taken, EKGs recorded, and measurements of
waist and hip circumferences and body fat content repeated.

Measurements
Medical and nutrition history and self-reported symptoms
were evaluated by questionnaires designed by the investiga-
tors (PAD & TM) for this study. Height was measured to the
nearest 0.5cm by stadiometer (Holtain, Crosswell, Wales,
UK). Body weight was measured to the nearest 0.1 kg using
a digital scale (NY site: Weight Tronix, New York, USA;
Boston site: Detecto-Medic, Detecto Scales Inc, Brooklyn,
NY, USAJ. Trained personnel measured waist and hip circum-
ferences at standard anatomical locations.!* Total body fat
was assessed by bioimpedance (Tanita Inc: TBF 310, Arling-
ton Heights, IL, USA). Siri’s two-compartment model was
used to convert measured body density to fat.!4

Blood studies included serum glucose and lipids (choles-
terol and triglycerides), liver and renal function tests {crea-
tinine, ALT and AST), TSH, standard electrolytes, a complete
blood count (NY site: Quest Diagnostic Laboratory, Teter-
boro, NJ, USA; Boston site: Veterans Admistration North
Texas Health Care System, Dallas, TX, USA). Toxicologic

1 ies Company Inc, Denver, CO, USA; and San
Rafael Chemical Services, Salt Lake City, UT, USA) analyzed
samples of active and placebo tablets by high pressure liquid
chromatography (HPLC) for ephedrine, total ephedrine
alkaloids and caffeine.

Statistical methods

Values are presented in the text and tables as meanZ
standard deviation (s.d.) and in the figures as means%t
standard errors (s.e.). The tables show statistical comparisons
between the groups by the ‘last observation carried forward’
{LOCF) method for dealing with missing data. Values for
subjects who dropped out after the acute phase (week 4) were
carried forward to each subsequent time point in the trial.
Figures present analyses of only data that was actually avail-
able for subjects at each time point, with no values carried
forward for subjects who dropped .out.

Effect of treatment on weight, body fat, waist and hip
circumferences, sitting blood pressure, heart rate and blood
chemistries were assessed by using a repeated measures
ANOVA test for group by time interaction, followed by
pair-wise f-tests. Repeated categorical data (eg cardiac
arthythmias) were analyzed using a weighted least squares
model (WLS)** followed by pair-wise chi-square tests, where
passible. Reasons for withdrawal in each group were com-
pared using chi-square tests. All analyses were conducted
using a two-tailed 0.05 alpha level.

Resuits

Subject disposition

Of 284 subjects who appeared eligible by telephone screen,
167 were tandomized (83 to ephedra/caffeine and 84 to
placebo; Figure 1). Of those not randomized, most either
chose not to participate {45) or were ineligible due to viola-
tions of protocol inclusion requirements (15) or non-com-
pliance with protocol requirements (8). Thirty-one were
ineligible for medical reasons that were exclusionary for
the protocol.

During the first 4 weeks of the study, the acute phase, 17
(20%) randomized subjects withdrew from each group, with
66 remaining in the herbal group and 67 remaining in the
placebo group. During the remaining 5 months of the study,
there were 20 (24%) withdrawals from the herbal group and
26 (31%) from the placebo group.

598
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167

Randomized

84 Recsived Placebo ]

| 83 Received Ephedra and Caffcine

67 Remaining at w
d of acute phase

66 Remaining at week 4

¢nd of acute phase

41 Completed
Triat

l

46 Completed
Trial

Figure 1 Dispasition of ali subjects recruited for the study.

physical ch of i}

Subjects in the two treatment groups (P, placebo: H, herbal)
did not differ (P>0.05) Initially in age (46.0%12.2
(meanz%s.d.); 44.5£12.4y), body weight (88.1+14.8;
87.9+13.9kg), or BMI (31.7:4.0; 31.84.4kg/m% Table
1). Distributions of gender and self-identified race were also
not significantly different between groups (P, 86% female; H,
78% female; (P, 70% Caucasian, 15% African-American and
7% Hispanic; H, 69% Caucasian, 11% African-American and
12% Hispanic).

Herbal analysis

Independent laboratory HPLC analysis detected, per placebo
tablet, less than 0.3mg (range, non-detectable to <0.3mg)
each of caffeine and total ephedrine alkaloids and, per herbal

Table ¥ Baseline characteristics of all randomized subjects

Characteristic Placebo (n=84) Herbal (n = 83)
Gender

Men (n (%)) 12 (14%) 18 (22%)

Women (1 (%)) 72 (86%) €5 (78%)
Race (n (%))

Caucasian 59 (70%) 57 (69%)

African-American 13 (15%) 9 (11%)

Hispanic 6 (7%) 10 (12%)

Indian, Asian, Gther 5 (6%) 6 (7%)

X&5.d. Xsd.

Age () 46.0112.2 4455124
Weight (kg) 88.1%14.8 87.5£13.8
Body mass index (kg/m?) 317240 31.8+4.4

Race was by self-identification. One subject in each group did not identify
race.

Interational Journal of Obesity

tablet, 32.7+1.5mg caffeine and 14.4+ 1.6 mg total ephe-
drine alkaloids.

Adherence

Adherence, calculated as the percentage of pills not returned
by the subject relative to the number of pills supplied, did
not differ between groups (P, 90+ 11%; H, 89+ 10%).

Treatment effects

Body weight and body compositien. Results of LOCF ana-
iyses of physical values are shown in Table 2. Both treatment
groups lost significant (P <0.001) amounts of body weight
and body fat over the 6 months of the study. Losses in the
herbal group, however, were greater than in the placebo for
both body weight (H, —35.3£5.0; P —Z2.6%3.2kg
P <0.001) and body fat (H, —4.3%3.3kg, b, —2.7+2.8kg,
P=0.020).

Both groups also had significant decreases in waist (P,
—2+6cm, P=0.004 and H, — 6+5cm, P<0.001) and hip
circumferences (P, —4=+4cm, P<0.001 and H, -6%£S,
P <0.001), but again these changes were significantly greater
in the herbal vs the placebo group for both waist (P=0.005)
and hip circumferences (P =0.018). There were no significant
interactions or differences between the treatment groups in
waist - hip ratio (not shown).

Mean vatues for all subjects for whom data were collected
at each time point are shown for body weight in Figure 2 and
for body fat in Figure 3, Of subjects who completed the 6-
month study, those in the herbal group lost significantly
more body weight than those in the placebo group (P,
—3.1+4.0; H, - 7.0£4.3kg; P<0.001). Body fat was also
significantly decreased by herbal treatment for subjects with
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Table 2 LOCF analysis of physical vatues®
Group
Measure Study period  Placebo X 5.d. (Pvalue)®  Herbal X 5.0. (Pvalue)® [
Body weight (kg) Baseline 87.9:13.9 88.1:14.8 0.955
6 month 85.3%14.7 8284154 6.319
Change - 2.623.2 (<0.061) ~ 5.35.0(<0.001) < 0.00%
. ANOVA Timesgroup interaction: P<0.001
Body fat mass () Basefine 342499 32691 0453
. 6 snonth 31.5570.6 82432 0150
Change - 27628 (<DOOY) - 43£3.3 (<0.001) 0.020
ANOVA Timexgroup interaction: #<0.020
Waist circumference (cm} Baseline 98£12 $7:13 0,699
6 month $6::13 92433 0.135
Change — 26 {0.004) ~ %5 (<0.001) 0.008
ANOVA Timexgroup effect: P=0.004
Hip circumference (cm) Baseline 11730 NS£Y 0270
6 month 113210 10910 0.033
Change — 434 (<0,001) - 625 (<0.001) 0.018
ANOVA Timexgroup effect: P=0.044
Systolic blood pressure (mmHg) Baseline 120£17 11911 0877
6 month 120212 118£12 0.408
Change 011 (0.659) — 12 {0.289) 0.313
ANGVA ‘Timexgroup interaction; P=0.177
Disstolic blood pressure (mmiig) Baseline 7928 7F8 0365
§ month 799 739 0.397
Change 08 (0.729) <318 (0.536) 0.928
ANOVA Timexgroup interacton: P=0.128
Heart rate (bpm) Baseline 4x7 698 0.001
6 mont %9 7310 0,130
Change - 39 (0.008) 4:£9 (0.001) <0.001
ANOVA Timexgroup interaction: P <0.007

*freatment was 2 herbal supplement containing 90mg ephedra and 192 mg caffeine/day [n=269/group far weight, SBF,
98P, heart rate; n=38 for placebo and 32 for herbal for body fat; n=48 for placebo and 47 for herbal for waist and hip).
*Pvalue for within-group change from Daseline comnpared by paired samples est.

“Yreatment vs placebo groups were compared by ANOYA test for groupxtime interaction followed by pairwise ttests of
taseline and § month values and change from baseline at § months, with alpha set 33 0.05.

w
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Month of Treatment 53 d
i
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Figure 3 Change in body fat from beseline after 3 months and 4
Figure 2 Effect of herbal and placebe treatment on ¢hange in body months of herbat or placebo trestment. Open bars represent placebo
weight. Vatues shown include alt subjects in herbal ang placebo treat- {n=38 at 3 months, n= 25 at § months). Hatched bars represent herbal
ment groups for whom there was data at each time point (n). treatment {n=39 at 3 months, n=26 at 6 manths). *P<0.05.
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complete body composition data at 3 months (P
—~24=2.6kg H, —3.742.6kg, P=0.031) and 6 months
(P, —2.6+3.9kg H, —4.8+3.2kg, P=0.032).

Blood pressure and heart rate at office visits, Mean systo-
lic and diastolic blood pressure measurements did not differ
between treatment groups at any time point, nor was there a
significant group-by-time interaction for either varable,
whether analyzed by LOCF (Table 2) or using all available
data (not shown). Change in heart rate was significantly
different (P <0.001) between groups (P, —3%9, P=0.008;
H, 4+9, P<0.001). Time-by-group interaction was aiso sig-
nificant (P <0.001), with values in the herbal group com-
pared with placebo that were lower at baseline (by
4+3.9bpm, P=0.001), but not significantly different
{4bpm 3.9, P=0.130) at 6 months (Table 2, LOCF). Analy-
sis of all available data for heart rate showed similar results to
LOCF analysis, with a significant time-by-group interaction
(P <0.001), and differences between groups that were sig-

Table 3 Twenty-four-hour ambulatory blood pressure monitor data

nificant only at baseline (when H was lower than F, P <0.01}
and at 3 months (when H was higher than P, P<0.05; not
shown).

Treatment groups did not differ in EKG data, analyzed at
the NY site, for any of the four intervals evaluated (RR, P-R,
QT¢, QRS) or for QRS amplitude and heart rhythm (not
shown).

Blood pressure by 24 h moniter. Data from 24 h monitors
at baseline, and weeks 1, 2 and 4 were compared for 24h
mean, daytime mean (6:00am to midnight) and night-time
mean (midnight to 6:00am), for SBP, DBP, minimum SBP
and DBP, maximum SBP and DBP and mean arterial pressure
(Table 3).

Effects of herbal treatment on blood pressure were small,
but time-by-group were
{P<0.05) for: 24 h averages of SBP, DBP and minimum SBP;
and for daytime averages of SBP and minimum SBP. Max-
imum increases over baseline at 4 weeks in the herbal group

24h average Day (6:00am - midnight) Night (midnight - 6:00 am)
Placebo Herbal P Placebo Herbal 4 Placebo Herbal 4
SBP (mmHg) 8 11828 120£8 0.403 1208 218 0.602 1088 1109
wi 11848 118+8 0.754 12029 119:£70 0.462 10810 1oxN
w2 116238 1188 0133 11848 1208 0.251 1089 M0
w4 16x11 1209 0.020 18271 121£8 0.060 10710 1Mo
ANOVA Timexgroup interaction: £=0.016 Timesxgroup interaction: P=0.021 Timexgroup interaction; P
DBP (mmHg) 8 727 7236 0.887 747 73x6 0.252 636 6337
w1 7210 7227 0.637 7427 73%6 0.340 64+8 6528
w2 7110 73%7 0.200 74x7 7426 0.895 637 6429
w4 711 758 0.056 7428 76411 0.251 61210 65£10
ANOVA Timexgroup interaction: P=0.020 Timexgroup interaction: P=0.053 Timexgroup Interaction:
MINSBP (mmHg) 8 95+7 958 0.766 988 98:£8 0.454 98:£8 9910
w1 94+9 9510 0.729 9811 98£11 0.991 97410 100:£1t
w2 9129 959 0.030 9511 9910 0035 9410 9910
w4 9310 97£10 0.012 9612 101410 0.021 9610 100211
ANOVA Timexgroup interaction: P=0.006 Timexgroup interaction: P=0.017 Timexgroup interaction:
MINDBP (mmHg) 8 506 49x8 0.400 5337 538 0.798 52x7 5428
w1 527 4919 0.116 5427 54210 0.819 54x8 5518
w2 5146 50£10 0.606 5457 5428 0917 52£7 5219
w4 5047 5129 0.576 548 5548 0.552 5227 5429
ANOVA Timexgroup interaction: P=0.089 Timexgroup interaction: Timexgroup interaction:
MAXSBP (mmHg) B 143212 M3£11 0.741 142£12 143211 11929 122211
wi 142213 14132 0917 14113 14112 19212 121213
w2 14012 141210 0.591 14012 141210 1712 121213
w4 14014 14013 0716 140 14 138421 118£12 122212
ANOVA Tirmexgroup interaction: P=0.941 Timexgroup interaction: Timexgroup interaction: P=0,683
MAXDBP (mmHg) B 9328 9310 0.969 9329 93x9 728 7310 0.859
w1 94%11 92x8 0.104 94212 92+7 75210 74x7 0339
w2 92+8 92£10 0.885 9248 91£8 73x9 738 0.991
w4 94£12 [ 0.576 9412 928 73£10 76410 0.044
ANOVA Timexgroup interaction: £=0.433 Timexgroup interaction: Timexgroup interaction: P=0.059
MAP (mmHg) B 876 87 0.877 90£6 906 796 79£7 0.649
w1 86+7 86:6 0.452 908 89=8 808 807 0.987
w2 8537 8516 0.920 89:7 8945 78+8 807 0134
w4 85+8 86x7 0.473 89:9 90:£6 7848 808 0.076
ANOVA Timexgroup interaction: P=0.271 Timexgroup interaction: P=0.452 Timexgroup interaction: P=0.175

SBP, systolic blood pressure; DB, diastolic blood pressure; MINSBP, minimum systolic blood pressure; MINDB?, minimum diastolic blood pressure. MAXSBP,
maximum systolic biood pressure; MAXDSP, maximum diastolic blood pressure; MAP, mean arterial pressure; HR, heart rate. S, Screen (prior to treatment); B,
baseline (prior to treatment); W1, W1, W4, weeks 1, 2 and 4 after treatment with either herbat (H, n=67) of placebo (P, n=66).
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were 3mmHg (day DBE day min SBP, both P=0.02) and

(P<0.05)d d in max SBP for both
24h and day averages (-~ 3 and — SmmHg). Most of the
differences in change over time were due to decreases in the
placebo group, with small or no change in the herbal group.
There were nio statistically significant time-by-group interac-
tons for minimum DBY, for maximum SBP or DBP or for
mean arterial pressure.

Holter monitor data. As shown by office visit measure-
ments, there was a significant time-by-group interaction
(P=0.,020) for heart rate assessed by Holter monitor
Betv -group were (P<0.05) oniy
at baseline, when the heart rate of the herbal group was
lower by 3bpm (Tuble 4). Heart rate over the 4 weeks of
Holter measurement increased by 1+ 14bpm in the herbal
group vs a decrease of S:x13bpm in the placebo group
(P=0.026).

Table 4 LOCF analysis of Holter monitor data
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None of the cardiac arthythmias assessed were increased
by herbal treatment. The only significant time-by- -group
interaction (P < 0.024}, for p age of subjects displaying
incidents of bradycardia (560bpm) was due to a decrease in
the herbal group (~ 12%. s no change in the placebo
group). Ventricular events/h did not differ between groups
at any time point, nor did the percentage of subjects with
tachycardia (> 100bpm), MFVEs or runs of venmicular
events.

Blood chemistries. By LOCF analysis, there were statisti-
cally significant 6-month improvements with herbal treat-
ment in serum ievels of total cholesterol ( — 63 23mgy/dl,
P=0.03), LDL-chalesterol ( — 8 20 mg/dl), HDL-cholesterol
(+3%6, P=0.0001), and triglycerides (— 12+41mg/dl,
P=0.01), with no change in blood glucose (0% 10mg/dl,
P=0,68; Table 5). These changes were significantly different
from placebo, however, only for LDL-cholesterol, HDL-cho-
lesterol and glucose. The difference in change in serum levels

Croup
Measare Study period Placebo Herbat 3
Pulse, average bpm/24hksd, Baseline 7828 75£1) 2.85¢
Week ¥ 74218 77412 0189
Week 2 74%10 7z eI
Week 4 73812 Fek14 0.370
ANOVA Temexgroup interaction; P=0.020
Ventsicular events/h, median (inter-quartite range} Baseline 008 (0.573 0.06 (0.14) o.188
Week 1 0.04 (0.29) 0.00(0.13) 0.129
Week 2 0.06 (0.4) 0.04 {0.29) 0.400
Week 4 Q.04 (0.36) 0.04 (0.16) 0.250
Ventricular couplets (%) Baseline 3.08% 2.94% 1.0
Week 1 3.08% 5.88% 0.68
Week Z 3.08% 8.82% 0.27
Week 4 13.85% 4.41% 007
N WLS Timexgroup interaction: P=0.06)
Runs venicular events (%) Baseting 0.00% 2.26% 0.237
Week 1 3,08% 0.00% 0.237
Week 2 1.34% 2.94% 1.000
Week 4 1.54% 0.00% 0.489
Multifocal ventricular events (%) Baseiine 33% 25% 0.288
Week 1 27% 19% 0.263
Week 2 27% 29% 0.784
Week 4 35% 5% 0.213
WS Timgxgroup interaction: P=0.369
Bradycardia {%) Baseline 83% F2% o
Week 1 83% 2% @215
Week 2 89% 78% 303
Waek 4 3% 80% 0.681
Wi Timexgroup interaction: P=0,024
Tachycardia (3%} Baseling 9% 100% o151
‘Week 1 100% 100%
Week 2 100% $8% 0.31%
Week 4 100% 100%

Pulse analyzed by ANOVA followed by pair-wise ttests of baseline and & month values and change from basefine at 6 months, with alpha set at 0.05.
Ventricular events reported as median (lnter—quanﬂe range). analyzed by Wilcoxon/Mann - Whitney non-parametric test,

Ventricular couplety, MFVES, reported as

of subjects, analyzed by WLS.

Runs of ventricular events anct tachycardm reponed as percentage (WLS not permitted because of § values),
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of glucose was due to 2 significant increase in the placebo
group (3 $mgy/dl, P=0.02).

As with the LOCF analyses, analysis of changes in serum
levels of blood lipids and glucose of all subjects for whom
there was complete data found significant differences for P vs
H for LDL<holesterol ( — 0.8+24.2 vs — 12.9+23.1mg/dl,
P=0.026), HDL~cholesterol (— 0.5+9.4 vs 4.4+6.6mg/dl,
P=0.011) and glucose (5.3+12.1 vs —0.8x12.8mg/dl,
P=0.036; data not shown). Differences between groups for
changes in serum triglycefides and total cholesterol were not
significantly different (P> 0.05).

There were no significant changes or differences between
the two groups at any time point for serum levels of any of

Table 5 LOCF analysis of blood chernistries®

the electrolytes measured, or for ALT, AST, or creatinine (data
not shown).

Symptoms. Analysis of self-reported symptoms is shown in
Table 6. The symptoms that subjects reported to be most
consistently increased by the herbal vs the placebo treatment
were dry mouth, heartburn and insomnia. These three
symptoms were significantly different at each time point
after baseline. Both dizziness and difficulty concentrating
were higher in the herbal treatment group than the placebo
group prior to tr and these di es persisted at
week 4 and month 3 for difficulty concentrating, but ceased
to be different after week 4 for dizziness. Placebo subjects

Group

Placebo X:£5.d. (P-value)®

Herbal X:5.d. (P-value)®

Measure Study period mmol/l mg/dl mmol/t mg/ai P
Total cholesterol Baseline 534x1.22 211+48 51121.04 202241 0.203
Final 52743.22 208448 4.9420.96 195+38 0.082
Change —-0.07£0.53 3221 (0.23) —-0.17:%0.58 - 623 (0.03) 0.404
LDL-cholesterol Baseline 3.49+1.06 138242 3.240.86 12834 0.132
Finat 3.49%1.06 13842 3.04:£0.84 120433 0.007
Change 0£0.43 017 (0.84) ~0.24£0.51 - 820 (0.0007) 0.013
HDL-cholesterol Baseline 13504 52+14 13404 5116 0.841
Final 1.3:03 51413 14504 54£16 0.278
Change 0£038 0£7(0.73) 0102 36 (0.0001) 0.004
Triglycerides Baseline 2.9322.03 11680 301£2.63 1232104 0.650
Final 2.73£1.67 10866 2.7842.66 1104105 0.890
Change ~0.20+1.04 - 7£48(0.20) —-0.33%1.04 — 1241 (0.07) 0.515
Glucose Baseline 5.0£0.7 91£12 5.0%07 50412 0.592
Final 52204 94£16 49405 89+9 0.056
Change 0.2£0.5 3£9(0.02) -01£0.6 010 (0.68) 0.051

“Treatment was a herbal supplement containing 90 mg ephedra and 192mg caffeine/day.
°p.vatues for within group change from baseline compared by paired samples, two-sided t-tests.
“Mean values of subjects in treatment {n=70) vs placebo (n=69) groups tompared by ANOVA analysis, foliowed by pairwise t-tests of baseline and final values and

changes from baseline, with afpha set at 0.05,

Table 6 LOCF analysis of self-reported symptoms

Symptom:
Acute phase Chronic phase

B w1 w2 w3 w4 8 M7 M3 M6
Constipation - H>p™ H> P H> P - - - - -
Diarrhea - - - - - - - P> HY P>He
Difficulty concentrating [ — - - H>P* H>p* - H>P* -
Dizziness Hupr H> P H> P - H>P* - - — -
Dry mouth - H>P* H>P* H>p H>pr - H>Pee H>pr H> P
Heartbum - H>Pp* Hapr H> P H>Pp* - H> P Ha P H>p*
Insomnia - HxP* H>Ppr H>p H>pv - H> P H>pre Ha P
Anxiety - H>Pp* - — - - — - -
Upset stomach - H> P H>p* - -

Acute phase: B, baseline (prior to treatment); W1, W2, W4, weeks 1, 2 and 4 after treatment with either herbal (H, n= §9) or placebo (P, n=68).
Chronic phase: B, baseline (prior to treatment); M1, M3, M6, months 1, 3 and 6 after treatment with either herbal (H, n=66) or placebo (7, n=70).
*P<0.05; **P <0.01 {repeated measures ANOVA of group by time interaction, followed by pair-wise t-tests).

There were no differences between treatment groups at any time point for blurred vision, chest pain, headache, irritability, nausea or palpitations.
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reported more diarrhea than herbal subjects at both 3 and 6
month time points. There were no significant differences
between treatinent groups in self-reported chest pain, palpi-
tations, blurred vision, headache, nausea or irritability at any
time point (not shown).

Adverse effects. Reasons for withdrawal from the study are
presented in Table 7. The largest reason in each group was
subject choice (P, 24; H, 14). This category included subjects
who did not want to continue, moved away or had changes
in jobs or personal lives that reduced available time. Inves-
tigators removed seven subjects from each group for protocol
violations (previously undisclosed ineligibility or noncom-
pliance). Fifteen subjects (eight P, seven H) were asked to
withdraw from the study for potential adverse effects. These
included one subject who had gallbladder surgery (P) and
one with elevated serum creatinine (H). All other investiga-
tor-requested withdrawals were for cardiovascular symp-

Table 7 Reasons for withdrawal from study by randomized subjects

Number withdrawing
Placebo Herbal  Pevalue
Reason for withdrawal (n=43, 51%) (n=37, 44%) 0.4
Subject choice 24 14 012
Protocol violation 4 4 10
Noncompliance 3 3 10
Cardiovascular
Chest pain 2 ° 050
Loud heart beat o 1 0.96
Palpitations 2 3 0.66
Elevated blood pressure 3 2 1.0
Irregular heart beat 1 1 10
Muitifocal ventricular event 1 1 10
Ventricular event 1 1 10
Ventricular runs of five or more 1 1 10
Total n 10 0.80
Central nervous system
Anxiety 0 1 0.46
Disorientation 3 o 1.0
Dizziness 1 ° 1.0
Insominia ° 2 021
Imitability ° 2 021
Total 2 s 0.24
Gastrointestinal
Bad taste 1 1 1.0
Dry mouth 0 1 0.46
Gastrossophogeal reflux disorder 0 1 046
Nausea 0 1 046
Gallbladder removal 1 ° 10
Total 2 4 ¢.41
Other
Elevated creatinine ° 1 0.46

Total number of subjects randomized: 84 to placebo, 83 to herbal supplement
(90mg/day ephedrine and 192mg/day caffeine), Numbers do ot sum to
total ns due to multiple reasons for withdrawal by some subjects. Roman type
indicates subject choice or subject self-reported reason for withdrawai. Bold
type indicates choice for withdrawal was made by medical 2nd/or research
staff,
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toms: elevated blood pressure (three P, two H), irregular
heartbeat (one P, one H), MFVE (one P, one H), ventricular
events (one P, one H), and ventricular runs of five or more
(one P, one H). Four additional subjects withdrew from each
group for self-reported cardiovascular symptoms-——chest
pain (two P, none H), ‘loud heart beat’ (none P, one H) and
palpitations (two P, three H}. Subjects also voluntarily with-
drew for self-reported CNS effects (two P, five K), and other
GI effects (one P, four H). The numbers of subjects who
withdrew from the study did not differ (P> 0.05) between
treatment groups for any individual reason or for any of the
system categories.

Discussion
In this study, a herbal preparation containing ephedra aika-
loids (from Ma Huang) and caffeine (from Kola nut), admi-
nistered with diet and exercise counseling for a 6 month
period, promoted significantly greater reductions in body
weight, body fat and waist and hip circumferences in over-
weight subjects compared with similarly counseled placebo-
treated subjects. Other beneficial effects that accompanied
the greater weight loss of the herbal treatment group
included decreased serum LDL-cholesterol, increased HDL-
levels and ¢ blood glucose. These bene-
ficial responses observed in actively treated subjects were
accompanied by small persistent increases i heart rate
(4% 9bpm by office visit and 1+ 7bpm by Holter monitor).
Small increases in blood pressure (>3 mmHg) were also
detected by 24h ambulatory blood pressure monitor,
although not by office assessment. The numbers of subjects
removed from the study for potential treatment-related
adverse events were similar in the herbal and placebo
groups. Self-reported symptoms that were increased in the
herbal treatment group were dry mouth, heartburn and
insomnia. There was no difference between groups in self-
reporting of palpitations or chest pain at any time point.

Body composition-related effects

The increased weight reduction with the Ma Huang/Kola nut
combination in the present study is consistent with resuits
from two previous 8 week studies of Ma Huang formula-
tions.!™!? These results are also consistent with those from
studies of synthetic ephedrine/caffeine combinations in ani-
mals'®!” and humans.®®® Increased weight loss with ephe-
drine/caffeine combination is attributed to both decreased
food intake!*?° and increased energy expenditure.!’%

As in the two 8 week studies, the reductions in body fat,
waist and hip circumferences and the favorable changes in
serum. HDL and LDL cholesterol levels are probable conse-
quences of the greater reductions in body weight in the
subjects treated with the Ma Huang/caffeine combinations.
It has been suggested, however, that ephedrine/caffeine
combinations have specific effects to increase lipolysis and
improve blood lipid profile #"#

501
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The greater body weight loss seen in the herbal treatment
group here was probably also responsible for the reduction in
blood glucose levels in this group vs placebo subjects,
although this difference was not seen in a previous 8 week
study.!’ Several differences between the studies could
account for this, including differences in the ephe-
dra/caffeine ratio (70/240 vs 90/192mg/day), in the herbal
formulations and in study length (8 weeks vs 6 months).
Another possibility is that subjects in the present study were
more careful to refrain from taking their herbal supplements
prior to blood sampling, thus avoiding influence of a possi-
ble acute increase in blood glucose in the group taking the
ephedra/caffeine combination.”

Cardiovascular effects

The effect of herbal ephedrine/caffeine combinations on
blood pressure appears to be small, with previous reports of
either no increase'? or small, transitory increases.!? As dis-
cussed elsewhere,'? these effects on blood pressure are less
than those reported with sibutramine treatment.** In the
present study, no significant change in blood pressure was
detected by office evaluation. The only statistically signifi-

study. Some subjects were asked to withdraw and some
withdrew themselves from this double-blind study for poten-
tial treatment-related side effects, Analysis upon completion
of the study, however, revealed that the distribution of these
subjects was almost identical between the treatment and
placebo groups.

How can the absence of treatment-related adverse events
in this and two previous clinical trials of ephedra combina-
tions (334 subjects in total) be reconciled with the adverse
event reports collected by the FDA from users of these
products? Possible ions include coincid pre-

existing pathology, non-recommended usage and increased
individual sensitivity.

In a FDA-sponsored analysis, Haller and Benowitz cate-
gorized 140 adverse-event reports based on how likely they
believed the reported events to have resulted from the use of
ephedta supplements.? The difficulty in making such judge-
ments is lustrated by the controversy regarding their con-
clusions. % With i of A
ephedra-containing products, it is obvious that some
number of adverse events is expected each year regardiess
of consumption of these products. The real question is not
whether adverse events occur in 2 population undergoing

cant i that were led with 24h ing were
small (<3mmHg) and some blood pressure measures were
found to be significantly decreased (<35mmHg). Similar
acute'® and transitory® increases in blood pressure have
been previously described with synthetic ephedrine/
caffeine treatment.

The small increases in heart rate of herbally treated sub-
jects in this study are similar in magnitude (4::9bpm) to
those observed in the previous 8 week study'! and to those
reported following acute treatment with Ma Huang® or
with ephedrine/caffeine.?® Increased heart rate is consistent
with the known effect of this combination to stimulate
energy expenditure.?%%¢ Chronic treatments with ephedri-
ne/caffeine have been reported to have either no significant
effect on heart rate® or a slower rate of decrease subsequent
to weight loss than seen in placebo-treated subjects.®

Despite the small statistically significant increases in heart
rate observed in this study, there were no significant
increases subsequent to herbal treatment in any of the
cardiac arthythmias assessed. The decrease in incidents of
bradycardia with ephedra/caffeine is related to the demon-
strated effect of this combination to increase heart rate.
Although there has been speculation of a link between
consumption of low levels of ephedra alkaloids and arrhyth-
mias,” the finding of no cause and effect relationship in the
present piacebo-controlled study is consistent with the lack
of any research data linking synthetic ephedrine to cardiac
arrhythmias.?”

Adverse effects
There were no significant adverse effects resulting from
treatment with herbal ephedra/caffeine in the present
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but whether these occur at a rate that is higher
than that of a matched, group. This is imp

to determine from adverse event reports alone. The rando-
mized, placebo-controlled trial allows evaluation of cause
and effect relationships vs coincidental events.

Most clinical trials purposely exclude individuals with
pre-existing medical conditions to avoid confounding of
results. It is therefore not justified to extrapolate results
from such trials to individuals with such exclusionary med-
ical conditions or to extrapolate results beyond amounts or
time periods that have been studied. The possibility of
unfavorable interactions between herbal combinations and
other medications, either prescription or illicit, should be
recognized and warning labels present on herbal products
should be adhered to.

Some have expressed the theory that adverse event reports
may reflect an unusually high degree of sensitivity in a small
fraction of individuals.>?® Because of the low suspected
incidence, this type of sensitivity might not be revealed in
a clinical trial, but requires a case-control study of a very
large number of individuals.?* Such a study would be diffi-
cult to conduct, but may be the only way to address the
question of rare hypersensitivity.

Conclusion

The present study demonstrated significant beneficial effects
on body weight, body fat and blood lipids of a herbal Ma
Huang/Kola nut mixture (90/192mg/day ephedrine alka-
loids/caffeine) in overweight men and women who were
otherwise healthy. Compared with placebo, the tested pro-
duct produced no adverse events and minimal side effects
that are consistent with the known mechanisms of action of



ephedrine and caffeine. Extrapolation of the present findings
to usage by individuals with medical complications (dia-
betes, heart disease, etc) is unwarranted and usage by such
individuals is contra-indicated on labels of commercial pro-
ducts. Evidence from three completed placebo-controlled
clinical .trials of herbal ephedra/caffeine is consistent with
that from a large number of studies with synthetic ephedri-
ne/caffeine. In total, these suggest that herbal ephe-
dra/caffeine herbal supplements, when used as directed by
healthy overweight men and women in combination with
healthy diet and exercise habits, may be beneficial for weight
reduction without significantly increased risk of adverse
events. The current widespread usage of herbal products
and the increasing incidence of obesity warrant additional
clinical trials to confirm and extend these results.
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Appendix I: medical exclusions from the study

Active heart disease, 2 positive history of palpitations, hyper-
tension (office measutement > 140 systolic BP or diastolic
BP >90 or ABPM mean 24h systolic BP > 139mmHg or
diastolic B? > 87 mmHg), epilepsy, history of mental illness,
hyperthyroidism, chronic use of any drug {by self-report or
by presence in urine toxicology screen) except oral contra-
ceptives, hormone replacement therapy or synthetic thyroid
hormone, active bulimia, known prostatic hypertrophy,
pregnancy {reported or detected by HCG testing), glaucoma,
active cancer o ¢ancer in remission for <$vy, renal dysfunc-

in another research protocol invelving diet or any drug use,

particip in a diet prog involving severe
calorie restriction (800 or fewer caloties per day), caffeine
ntake of 500 mg per day or greater, use of appetite suppres-
sant drugs or ephed ing herbal within
the last 6 months and weight change of 3 kg or more within
the past 3 months.

Appendix I urine toxicology screen

tion, liver dysfunction (ALT, alkaline phosph

> 2xupper limit of normal), acute or chronic active hepati-
tis, AIDS, any acute illness within the past 4 weeks, any other
chronic illness that might be adversely impacted by concur-
rent use of the herbal compound, concwnent participation

Intemational journal of Obesity

p salicylates, phenothiazines,

P class, T cannabi-
noids, cocaine metabolites, opiates, methadone, phencycli-
dine, tricyclics, methanol, ethanol, acetone, iso-propanol,
ethchlorvynol.
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Prepared Statement of the Federal Trade Commission

J. Howard Beales, ITl
Director, Bureau of Consumer Protection

Mr. Chairman and members of the Subcommiitee, I am Howard Beales, Director of the
Bureau of Consumer Protection, Federal Trade Commission (“FTC” or “Commission”). The
Commission is pleased to have this opportunity to provide information concerning our efforts to
ensure the truthfulness and accuracy of marketing for dietary supplements, including weight loss
products and other supplements containing the herbal ingredient, ephedra.’ I will discuss the
Commission’s mission, our latest activities in the weight-loss area, and then address the specific

questions you raised.

The mission of the Federal Trade Commission is fo prevent unfair competition and to
protect consumers from unfair or deceptive practices in the marketplace. As part of this mission,
the Commission has a longstanding and active program to combat fraudulent and deceptive
advertising claims about either the health benefits or safety of dietary supplements.? The dietary
supplement industry represents a substantial and growing segment of the consumer healthcare
market. Industry sales for 2001 were estimated to be $17.7 billion.> The supplement categofy

encompasses a broad range of products, from vitamins and minerals to herbals and hormones.

! The written statement presents the views of the Federal Trade Commission. Oral
testimony and responses to questions reflect my views and do not necessarily reflect the views of
the Commission or any Commissioner.

2 Qur authority in this area derives from Section 5 of the Federal Trade Commission Act,
which prohibits “unfair or deceptive acts and practices in or affecting commerce,” and Section
12, which prohibits the false advertisement of “food, drugs, devices, services or cosmetics.” 15
U.S.C. §§ 45, 52.

3 Source: Nutrition Business Journal, Supplement Business Report 2002.

1



80

There is no question that some of these products offer the potential for real health
benefits to consumers. The scientific research on the associations between supplements and
health is accumulating rapidly. Unfortunately, unfounded or exaggerated claims in the
marketplace have also proliferated. The role of the Federal Trade Commission is to ensure that
products are marketed in 2 manner that is truthful and not misleading, and that consumers have
adequate information about the efficacy and safety of dietary supplements to make well-informed
decisions, The Comumission attempts to accomplish this goal through its law enforcement

efforts and consumer and business education.

Today the Commission’s testimony will provide an overview of our enforcement efforts
and other activities fo combat deception in the supplement marketplace. The Commission’s
testimony will focus on our activities to combat the false and unsubstantiated claims being made

in the weight loss product category.

The FTC’s Dietary Supplement Advertising Program

Challenging misleading or unsubstantiated claims in the advertisement of dietary
supplements is a priority of the FTC’s consumer protection agenda. The Commission has filed
more than 80 law enforcement actions over the past decade challenging false or unsubstantiated
claims about the efficacy or safety of a wide variety of supplements. The Commission focuses
our enforcement priorities on national advertising claims for products with unproven benefits,
products promoted via the Internet and elsewhere to treat or cure serious diseases, and claims for

products that present significant safety concerns to consumers.
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As in al] our advertising programs, we work to make sure our enforcement actions have a
strong impact. For example, the Commission holds accountable not just the supplement
manufacturer but other parties that play a role in deceptive marketing, like ad agencies,
infomercial producers, distributors, retailers, catalog companies, and celebrity endorsers.* In
addition, we have sought to obtain more meaningful relief for consumers, going beyond the basic
cease and desist orders in many cases, to require substantial monetary relief for consumer redress
or disgorgement of profits.’ Finally, when the marketing of a supplement raises safety concerns,
the Commission has required that strong warning statements be placed in labeling and

advertising.®

Weight Loss Advertising Report

As the Subcommittee is aware, ephedra is oﬁgn marketed as a weight-loss product. Last
month, the staff of the Federal Trade Commission released a “Report on Weight-Loss
Advertising: An Analysis of Current Trends.”™” The report was initiated as a response to

increasing recognition of the detrimental effects of obesity and to the serious challenges facing

* See, e.g., Steven Patrick Garvey, et al. 00-09358-AHM(AIFx)(C.D. Cal. Nov. 15, 2000)
(¢<!iding litigation against celebrity endorser for “Fat Trapper” infomercial).

5 See, e.g., Enforma Natural Prods., Inc., 04376ISL (CWx)(C.D.Cal. April 25,
2000)(Stipulated Final Order including $10 million in consumer redress); Slim America, Inc.,
97-6072-CIV-Ferguson (S.D. Fla. June 30 1999)(Final judgment for permanent injunction and
damages, including $8.3 million in consumer redress).

¢ See discussion of Question 1 infia.

7 “Weight-Loss Advertising;: An Analysis of Current Trends” A Federal Trade
Commission Staff Report (Sept. 2002) (“Weight Loss Advertising Report™). Copies of the report
are available on the Commission’s web site, www.ftc.gov.

3
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law enforcement agencies in their efforts to stop deceptive advertising for weight loss products
and services. Consumers spend billions of dollars on products that purport to promote weight

loss. A majority of these products appear to {all into the dietary supplement category.®

The FTC staff’s Weight Loss Advertising Report analyzed claims from a nonrandom
sample of 300 advertisements disseminated during the first half of 2001, inchuding ads in all
major forms of media. With the assistance of members of the Partnership for Healthy Weight
Management, the staff collected ads from television, direct mail, and the Internet. Staff also
obtained a sample of ads from newspapers and conducted a more systematic review of ads
appearing in selected magazines. By comparing a sample of ads disseminated in 1992 and 2001
in eight national magazines, the Commission staff looked at trends in the frequency of ads, the
types of products marketed, and the most common advertising techniques. The analysis showed
that more than half (55%) of the ads collected contained at least one representation that was very
likely to be false or to lack substantiation. The historical comparison of magazine ads also
revealed a much higher frequency of questionable claims and marketing techniques in 2001
compared to a decade ago. For example, ads in the 2001 magazine sample were much more
likely to use dramatic before-and-after photos and other consumer testimonials, to promise
substantial, rapid and permanent weight loss, often without any diet or exercise, and fo promise

“guaranteed” and “scientifically proven” results.

¥ A historical comparison of ads appearing in a sample of eight national magazines in
both 1992 and 2001 found that two-thirds of the products promoted in the 2001 sample were for
dietary supplements, representing a major shift from 1992 when meal replacement products were
the most promoted category. Weight Loss Advertising Report at 21.

4
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Public Workshop on Weight Loss Products

In light of the findings of the Weight Loss Advertising Report the Commission will
explore other strategies, beyond traditional law enforcement efforts, to curb deception in the
weight loss industry. Even with an increase in enforcement actions by the FTC and other
agencies in the past decade, deceptive claims continue to rise.” Aggressive law enforcement will
always remain a critical component of an effective program to combat weight loss scams, but it is
clear that we must also pursue other approaches. The Commission will continue to engage in
consumer education efforts to increase awareness of weight loss scams and will work with

industry toward better self-regulatory programs.

Toward that end, the Commission is holding a public workshop on Advertising of Weight
Loss Products on November 19."° The purpose of the workshop is to explore both the impact of
deceptive ads on the public health and new approaches to fighting the proliferation of misleading
claims. A wide variety of stakeholders, including government officials, scientists, public health
groups, marketers of weight loss products, advertising professionals, and representatives of

media have been invited to participate.

® The FTC has filed more than 80 cases in the past ten years against deceptive weight
loss advertising for supplements and other products and services — as many actions as in the prior
seven decades combined.

1 See Public Workshop: Advertising of Weight Loss Products, 67 Fed. Reg. 59,289
(Sept. 20, 2002).
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With that background about the FTC’s dietary supplement program and our activities
relating to weight loss advertising, the testimony will now focus on the specific questions posed

by the Subcommittee.

1. Please discuss the enforcement actions that FTC has taken against companies that have
marketed ephedra-containing products as safe and without side effects.

The FTC has brought four enforcement actions challenging unqualified safety/no side
effects claims for supplements containing ephedra.!! These actions have included products
marketed as alternatives to street drugs such as Ecstacy as well as body-building supplements and
energy supplements. FTC staff also has additional non-public investigations pending that include
safety claims for ephedra products. Although we recognize that the Department of Health and
Human Services (HHS) is awaiting the completion of a review of the scientific evidence on
ephedra safety, under the FTC Act an advertiser is required to have competent and reliable
scientific evidence supporting claims made in advertising before they are made. Under that
standard, the FTC has alleged that unqualified safety claims in advertising for ephedra products

are deceptive.

1" Robert C. and Lisa M. Spencer, dba Aaron Co., C-4019 (July 30, 2001)(Consent Order
involving safety claims for an energy product containing ephedra); AST Nutritional Concepts and
Research, Inc., et al., Civ. No. 99-WY-2197 (D. Co. May 4, 2000)(Stipulated Final Order
involving safety claims for body-building supplements containing both androstenedione and
ephedra); Mex-RX US, Inc., et al., Civ. No. SACV99-1407-DOC(ANX)(C.D. Cal. Nov. 24,
1999)(Stipulated Final Order involving safety claims for body-building supplements containing
both androstenedione and ephedra); Global World Media Corp., C-3772 (Oct. 9, 1997)(Consent
Order involving street drug alternatives containing ephedra).
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In each of the four ephedra cases, the Commission has imposed orders that both prohibit
unsubstantiated safety claims and require a strong disclosure warning about safety risks in all
future advertising and labeling by the respondent.”? In addition, the order against Global World
Media Corp., for its marketing of ephedra as a street drug alternative, includes a prohibition

against marketing in media targeted at young audiences."

2. Does the FTC believe that ephedra-containing products are safe? Would such a claim
be substantiated by current science? What percentage of advertisements for ephedra
products claimed that they were safe? What percentage of ephedra ads included warnings
about the health risks associated with the use of the product?

The FTC act requires that objective claims about products and services be substantiated

12 For example the consent order in Robert C. Spencer and Lisa M. Spencer, supra, n. 11,
requires that the following statement be included in all advertising, labeling and other marketing
of ephedra products:

WARNING: This product contains ephedra or ephedrine alkaloids, which can have
dangerous effects on the central nervous system and heart and can result in serious injury.
Risk of injury can increase with dose, and may even include heart attack, stroke, seizure
or death. Consult a health care provider prior to use if you have high blood pressure,
heart or thyroid disease, diabetes, difficulty urinating, prostate enlargement, or glaucoma,
or are using any prescription drug. Do not use if you are taking a MAO inhibitor or any
allergy, asthima, or cold medication containing ephedrine, pseudoephedrine or
phenylpropanalomine. Discontinue use if you experience rapid heart beat, chest pain,
severe headache, shortness of breath, dizziness, sleeplessness or nausea. This product is
not recommended for use if you are or could be pregnant unless a qualified health
provider tells you to use it. The product may not be safe for your developing baby.

A shorter version of this statement is required for television and radio advertisements. The FTC
staff coordinated closely with FDA staff in developing this warning to ensure that it was
consistent with FDA’s current assessment of the safety concerns.

3 Specifically, the consent order prohibits disseminating any ads for Herbal Ecstacy and
similar products containing ephedra in any media where more than 50% of the audience is under
21 years of age. Global World Media Corp., supra, n.11.

7
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before the ad is disseminated. The substantiation standard required for safety claims is one of
“competent and reliable scientific evidence.” As discussed in response to Question 1, the FTC
has brought four cases alleging that unqualified safety claims for ephedra are not substantiated by

this level of evidence and thus violate Section 5 of the FTC Act.™*

Twenty-three ads, or about 8%, of the 300 sampled for the Weight Loss Advertising
Report identified ephedra, ephedrine or Ma Huang as an ingredient.”® Of these:
. 11, or 48%, made safety claims.'®
. 7, or 30%, included a specific health warning about ephedra’s potential

adverse effects.

' In addition to the ephedra cases, the Commission has also challenged, as
unsubstantiated or false, safety claims for other dietary supplement ingredients including for: 1)
cure-all remedies containing comfrey, a botanical ingredient that has been associated with severe
liver toxicity, see, e.g., Christopher Enterprises, Inc., et al., 2:01 CV-0505 ST (C.D. Utah Nov.
29, 2001)(Stipulated Final Order); 2) body-building supplements containing androstenedione, a
steroid hormone that is linked to potentially dangerous changes in estrogen and testosterone
levels in the body, see, e.g., Met-RX USA, Inc. and AST Nutritional, supra, n.11; and 3)
HIV/AIDS treatments containing St. John’s wort, a botanical that has been found to interfere
with certain medications, including those used to treat HIV/AIDS, see, e.g., Panda Herbal
International, Inc. et al. C-4018 (July 30, 2001)(Consent order).

When the Commission files a complaint, it alleges that it has “reason to believe” that the
practices cited in the complaint violate the FTC Act. A consent order that is reached in
settlement of such allegations does not constitute an admission by the respondent that a law
violation has occurred.

'* There are a number of other ads that did not disclose ephedra as an ingredient but that
the Commission knows include the ingredient. In addition, 60% of the sampled ads that made
safety claims did not identify ingredients at all, so it is not possible to determine the total
percentage of sampled ads making safety claims for ephedra weight loss products.

16 Of the sampled ads containing ephedra that made safety claims, 55% also contained a
specific health warning.
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3. The FTC’s recent report about the increased number of deceptive advertisements for
weight loss products compared advertisements in 1992 and 2001. Please explain the
rationale for choosing the vear 1992 for this analysis.

The year 1992 was selected for comparison because it allowed staff to compare ads that

appeared after the FDA promulgated its final rule on weight loss products with ads appearing

after the 1994 passage of the Dictary Supplement Health and Education Act (DSHEA).”

4. Certain products require pre-market approval prior to sale in the United States.
Dietary supplements do not require such pre-market approval. Therefore, the public may
experience considerable exposure to ap unsafe dietary supplement before any government
action ensues. Is the FTC the most appropriate agency to be policing the safety of dietary
suppliements?

The Food and Drug Administration has both the expertise and the principal statutory
authority to oversee the safety of dietary supplements. The Federal Trade Commission also gives
enforcement priority to cases involving false or unsubstantiated safety claims in supplement
advertising and by engaging in education efforts to alert consumers to potential safety risks. Our
efforts are coordinated closely with FDA staff and we rely heavily on FDA and other scientific
agencies for advice on the health effects of supplements. We view our activities on supplement

safety as playing an important supporting role to FDA’s more comprehensive efforts to ensure

the safety of dietary supplements.

5. Since passage of the Dietary Supplement Health and Education Act, FTC enforcement

7 See Weight Loss Advertising Report at 21,
9



88

against deceptive marketing of products has increased significantly, with FTC law
enforcement cases involving weight loss products or services in the nineties equaling those
filed in the previous seven decades. Does this indicate that the elimination of the
requirement for pre-market approval by the FDA has left consumers only protected by the
FTIC?

The comparative analysis of magazine advertising from 1992 and 2001 indicates that
there has been an increase both in the overall volume of ads for weight loss products and services
and in the incidence of deceptive or misleading claims.”® In response, the FTC has stepped up
both its own enforcement efforts and its efforts to coordinate with other law enforcement
authorities. The Federal Trade Commission is not the only agency to police the dietary
supplement industry. DSHEA requires a manufacturer of a dietary supplement to have
substantiation for any structure/function claims so that the claim is truthful and not misleading.
We, therefore, coordinate our enforcement efforts closely with the Food and Drug
Administration. In addition, we work closely with the state Attorneys General, and other state
and local law enforcement authorities. We are also increasing our efforts to combat cross border

fraud in the weight loss industry and other health-related industries by coordinating with law

enforcement agencies in Canada, Mexico and other countries.

6. Would the FTC agree that it is inefficient to have to screen product marketing once it is
on the market rather than before it goes to market? Would the system be more efficient if
FDA were allowed to screen the claims made by dietary supplement manufacturers based
on current scientific knowledge?

At this time, the Commission is not aware of any systematic analysis of the relative

efficiency of preclearance versus post-claim enforcement in the dietary supplement market. The

'8 See Weight Loss Advertising Report at 21-24.

10
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FTC does not pre-screen advertising claims for dietary supplements or any other product or
service within its jurisdiction. Instead, the agency addresses deception in the marketplace largely
through post-market enforcement actions targeted against specific false or misleading claims. In
applying this approach, the agency seeks to balance the risk of allowing commercial speech that
might prove to be false or misleading and the risk of banning or delaying commercial speech that
might prove to be true. Considerations like the nature of the claims and the risks that may result
from deception are important components of this balancing. Claims about health and safety, in
particular, require a rigorous substantiation standard as well as a strong and active enforcement
program to back up that standard. The Commission’s role in reviewing the truthfulness and
accuracy of claims presumes that products are legally in the marketplace and do not pose an

unacceptable risk of consumer injury.

7. Against what percentage of bad actors does FTC have the resources to take enforcement
action? Does this leave a large number of bad actors continuing to market to an
unsuspecting public because the FT'C only has the resources fo go after the most prominent
and egregious actors?

Although there is no definitive data to respond to your specific question, the weight loss
advertising report strongly suggests that the incidence of false and deceptive claims has increased
over the past decade. The Commission has made enforcement against deceptive supplement
advertising, including weight loss supplements, a priority of its consumer protection mission and
devotes significant resources to investigation and prosecution of cases against false and

unsubstantiated advertising in this industry. As in any law enforcement effort, the Commission

attempts to direct its resources to the cases involving the greatest amount of harm or otherwise

11



90

serving an important law enforcement interest. It is important that we continually reassess the
efficacy of our enforcement efforts and examine alternative approaches that may increase our
effectiveness. These are the questions that we will be examining at our November 19 workshop

on weight loss advertising.

Aggressive law enforcement is a critical component of an effective program to combat
market deception. At the same time, it seems clear that we should pursue other strategies like
consumer education, better industry self-regulation, and encouraging better media screening of
facially false ads. Our workshop will focus on ways to enhance our current approaches to
curbing deceptive weight loss advertising and on coming up with creative new strategies to

maximize the efficient use of our law enforcement resources.

Conclusion

The Commission thanks this Subcommittee for focusing attention on this important
consumer health issue and for giving the Federal Trade Commission an opportunity to discuss its
role. The Commission looks forward to working with the Subcommittee on initiatives

concerning our dietary supplement program and our activities involving weight loss marketing.

12
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Testimony of
Bill Jeffery, I.LB,,
Centre for Science in the Public Interest (Canada)
National Coordinator

Good morning. I am Bill Jeffery, National Coordinator of the Centre for Science in the
Public Interest (CSPI) for Canada. CSPI is an independent health advocacy organization, focussing
on nutrition and food safety, with offices in Ottawa, Canada and Washington, D.C. CSPI's Canadian
advocacy efforts are supported by 125,000 subscribers to the Canadian edition of its Nutrition
Action Healthletter. CSPI does not accept funding from either industry or government.

I am pleased to have the opportunity today to address the issue of how ephedra and other
dietary supplements (or what we call in Canada “natural health products”) should be regulated. 1
was specifically asked to address the following seven questions. 1 have provided complete answers
to these questions in my prepared statement and I request that they be incorporated into the record.

1. Please discuss the reasons that Health Canada withdrew many ephedra-containing dietary
supplements from the market.

Following two prior public advisories concerning health risks associated with unapproved
products containing ephedra/ephedrine, Health Canada conducted a risk assessment and determined
that, on the basis of at least 60 adverse reaction reports and one death in Canada (and similar
international evidence), these products constituted a Class 1 health risk for some vulnerable
population groups.” A Class 1 health risk is “a situation where there is a reasonable probability that
the use of, or exposure 1o, a product will cause serious adverse health consequences or death.”
Accordingly, Health Canada issued a voluntary recall of the offending products on January 8, 2002.

2. Did your organization support Health Canada’s decision?

We support the recall of ephedra-containing products because the small benefit of taking
ephedra to lose weight (about one or two additional pounds lost per month for up to four months) is
not worth the risk of stroke, cerebral haemorrhage, heart attack, and death. Experts may quibble
over individual reports of adverse reactions, but it is beyond dispute that ephedra triggered many
serious complications and deaths in the United States and Canada.

3. Did many other consumer and health advocacy groups support Health Canada’s decision?

At least nine organizations issued notices of Health Canada’s voluntary recall on their web-
sites, including the Canadian Medical Association, the Canadian Pharmacists Association, and the
National Association of Pharmacy Regulatory Authorities.® At least three other organizations
publicly criticised Health Canada for not taking even stronger steps to prevent the sale of ephedra-
containing products. They include the Canadian Health Coalition, the British Columbia Medical
Assoctation, and the Vancouver-based St. Paul’s Hospital Eating Disorders Program.
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4. Please discuss the regulatory system in Canada that oversees dietary supplements.

Currently, the Canadian Food and Drugs Act and Regulations do not include a special
regulatory category for herbal remedies. Accordingly, they are technically considered to be drugs
and could be regulated as such.* Vitamin and mineral supplements are explicitly regulated as drugs
in Part I» of the Regulations. Generally, drugs must be pre-approved for sale by the Minister of
Health, assigned a Drug Identification Number (D.IN.)* and must bear the D.IN. on the label when
sold to the public.®

Uniil forthcoming natural health product regulations are in place, Health Canada is only
taking regulatory actions against herbal remedies and other natural health products when they pose
health risks or make claims about benefits in relation to 39 diseases and health conditions listed in
“Schedule A” to the Act. The vast majority of natural health products currently on the market do not
have health claims on labels, )

The Federal Government pre-published proposed amendments to the Food and Drug
Regulations on December 22, 2001 that, if approved, would establish a regulatory framework for
licensing natural health products and production facilities. The proposed amendments would also set
standards for Good Manufacturing Practices, quick mandatory adverse reaction reporting, and label
disclosures. Under the proposed regulations, the Minister of Health would have the power to revoke
product and site licenses and take other enforcement actions.”

The Foed and Drugs Act does not empower the Minister to issue mandatory recalls for drugs
or natural health products.® Health Canada’s experience is that requests for recalls are almost
universally respected making it virtually unnecessary to resort to more rigorous enforcement powers
such as seizing products or obtaining injunctions against sale.®

5. Has Health Canada taken other actions to safeguard Canadians from dangerous dietary
supplements?

Health Canada issued a voluntary recall and stop-sale directive for products containing the
herb Kava on August 21, 2002% after receiving reports of four cases of non-fatal liver toxicity in
Canada. On June 19, 2002, a voluntary recall was issued concerning seven herbal supplements:
Arthrin, Osporo, Poena, Neutralis, Oa Plus, Ra Spes and Hepastat found to contain undisclosed
pharmaceutical drugs. Since November 1999, Health Canada issued at least 10 other voluntary
recalls involving 31 natural health products' and several other public advisories concerning products
causing adverse interactions with prescription drugs and products that were seized or turned back at
ports of entry.
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6. Does the fact that these products are so widely available here in the United States pose a
risk for Canadian consumers?

According to Health Canada, these types of products are frequently imported from the US
for personal use, or to be sold clandestinely in fitness centres, truck stops (to improve wakefulness),
and elsewhere. Canadian or American truck drivers obtaining this product during trips in the United
States may pose highway traffic accident risks if they use the product while driving in Canada.

7. Are there other actions that your organization would like to see Health Canada take to
better safeguard Canadians with respect to dietary supplements? .

CSP1 and the editor of the Canadian Medical Association Journal have voiced the concern
that Health Canada is excessively reliant on guidance from the natural health products industry in
developing the new regulatory program. CSPI believes that Health Canada should instead rely on a
panel of experts with no conflicts of interest. Furthermore, the proposed natural health product
regulations do not assure 2 publicly transparent system of review for product safety and efficacy. We
believe that active ingredients of such products are, by definition, not subject to proprietary
confidentiality (patent or otherwise) and, accordingly, their safety and efficacy is best reviewed
through a fully transparent process of safety and efficacy review, prior to approval. Lastly, while
voluntary recalls are typically heeded, including mandatory recall authority in the Act, for drugs and
natural health products, would reinforce the capacity of Health Canada to protect the public health in
an administratively efficient manner.

1 would like to thank the Committee for the opportunity to testify and will be happy to
answer any questions.
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ENDNOTES

1. Such groups include persons with pre-existing conditions such as hypertension, diabetes, heart
disease, etc.

2. Others include: the Ontario College of Pharmacists, the Ordes de pharmaciens du Québec, and
the Calgary Health Region. At least three Canadian amateur sport organizations posted web-site
notices of the recall prepared by the Canadian Centre for Ethics in Sport. (See: Judo Canada at
http://www judocanada.org/results/022202.html, Cross Country [Skiing] Canada at
hitp://canada.x-c.com/coaching/technical/advisorynote htm , Federation of Canadian Archers at
http://www fca.ca/weeklys/2002/8feb02.html.) See also, notices posted by the following
consumer magazines: Energy Magazine at http://www.energymagazine.com/news/?news_id=2
and Natural Life Magazine at http://www life.ca/nl/84/ephedra.html . Seven pharmaceutical and
herbal manufacturers and retailers issued public statements either supporting the Health Canada
recall (e.g., Beohringer Ingelheim Canada (BIC), S & H Health Foods in Kitchener, Ontario) or
stressing that their products do not contain enough ephedra/ephedrine to be captured by the recall
(e.g., including Pfizer Canada, BIC, Herbal Success Inc., McNeil Consumer Healthcare in relation
to Tylenol); see, Canada News Wire news releases for January 10-11, 2001 at
http://keyword newswire. ca/cgi-bin/keyword.cgi?’BINSME&QUER Y=ephedrine. In addition, the
following retail stores publicly stated that their products did not include items encompassed by the
recall: Hy and Zel’s retail store in Cambridge Ontario, and Nathuleal retail store in Kitchener,
Ontario.

3. See, generally, the Food and Drugs Act, R.S.C. 1985, c. F-27.

4. Drug is defined in section 2 of the Food and Drugs Act, R.S.C. 1985, ¢. F-27 as:

“ includes any substance or mixture of substances manufactured, sold or represented for
use in
(a) the diagnosis, treatment, mitigation or prevention of a disease, disorder,
abnormal physical state, or its symptoms, in human beings or animals,
(b) restoring, correcting or modifying organic functions in human beings or
animals, or
(c) disinfection in premises in which food is manufactured, prepared or kept;”

5. Section C.01.014 of the Food and Drug Regulations, CR.C., c. 870 states:
“Assignment and Cancellation of Drug Identification Numbers

C.01.014. (1) No manufacturer shall sell a drug in dosage form unless a drug identification
number has been assigned for that drug and the assignment of the number has not been cancelled
pursuant to section C.01.014.6.” [The Regulations then prescribe the application procedure.]

6. Section C.01.005 of the Food and Drug Regulations, CR.C., c. 870 states the following:
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C.01.005. (1) The principal display panel of both the inner label and outer label of a drug
sold in dosage form shall show in a clear and legible manner the drug identification number
assigned by the Director for that drug pursuant to subsection C.01.014.2(1), preceded by
the words "Drug Identification Number" or "Drogue : identification numérique” or both,
or the letters "DIN".

7. See the proposed natural health products regulations in: The Canada Gazette, Part I, Vol.
135, No. 51 (December. 22, 2001) pp. 4912-4971 at:

http://www.canada. gc.ca/gazette/homparl-2_e.html.

8. In contrast, section 19 of the Canadian Food Inspection Agency Act authorizes the Minister
of Agriculture and Agri-Food to issue mandatory recalls for foods. See: Canadian Food
Inspection Agency Act, R.S.1997, ¢. 6.

9. Approved drugs posing health risks may be subject to mandatory stop-sale orders pursuant to
subsection C.01.013(3) of the Food and Drug Regulations, CR.C., c. 870.

10. See: http://www.hc-sc.gc.ca/english/protection/warnings/2002/2002_56e.htm.

11. See, for instance, http://www hec-sc.gc ca/english/protection/warnings/2002.htm and
http.//www .he-sc.gc.cashpb-dgps/therapeut/htmleng/adviss_tpd_bgtd e.html and
http://www hc-sc.gc.ca/hpb-dgps/therapeut/zfiles/english/publicat/adrv12n4 e html#6.
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STATEMENT
for the Record
of the
American Medical Association
to the

Subcommittee on-Oversight of Government- Management, Restructuring
and the District of Columbia
Committee on Government Affairs
United States Senate

RE: DANGERS OF DIETARY SUPPLEMENT EPHEDRA

October 8, 2002

Good morning Chairman Durbin and members of the Subcommittee. I am Ron Davis,
MD, a member of the Board of Trustees of the American Medical Association (AMA). I
am pleased to be able to testify today on behalf of the AMA. As a preventive medicine
physician, I serve as director of the Center for Health Promotion and Disease Prevention at
the Henry Ford Health System in Detroit, Michigan.

The physician members of the AMA are very concerned about the quality, safety, and
efficacy of dietary supplement products, especially herbal (botanical) products, and we
commend Chairman Durbin and this Subcommittee for their continued focus on this
problem. I would like to begin this testimony with a series of questions.

¢ Do dietary supplement products actually contain the active ingredient(s) (and
strength(s]) that their manufacturers claim on the labeling?

o Are these products really as safe as the promotional materials of the manufacturers
claim them to be?

¢ Does the degree of safety change in individuals who have pre-existing diseases and
conditions, or in those individuals who are also taking prescription medications?

e Are the structure/function claims for these products accurate and based on good
science?

e Are these products being used inappropriately to treat diseases or potentially delaying
individuals with diseases from obtaining effective care that may include prescription
medications?

The AMA does not believe that satisfactory answers to these questions have been offered
to either public health officials or the general public. Because dietary supplements are
classified as foods rather than drugs, rigorous safety and efficacy standards are not required
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for these products. Also, standards for product quality and for Good Manufacturing
Practices (GMP) do not yet exist.

The primary obstacle to effective regulation in this area is the Dietary Supplement Health
and Education Act of 1994 (DSHEA), which fails to provide for adequate Food and Drug
Administration (FDA) regulatory oversight of dietary supplements. The AMA has urged
Congress to amend DSHEA to require that dietary supplements, including those products
already in the marketplace, undergo FDA approval for evidence of safety and efficacy;
meet standards established by the United States Pharmacopoeia (USP) for identity,
strength, quality, purity, packaging, and labeling; and meet FDA postmarketing
requirements to report adverse events, including drug interactions.

The AMA commends the HHS Office of Inspector General (OIG) for its report entitled,
“Adverse Event Reporting for Dietary Supplements: An Inadequate Safety Valve,” that
found the current regulatory system for dietary supplements to be substantially inadequate.
The AMA supports the OIG’s recommendations to strengthen the standards to which
dietary supplements are subject.

In the absence of modifications to the current federal law, the FDA must aggressively
regulate dietary supplements to the fullest extent possible, to. fulfill its obligation to protect
the health of the American public. The AMA has expressed this view to the FDA on
numerous occasions through letters to the Commissioner and to various FDA Dockets.

Because dietary supplements are classified as foods under federal law, they are assumed to
be safe and are subject to limited regulatory oversight. Therefore, it is imperative that
dietary supplement products have essentially no risks, i.e., they must be extremely safe,
and provide some benefits for consumers. As discussed below, the AMA believes that
dietary supplement products containing ephedrine alkaloids fail to satisfy this requirement
for a high benefit/risk ratio.

As requested, the AMA has structured its statement to respond to the six questions posed
by the Subcommittee.

Question 1. Why has the AMA asked the FDA 1o initiate proceedings to remove dietary
supplement products containing ephedrine alkaloids from the United States market?

In letters dated September 28, 2000, and January 28, 2002, the AMA encouraged the FDA
to initiate proceedings to remove dietary supplements containing ephedrine alkaloids from
the United States market. The AMA believes the FDA has sufficient cause to take this
action under Section 402(£)(1)(A)(i) of the Federal Food, Drug, and Cosmetic Act
(FDCA). Specifically, these products should be deemed adulterated because they present a
significant or unreasonable risk of illness or injury under conditions of use recommended
or suggested in the labeling. Unfortunately, the Agency has failed to acknowledge or
respond to the AMA’s comments.

The AMA has taken this position based on a number of considerations:
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Over 1,000 voluntarily submitted Adverse Event Reports (AERs) associated with
dietary supplements containing ephedrine alkaloids have been received by the FDA. A
number of these AERSs have described events that have resulted in death or serious
morbidity (e.g., cardiac arrhythmias, myocardial infarctions, seizures and strokes).
Many of these AERs were for young, presumably healthy, adults. Additionally, a
subset of individuals may develop drug-seeking behavior or dependence on ephedra-
containing products. Due to the nature of voluntary patient safety reporting systems,
these AERSs underestimate the actual number of adverse events that have occurred. As
noted in the Subcommittee’s invitation to appear, one company alone recently admitted
to having received, since 1995, more than 14,000 AERs associated with dietary
supplements containing ephedrine alkaloids.

In August 1996, after reviewing approximately 800 AERs and other evidence, a
majority of the members of FDA’s Food Advisory Committee stated that, “based on
the available data, no safe level of ephedrine alkaloids could be identified for use in
dietary supplements.” It recommended that FDA remove dietary supplements
containing ephedrine alkaloids from the market. However, the FDA did not take this
advice.

Similarly, in 2000, four outside experts (two in clinical pharmacology and one each in
psychopharmacology and neurology) commissioned by the FDA to review 140 new
AERs concluded that a number of serious adverse events, including deaths, were most
likely due to ephedrine alkaloids in dietary supplements. Three of these experts
believed that dietary supplements containing ephedrine alkaloids posed a significant
and unreasonable risk.

The AMA recognizes that it is difficult to prove cause-and-effect relationships based
on voluntary AERs. Nonetheless, the primary question that should be considered by
the FDA is whether manufacturers’ claims of purported benefits for these products
outweigh the products’ risks. We continue to believe that the benefits do not outweigh
the risks, and the weight of the available clinical evidence supports the removal of
dietary supplement products containing ephedrine alkaloids from the market.
Purported uses for these products include weight loss, energy enhancement,
enhancement of athletic performance, body building, and euphoria. The AMA strongly
believes that, with the possible exception of weight loss, the other purported uses of
dietary supplements containing ephedrine alkaloids are of questionable benefit.
Moreover, the AMA is unaware of any well-controlled clinical trials that prove
efficacy for these purported uses. Taking into account the high number of AERs and
the extremely questionable uses of ephedrine alkaloid-containing products, the AMA
believes the benefit/risk ratio for these products is unacceptable.

Obesity is a significant public health problem in the United States. However, the
AMA’s position is that obesity should be categorized as a disease whose management
should include dietary modification, exercise, and, when indicated, drug therapy. A
number of prescription drugs, including phentermine, phendimetrazine, orlistat, and
sibutramine, are available to treat obesity in the United States. In addition, surgical
procedures can be used to treat morbid obesity. In Denmark, ephedrine alkaloids are
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available to treat obesity, but these products can be obtained only by prescription.
Interestingly, phenylpropanolamine, one of the active constituents in ephedrine
alkaloids, recently was withdrawn as an over-the-counter drug for appetite suppression
(also as a decongestant) from the U.S. market because it was associated with an
increased risk of hemorrhagic stroke.

f. National Institutes of Health (NIH) guidelines for the treatment of obesity state that
herbal preparations, including ephedra-containing products, are not recommended as
part of a weight-loss program.

g. Recently, Health Canada, the Canadian-agency with FDA-like authority, requested a-
recall of many Ephedral/ephedrine-containing products from the market because such
products pose a serious risk to health, Specifically, Health Canada recalled:

® ephedralephedrine products with a dose unit of more than 8 mg of ephedrine,
or a label recommending more than 8 mg/dose or 32 mg/day, and/or a labeled
or implied use exceeding 7 days;

» all combination products containing Ephedra/ephedrine together with
stimulants (e.g., caffeine) and other ingredients which might increase the
effect of Ephedra/ephedrine in the body; and

» ephedra/ephedrine products with labeled or implied claims for appetite
suppression, weight-loss promotion, metabolic enhancement, increased
exercise tolerance, body-building cffects, euphoria, increased energy or
wakefulness, or other stimulant effects.

In conclusion, the AMA encourages the FDA to initiate proceedings to remove dietary
supplements containing ephedrine alkaloids from the United States market because the
risks associated with the use of these products outweigh the benefits,

Question 2. Do ephedrine alkaloids pose the same risk for hemorrhagic stroke as
phenyipropanolamine (PPA)?

Ephedrine atkaloids are sympathomimetic amines that affect the cardiovascular system by
increasing blood pressure and heart rate. Ephedrine also is a central nervous system (CNS)
stimulant.  Based on the voluntary AERs reported to the FDA, the most serious adverse
events associated with ephedrine alkaloids have been those that would be expected of
potent sympathomimetic amines, ineluding cardiac arthythmias, myocardial infarctions,
sudden death, strokes, and seizures.

Phepylpropanolamine (PPA) is a synthetic sympathomimetic amine that was used in
numerous over-the-counter (OTC) medications a5 a decongestant and for weight loss.
Recently, PPA was withdrawn from the United States market by the FDA after a study
showed that this compound resulted in an increased risk, albeit small, of hemorrhagic.
stroke.

Absent a well-controlled clinical study comparing ephedrine alkaloids to PPA; it is not
possible to answer the question of whether ephedrine alkaloids pose the same increased
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risk for hemorrhagic stroke as PPA. While the AMA supports well-controlled clinical
studies on the relationship of serious adverse events to ephedrine alkaloids, these studies
are not 4 necessaty prerequisite to removing dietary supplement products containing
ephedrine alkaloids from the market immediately.

Question 3. Should herbal ephedra be available by prescription only in the United Siates?

For reasons stated above, the AMA strongly supports the removal of dietary supplement
products containing ephedrine alkaloids from the United States market. Whether products
containing ephedrine alkaloids that are regulated as drugs should be available in the United
States remains an epen question. -A product sponser {manufacturer)-would have to submit
evidence of safety and efficacy for one or more indications to the FDA for premarket
review. If the evidence shows a benefit/risk ratio that justifies approval for marketing, then
such a product could be marketed. Whether the product is available OTC or only by
prescription would depend on the product’s safety and on the need or lack of need for
physician supervision of patients using the product.

Question 4. What are the dangers of taking ephedro-containing products without medical
supervision?

Because of ephedrine’s known sympathomimetic effects on the cardiovascular and central
nervous systems, reports of cardiac arrhythmias, myocardial infarctions, sudden death,
strokes, and seizures are not unexpected. These types of severe adverse events have been
reported in the medical literature for many years. If individuals have a known pre-existing
condition (e.g., cardiovascular diseasc) that makes them more susceptible to these
complications of ephedrine, then medical supervision could prevent the complication from
occurring (e.g., by advising the patient not to use ephedrine). Ephedrine rarely is used
today for medical purposes because many other drugs are more effective and have fewer
adverse reactions. However, if a physician were to recommend ephedrine for medical
purposes, the risks could be weighed against the benefits.

As discussed above, the real problem with dietary supplements containing ephedrine
alkaloids is that there is no, or at best questionable, benefit in using the product. No
medical condition or illness is prevented by having ephedrine in your diet. Yet ephedrine
alkaloid-containing products do have risks and, in some cases, these risks may be serious
or fatal to previously healthy young people who do not experience any benefit from the
product. These serious side effects, regardiess how rare they may be, are unacceptable in
the absence of proven benefits, and the products should be removed from the market.

Question 5. Please explain the difference between a patient taking a prescription drug for
obesity under the supervision of a physician and a consumer taking an ephedra product for
ohesity without any screening for medical conditions that would suggest thai the consumer
was a poor candidate for such a product.

Appropriate treatment of overweight and obese patients requires a comprehensive
approach involving diet and nutrition, regular physical activity, and behavioral change,
with an emphasis on long-term weight management rather than short-term extreme weight



102

reduction. The aggressiveness of the treatment approach should be tailored to match the
health risks associated with the patient’s weight. Available treatment options vary in their
cffectiveness and risk. Physicians have an important role in promoting preventive
measures and encouraging positive lifestyle behaviors, as well as identifying and treating
obesity-related comorbidities. Physicians also fulfill a vital function in counseling patients
about safe and effective weight loss and weight-maintenance programs, referring patients
to ancillary personnel when appropriate, and providing monitoring, support and
encouragement to the patient.

Prescription anti-obesity drugs should be given only as an adjunct to nutrition therapy and
exercise. The AMA concurs with the following NIH recommendations for the
pharmacologic treatment of adult obesity:

» lifestyle therapy (diet, exercise) should be considered before any drug therapy;

s weight-loss drugs approved by the FDA may be used as part of a comprehensive
weight-loss program for patients with a body mass index (BMI) > 30 kg/m” with no
accompanying obesity-related risk factors or diseases {e.g., hypertension, dyslipidemia,
coronary heart disease, type 2 diabetes, and sleep apnea), and for patients with a BMI >
27 mg/m” with accompanying obesity-related risk factors or diseases;

» avoid use of drugs without accompanying lifestyle modification;

* assess drug efficacy and safety continually;

+ discontinue drug use if it is ineffective in weight loss or weight maintenance, or if there
are serious side effects. Pharmacotherapy cannot be expected to continue to be
effective in weight loss or weight management after cessation of drug therapy.

To prevent weight regain, weight-loss drugs need to be used on a long-term basis in the
same fashion as agents for other chronic disorders, such as hypertension, hyperlipidemia,
and diabetes. In order to be used on a long-term basis, weight-loss medications must be
both safe and effective. Because many obese patients have underlying cardiovascular and
endocrine conditions, physicians should be involved to monitor for adverse effects, as weil
as drug efficacy.

Dietary supplements (e.g., ephedra alkaloids in combination with caffeine) that promise
quick and easy weight loss without physician supervision are attractive to consurmers.
However, combining the stimulants caffeine and ephedra, particularly without medical
supervision, may increase the risk of adverse events. Additionally, poor quality control
may contribute to the problems associated with the safety and efficacy of ¢phedra-
containing dietary supplements. No two ephedra-containing supplements are the same.
They contain multiple alkaloids of varying potency, and significant differences between
label claims and actual contents of ephedra alkaloids have been noted, both among within
specific products. The AMA continues to be concerned that the FDA has not, as of this
date, released proposed regulations for Good Manufacturing Practices for dictary
supplements.

As noted earlier, because of the unpredictable amounts of active ingredients and the
potential for harmful side effects, the NIH guidelines for the treatment of obesity state that
herbal preparations, including ephedra-containing products, are not recommended as part
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of a weight-loss program. Without medical supervision, some individuals who might be
discouraged by previous failures to lose weight may combine medications, or use dietary
supplements at doses higher than what is recommended.

Question 6. Please discuss any initiatives that the AMA has taken to ensure that in
discussing weighi loss with their patients, physicians explain the possible dangers of
ephedra-containing products.

The AMA is currently developing a document entitled “Assessment and Management of
Adult Obesity: A Primer for Physicians and Other Health Professionals.” One component
of this guide deals with pharmacologic management and will-address the role of dietary
supplements for weight loss. This document is expected to be released next year. When it
is issued, the AMA would be pleased to share this primer with members of the
Subcommittee.

Thank you for the opportunity to testify before the Subcommittee. The AMA looks
forward to working with you to protect patients’ health.
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Testimony of Sidney M. Wolfe, MD
Director, Public Citizen Health Research Group, Washington DC
Before Senate Governmental Affairs Committee, Subcommittee on
Oversight of Government Management
Hearing on Dangers of Ephedra
October 8, 2002

Senator Durbin and members of the Subcommittee, thank you for the
opportunity to testify on this important topic. Your hearing is essential because of
the extreme, reckless negligence exhibited by dietary supplement companies
who continue to sell ephedra-containing products and because of the industry-
enfeebled Department of Health and Human Services, including the FDA, that
has thus far allowed the companies to get away with continuing to manufacture
and push these deadly drugs.

The US Military Puts the HHS and the FDA to Shame

From 1997 through part of 2001, there have been 30 deaths among active
duty personnel in the armed forces (Army, Air Force, Navy and Marines) in
people who were using ephedra alkaloids. All were between the ages of their
early 20’s and early 40’s and had been in good health prior to their deaths. There
was no other explanation for their deaths. Since then, there have been three
additio1nal deaths associated with the use of ephedra products in the Army
alone.

Partly as a result of these 33 deaths and other serious, non-fatal adverse
events in the military associated with ephedrine, in July of this year memos were
sent to all Army and Air Force military exchanges and commissaries worldwide
stating that by the end of August (2002), all ephedra-containing products should
be removed from the shelves in these military posts for six months until the
results of the HHS ephedra review are released. According to a recent Army/Air
Force bulletin, from Fort Monroe, Va. (August 19, 2002)--“Training and Doctrine
Command has joined with Forces Command in asking the Army Air Force
Exchange Service to remove products containing ephedra, a compound normally
found in diet products.” It is extremely important that in explaining the basis for
issuing this order, Dr. DeKonning, an army physician, stated that “The sale of
ephedra-containing products by facilities on TRADOC [training and doctrine
command] installations is seen by our soldiers as an affirmation that their use is
safe and acceptable.”

The U.S. Marine Corps had earlier--in February 2001--banned the sale of
ephedra-containing products on its military bases: “The Commandant of the
Marine Corps banned the sale of dietary supplements containing ephedra
alkaloids, or ephedrine, at Marine Corps Exchange stores worldwide as of
February 1.2 :
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Sixteen months ago, the Canadian government warned Canadians "not to
use products containing the herb Ephedra" because such products "may cause
serious, possibly fatal, adverse effects." On January 9 of this year, Health
Canada requested a recall of all ephedra products "with labeled or implied claims
for appetite suppression, weight loss promotion, metabolic enhancement,
increased exercise tolerance, body-building effects, euphoria, increased energy
or wakefulness, or other stimulant effects.”

In answering the questions you have provided me, | will add, to the
published references in our petition, information obtained since it was filed.

What is the basis for our September, 5, 2001 HHS petition (filed with Dr.
Ray Woosley, now of the University of Arizona) to ban the manufacture and
sale of all ephedra-containing dietary supplements?

The answer to this question must start out with two other questions:

Do drugs which are related to epinephrine (adrenaline) such as ephedrine,
phenylpropanolamine, amphetamines and similar drugs cause an increase in
blood pressure, constriction of blood vessels, an increase in heart rate or an
increase in cardiac arrhythmias? The answer is unequivocally yes, and this has
been known for decades.

Is there evidence that these drugs can cause strokes and heart attacks in
people because of causing an increase in blood pressure, constriction of blood
vessels, heart rate or cardiac arrhythmias?

in addition to the section in our petition presenting evidence for
cardiovascular toxicity of ephedra (see appendix), we have obtained a copy of an
internal March 28, 2000 FDA memo from Dr. Janet Woodcock, Director of the
Center for Drug Evaluation and Research (CDER) in response to being asked to
review the strength of the evidence linking ephedra with life-threatening
cardiovascular events and strokes. After a review by CDER’s Office of
Postmarketing Drug Risk Assessment (OPDRA), Dr. Woodcock concluded that
“...at least 108 of the reports [clinically significant cardiovascular and central
nervous system adverse event reports] OPDRA analyzed provide very strong
evidence in support of a causal relationship between EADS [ephedra alkaloid-
containing dietary supplements] and the adverse events, particularly in light of
the known pharmacodynamic effects of ephedrine alkaloids.™

What is the incongruity in FDA banning PPA (phenylpropanolamine) but
allowing ephedra to stay on the market?

Given that there are now more reported cases of death, heart attacks,
stroke and other adverse effects associated with ephedra than with PPA at the
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time of its ban, the situation represents a dangerous déja vu. We are now, with
ephedra, where we were 10 years ago with PPA: clear, unequivocal evidence of
danger but a time-delaying “need” by the industry to conduct studies. (FDA
unfortunately bought into the need for a case control study on PPA 10 years
ago). With PPA, dozens or more lives were lost and many people permanently
disabled between the time the FDA clearly should have acted and when they
finally got the drug (PPA) off the market. To repeat this fatal mistake with
ephedra is to fail to learn the lessons of history.

Since we have petitioned the FDA to ban other weight loss products such
as Meridia (sibutramine, Abbott), what benefit/risk analysis should be
applied to weight loss products?

Over 30 years ago, in June 1968, FDA Medical Officer Dr. Robert O. Knox
refused to approve the New Drug Application (NDA) for a diet drug. This
disapproval touched off a dispute between the FDA and the drug’s manufacturer,
A.H. Robbins, that eventually led to the drug’s approval and Dr. Knox’s transfer
to another area within the Agency. His reason: obesity is a chronic disease and
there is no evidence that these drugs affect the course of the disease over the
long term.

The drug Dr. Knox refused to approve was fenfluramine (Pondimin), a
drug that ultimately became the “fen” portion of the notorious “fen/phen”
combination, the portion that was removed from the market on September 15,
1997 because it caused heart valve damage and a potentially fatal adverse
reaction of the lungs known as primary pulmonary hypertension.

At the time of our petition to ban Meridia on March 19" of this year, there
were 19 reported cardiovascular deaths in people using the drug, again, far fewer
than the number with ephedra. The fact that there is no evidence of long-term
benefit with either drug and there is evidence of shorter-term risk means that the
benefit/risk ratio for both is extremely unfavorable to patients.

Discuss what is known about the dosages taken by those experiencing
serious adverse effects from ephedrine/ephedra. Is there a safe dose?

In a recent published review of FDA adverse reaction reports by
researchers from New England Medical Center in Boston, in 36 of 37 patients
with heart attacks, strokes or sudden deaths; the use of ephedra (ma huang) was
reported to be within the manufacturers’ dosing guidelines.’ There are also a
number of reports in which a so-called pharmacologic autopsy--post-mortem
measurement of urine, blood and tissue levels--found low levels of ephedra
consistent with recommended use. Given that there is no standardization of the
amount appearing in the product and, more importantly, that there is enormous
variation from person to person in sensitivity to such drugs, no dose is the only
safe dose.



107

Discuss the effects that additional compounds such as caffeine have on
the safety profile of ephedra, given that it is usuaily sold in combination
with such stimulants.

Both caffeine and ephedra can stimulate the sympathetic nervous system
so their combined use increases the cardiovascular risks. in addition, the
frequent use of these products in the context of exercise, also a stimulant to the
sympathetic nervous system, makes for a triple dose of stimulation--in
combination with ephedra and caffeine--which probably accounts for the growing
number of deaths while young, otherwise healthy people are exercising.

In July 1995, according to the agency, “FDA proposed banning OTC
bronchodilators containing ephedrine, ephedrine hydrochloride, ephedrine
sulfate, and racephedrine hydrochloride because of abuse and misuse.
According to the U.S. Drug Enforcement Administration, ephedrine is being used
to make illegal drugs. And, the FDA has found that some drug manufacturers
promote ephedrine for unapproved uses, such as weight control and muscle
enhancing.“ The fact that the FDA has not finalized this proposed ban of
ephedrine in OTC products should not be used as an excuse for the failure to
ban dietary supplements containing ephedra. The proposed OTC ban is still in
the works.

This is not and has never been a question of scientific or medical
evidence. It is a question of politics, and the extraordinarily dangerous political
cowardice of the FDA and HHS Secretary Thompson in the face of massive
lobbying by ephedra-makers in Washington. Is the FDA still part of the Public
Health Service or is it a drug sales promoting adjunct to the pharmaceutical and
dietary supplements industries? De facto drug pushers include those who refuse
to use their legal authority to remove a well-documented hazard to the public
health from the market. There is no doubt that these products will be banned in
the United States. The question is not whether, but when. Delaying tactics such
as the Rand review are costing lives as the day of reckoning for ephedra is
thereby delayed. There are few issues that the AMA and Public Citizen agree on.
Tobacco and ephedra are two of these. The FDA has been rejecting the opinions
of its own consultants and staff (such as Dr. Woodcock) on the dangers of
ephedra alkaloids.
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Appendix

The FDA funded the review by Benowitz, which found hypertension to be
the most common manifestation of ephedrine alkaloid dietary supplement
toxicity.® Zahn reports a 21-year-old man presenting to the emergency
department with a blood pressure of 220/110 after ingesting herbal ecstasy, a
common name for an ephedrine alkaloid dietary supplement.”

Sixty-nine cases of ephedrine alkaloid dietary supplement associated
stroke are represented in the SN/AEMS data set. Ephedrine alkaloid dietary
supplements account for 81% of all dietary supplement related strokes.
Alarmingly, stroke has been reported with the use of an ephedrine alkaloid
dietary supptement in an individual of exceptional health without any other known
risk factors for a cerebrovascular accident.® Bruno et al. report three separate
incidences of stroke associated with the use of street drugs containing ephedrine
exclusively’ and the Hemorrhagic Stroke Project documented the increased
susceptibility to stroke found in women using phenylpropalamine (PPA), a
metabolic breakdown product of ephedrine and another member of the ephedrine
alkaloid family.'® A vasculitis-like beading pattern of the cerebral arteries is a
common factor to many of the ephedtine alkaloid stroke reports, ''1213

The following chart shows the close chemical structures of PPA,
ephedrine and amphetamine. Notice that PPA is identical to ephedrine except for
the absence of a methyl (CH3) group. In fact, the body metabolizes a small
portion of ephedrine to PPA which is also called norephedrine (nor meaning no
methyl group).
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Ephedrine dietary supplements have been implicated in 62 instances of
arrhythmia in the SN/AEMS data set. Zahn reports ventricular arrhythmia
temporally associated with a patient’s use of an ephedrine alkaloid dietary
supplement.’ The patient stabilized after emergent treatment with lidocaine.
Such ventricular arrhythmia may easily degenerate into ventricular fibrillation and
cardiac arrest as described by Haller and Benowitz."® In the over the counter
medication market, ephedrine alkaloid based cold medications have been shown
to induce arrythmias. Pseudoephedrine, at recommended doses, was implicated
in causing an arrhythmia in a healthy man with no known risk factors.'®
Onuigbo’s case report of arrhythmia in a pregnant woman shows that unwittingly
combining sympathomimetics places patients at perilous risk."” The fact that all
of the cases of arrhythmia resolve and fail to recur in the absence of the
offending agent is compelling evidence in favor of ephedrine alkaloid’s causal
role.

Coronary vasospasm due to the ingestion of sympathomimetics has been
shown to result in chest pain and myocardial infarction / heart attack. Ephedrine
alkaloid dietary supplements contributed to 88 reports of chest pain and 32 cases
of myocardial infarct / heart attack in the SN/AEMS data set. Traub reporis a 18-
year-old male bodybuilder who suffered an inferolateral myocardial infarction
after using the recommended dosage of an ephedrine alkaloid dietary
supplement.'® This patient had no known risk factors for heart disease and no
significant findings on cardiac catheterization. In a controlled cross-sectional
study of chest pain admissions at a pediatrics emergency department, James
found that ephedrine exposure was associated with chest pain in adolescents.'®
Wiener describes a 28-year-old man with no known cardiac risk factors who
suffered a myocardial infarct after taking the recommended dose of a
pseudoephedrine decongestant.”® This apparently inherent ability of ephedrine
alkaloids to provoke chest pain and induce myocardial infarction in healthy
patients is of particutar concern because of the implications for vulnerable
patients using other medications or with previously undiagnosed underlying
medical conditions. Note that some of these adverse cardiovascular events can
occur at the recommended dose.

" Telephone conversation with Mike Heath, Pharm.D. Senior Pharmacist, U.S.
Army, Consultant for the US Army Surgeon General, Washington DC.

2 Announcement of recent Armyj/Air Force worldwide ban of sale of ephedra-
containing products in military exchanges. A similar memo was sent concerning
the ban of sales in commissaries (these are different from exchanges.

http/fwww.army. mil/usar/news/2002/08auqust/ephedra, himi

(Accessed October 7, 2002)
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8 Announcement from Marine Corps Air Station Miramar, February 9, 2001.
Order issued by General James L. Jones.

4 Memo from Dr. Janet Woodcock, March 28, 2000, to FDA CFSAN (Center for
Food Safety and Nutrition) Director Joe Levitt.
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THE NATIONAL CENTER FOR DRUG FREE SPORT, INC.
AND A REPRESENTATIVE FOR
THE NATIONAL COLLEGIATE ATHLETIC ASSOCIATION
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OVERSIGHT OF GOVERNMENT MANAGEMENT, RESTRUCTURING AND THE
DISTRICT OF COLUMBIA
UNITED STATES SENATE
OCTOBER 8, 2002
EPHEDRA: WHO IS PROTECTING AMERICAN CONSUMERS?

Chairman Durbin and other distinguished members of the Subcommittee, on behalf of
the National Collegiate Athletic Association, thank you for inviting the NCAA to appear
today to inform you of the Association’s activities as they pertain to the substance
“ephedra.”

I am Frank D. Uryasz, president of The National Center for Drug Free Sport, inc. The
Center is a for-profit corporation based in Kansas City, Missouri. Our company provides
drug-education and drug-testing services to sports organizations, colleges, universities
and high schools. Our clients include the NCAA, NFL and many colleges and
universities.

Prior to starting The Center, | was director of sports sciences for The National Collegiate
Athletic Association from 1986 through 1999. As director of sports sciences, | was
responsible for managing the NCAA health and safety programs, which included the
national drug-testing programs.

Currently, Drug Free Sport administers the NCAA's national drug-testing programs. For
this reason, the NCAA asked me to represent it here today. Also present with me today
are Mary Wilfert and Abe Frank from the NCAA national and Washington offices.

The NCAA is a private association of approximately 1,200 four-year colleges,
universities and athletics conferences. Approximately 360,000 student-athletes compete
in intercollegiate athletics at these institutions.

One of the guiding principles of the NCAA is in the area of athlete health and welfare.
The NCAA manual states that it is the responsibility of each member institution to protect
the health and safety and provide a safe environment for each of its participating
student-athletes.

The NCAA schools take this responsibility seriously and the NCAA commits significant
resources to its schools to ensure that athletes’ health and safety are maximized. These
resources include:

e The NCAA Committee on Competitive Safeguards and Medical Aspects of
Sports. This committee is a full standing committee of the Association. Its sole
purpose is to advise the NCAA and its members on matters regarding health and
safety.

NCAA Statement
October 8, 2002
Page No. 1
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» The NCAA Sports Medicine Handbook. A set of sports medicine guidelines for
member schools that includes the NCAA’s recommendations on educating
athletes about dietary supplements.

e Health and safety specialists. The NCAA national office employs staff members
who oversee the NCAA's health and safety initiatives.

» Two national drug-testing programs designed to deter the use of NCAA banned
drugs.

e Educational seminars on developing student-athlete drug and supplement
prevention programs within the university.

« National survey research on the drug and supplement use and abuse habits of
college athletes.

These are a just a few of the many ways that the NCAA commits its resources to helping
student-athletes maintain or enhance their health.

Since 1985, the NCAA has conducted a national study of the drug and supplement use
habits of college athletes. The study is replicated every four years and four replications
have been conducted since the original study. The study is designed to obtain data on
the substances and use patterns of college athletes through the use of anonymous self-
report questionnaires. Over 21,000 student-athletes completed the survey in the 2001
study. Copies of the study are available at www.ncaa.org and are available at the
hearing today. )

Prior to the 1987 replication, the NCAA competitive safeguards committee had been
monitoring reports of the growing use of dietary supplements, including ephedrine, by
college athletes. Accordingly, the committee included questions about the use of
supplements on the 1997 survey. The 1997 study found the following regarding college
athletes’ use of ephedrine:

* 3.5% of the athletes surveyed reported using ephedrine within the previous 12
months.

* The highest rate of ephedrine use among male athletes was in wrestling (10.4%);
the highest for women was in soccer (3.3%).

* 50.8% of users said they used ephedrine primarily to improve athletic
performance.

s Athletes used ephedrine more in the competitive season, started their use in high
school and many used right before or during practice or competition.

Although the study showed that a small percentage of athletes was using ephedrine, the
NCAA was concerned that its use was being linked so closely with the desire to improve
athletic performance. For this reason, the competitive safeguards committee
recommended in July 1997 that ephedrine be included on the list of banned drugs by the
NCAA. The NCAA membership agreed with this recommendation and ephedrine
remains on the list to this day.

The NCAA sponsors two national drug-testing programs for college athletes. As part of
its drug-prevention efforts, the NCAA publishes a list of banned drug classes and tests
athletes periodically. The NCAA list, like most banned-drug lists of national and
international sports organizations, includes stimulants. Ephedrine is included on that list.

NCAA Statement
October 8, 2002
Page No. 2
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The NCAA drug-testing programs are designed to deter the use of banned drugs. The
NCAA believes testing is necessary to protect the athletes’ health and safety and to
ensure that athletes are not using performance-enhancing drugs fo gain a competitive
advantage.

The NCAA instituted drug testing at its championships and post-season football bow!
games in 1886. Since 1986, any NCAA athlete competing in these events is subject to
NCAA drug testing under a strict, published protocol utilizing the best laboratory in the
U.8. for sports drug testing. Approximately 1,500 athletes are tested each year.
Athletes who test positive lose their eligibility to compete in all sports for at least one
year. Since the 1997 ban on ephedrine, all athletes who participate in NCAA drug
testing have been tested for ephedrine use.

To deter the use of training drugs such as anabaolic steroids, the NCAA implemented a
second drug-testing program in August 1880. Today as part of this program, over
10,000 athletes are tested by the NCAA on their campuses August through June.
Stimulant testing was not included in this testing program.

The 2001 replication of the NCAA's national drug use survey provided new data on how
athletes’ use of ephedrine changed from the 1997 survey.

» Ephedrine use had grown from 3.5% in 1997 to 3.8% in 2001.

s The highest use in men’s sporis was now in lacrosse (5.5%) and in women's
gymnastics (8.3%).

« Most started using ephedrine in high school.

* Users stated that they used ephedrine to improve performance (24%), as an
appetite suppressant (22%), for health reasons (22%) and to improve
appearance (20%).

Due in large part to the 2001 survey findings, the NCAA added ephedrine testing to its
year-round drug-testing program in August 2002. This year, NCAA will conduct over
10,000 drug tests for ephedrine.

It should be noted that the NCAA ban on ephedra is part of an overall ban on the uss of
stimulants. Athletes will use stimulants toincrease their energy levels and to help them
lose weight or body fat. The use of stimulants combined with exercise and heat can
cause damaging health effects and even sudden death.

The NCAA's prevention efforts as they pertain to ephedra(ine) are significant. They
include:

* The Dietary Supplement Resource Exchange Center (REC). All NCAA athletes
may use this service funded by the NCAA and housed at Drug Free Sport. The
REC provides a toll-free number and Web site for athletes to gef reliable
information about the effects of supplement use. Inquiries are treated in a
confidential manner. The REC has an ongoing relationship whereby any reports
of heaith effects of supplement use are reported to the FDA's Medwatch
program.

¢ Educational information via bookmarks and on the Web at
www.drugfreesport.com.

NCAA Statement
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Posters explaining the consequences of supplement use.

+ Educational conferences for coaches and administrators on deterring supplement
use by athletes.

¢ A national speakers bureau of experts on drug and supplement use in sport.

* The NCAA also communicates through its biweekly publication, The NCAA
News, which has featured a number of arficles on supplement use. A special
advisory mefrorandum from the NCAA also was sent June 5, 2001, copies of
which arg available today at the hearing.

All NCAA colleges have agreed through formal legislation not to distribute supplements
1o athietes unless the products fall info specific, restricted categories such as fluid
replacement drinks or vitamins and minerals. Ephedra is not provided under any
circumstances,

Ephedra(ine) can be found in a multitude of sports supplements that are marketed to
NCAA athletes. Everything from “energy bars,” to “power drinks” to supplement pills and
capsules, all of which are legally obtainable, contain ephedra, ephedrine or ma huang.
Product manufacturers target young, active people with ads that tout the performance
enhancing benefits of cutting fat and increasing energy. Such ads refer to ephedrine as
a “natural way" 10 achieve superior performance. itis fair fo say that those of us who
educate young people on the dangers of supplement use feel like the proverbial ione
voice in the wilderness of supplement marketing.

The NCAA remains committed to reducing the demand-side of the dietary supplement
problem in sport. Its testing, education and prevention programs are based on national
research, administered at the highest leval and with the greatest oversight possible. The
NCAA wishes to make known today that it is a willing partner In any national effort that
will enhance the health and safely of its athletes.

Thank you.

Frank D. Uryasz

President

The National Center for Drug Free Sport, Inc.
810 Baltimore Avenue, Suite 200

Kansas City, MO 84108

818/474-8655

On behalf of
The National Collegiate Athletic Association
Indianapolis, IN 46206
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THE REGULATORY FRAMEWORK UNDER THE DIETARY SUPPLEMENT

HEALTH AND EDUCATION ACT (DSHEA) OF 1994

.In 1994, DSHEA created a unique regulatory framework for dietary supplements in the
Unifed States. Its purpose was to strike the right balance between providing consumers
access to dietary supplements that they use to help maintain and improve their health and
giving the Food and Drug Administration (FDA or the Agency) the necessary regulatory
authority to take action against supplements that present safety problems, have false or

misleading claims, or are otherwise adulterated or misbranded.

I reference the July 31, 2002 testimony before your subcommittee of Joe A. Levitt,
Director of FDA’s Center for Food Safety and Applied Nutrition (CFSAN). In that
testimony we detailed FDA’s actions as we commenced our regulatory and enforcement

actions under DSHEA.

As a summary of the previous testimony, I would like to point out that the DSHEA
regulatory framework for dietary supplements is primarily a postmarket program, as is
the case for foods in general. Should safety problems arise after marketing, the

adulteration provisions of the statute come into play.

Under DSHEA, a dietary supplement is adulterated if, among other things, it or any of its
ingredients presents “a significant or unreasonable risk of illness or injury” when used as

directed on the label, or under normal conditions of use if there are no directions. FDA
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bears the burden of proof to show that a product or ingredient presents such arisk. In
addition, the Secretary of Health and Human Services (HHS) has the authority to declare
that a dietary supplement or dietary ingredient poses an “imminent hazard” to public

health or safety.

FDA recognizes the success of our effort will depend on new and continued partnerships
with other government agencies, academia, health professionals, industry and consumers.
The Agency is committed to continue its outreach to stakeholders by establishing
stronger working relationships with them as well as leveraging resources and
communicating accurate dietary supplement information. As part of its implementation
guidance, in May 2002, FDA provided Congress with a “Dietary Supplement Strategic

Plan Cost Out.”

THE DIETARY SUPPLEMENT —~ EPHEDRA

The focus of this hearing is on ephedra. Congress defined the term “dietary supplement”
in DSHEA. A dietary supplement is a product that, among other requirements, is
ingested, is intended to supplement the diet, 1s labeled as a dietary supplement, is not
represented as a conventional food or as a sole item of a meal or the diet, and contains a
_“dietary ingredient.” The “dietary ingredients” in these products may include vitamins,
minerals, herbs or other botanicals, amino acids, and dietary substances such as eﬁzymes.
Dietary ingredients also can be metabolites, constituents, extracts, concentrates, or

combinations of the preceding types of ingredients. Dietary supplements may be found
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in many forms, such as tablets, capsules, liquids, or bars. DSHEA placed dietary
supplements in a special category under the general umbrella of “foods,” except where

the product meets the drug definition.

Ma huang is one of several names for herbal products containing members of the genus
Ephedra. A number of adverse effects, including hypertension (elevated blood pressure),
palpitations (rapid heart rate), neuropathy (nerve damage), myopathy (muscle injury),
psychosis, and memory loss, or even the more serious adverse effécts of heart attacks,
stroke, seizure and death, have been reported to FDA with products containing Ma huang
or other species of Ephedra as ingredients. Adverse events related to these products are
currently under investigation. Ephedra has been shown to contain various chemical
stimulants, including the alkaloids ephedrine, pseudoephedrine and norpseudoephedrine,

as well as various tannins and related chemicals.

The concentrations of these alkaloids depend upon many factors, such as the species, .
parts of the plant used, time of harvest, and geographical location. Ephedrine and
pseudoephedrine are used in over-the-counter and prescription drugs. Many of these
stimulants have known potentially serious side effects. Ephedra is sold in products for
weight control, as well as in products promoted to boost energy levels or to enhance
athletic performance. These products often contain other stimulants, such as caffeine,

that may have synergistic effects and increase the potential for adverse effects.
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FDA Advisory Committees — 1995-1996

In 1995, FDA convened a Working Group of the Food Advisory Committee Meeting on
ephedra. They reviewed all the safety information available, including the known
published literature on pharmacological issues and adverse event reports submitted to the
Agency. This was followed in August 1996 by a meeting of FDA’s Food Advisory
Committee. The prevailing view coming out of these meetings was that FDA should

seek to establish a safe dose for ephedra products.

FDA Proposed Rule — June 4, 1997

On June 4, 1997, FDA published a proposed rule on dietary supplements containing
ephedrine alkaloids. Under the proposed rule, a dietary supplement would be adulterated
if it contained eight milligrams (img) or more of ephedrine alkaloids per serving, or ifits
labeling suggested or recommended conditions of use that would result in an intake of
eight mg or more within a six-hour period or a total daily intake of 24 mg or more of
ephedrine alkaloids. The Agency also proposed to prohibit the use of ephedrine
alkaloids in dietary supplements with other stimulants, such as caffeine; to require special
labeling on dietary supplements containing ephedrine alkaloids, including a warning
statement and a statement that the product should not be used for more than seven days;
and to prohibit labeling claims that require long-term intake to achieve the purported
effect (e.g., claims about weight loss or body building). FDA received over

14,000 comments, the vast majority opposing the proposed rule.
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General Accounting Office (GAO) Study — May 1998

In May 1998, the House Committee on Science requested that the GAO examine the
scientific basis for the ephedrine alkaloids proposal. On August 4, 1999, GAO released
its report entitled: “Dietary Supplements: Uncertainties in Analyses Underlying FDA’s

Proposed Rule on Ephedrine Alkaloids.”

While GAO concluded that FDA was justified in determining that the number and nature
of adverse event reports relating to dietary supplements containing ephedrine alkaloids
warranted the Agency’s attention, they expressed concerns about the use of the reported
adverse events to support the proposed dosing level and the limit on duration of use. The
GAO concluded that the Agency needed additional evidence to support these restrictions,
recommending FDA “provide stronger evidence on the relationship between the intake of
dietary supplements containing ephedrine alkaloids and the occurrence of adverse

reactions that support the proposed dosing level and duration of use limits.”
Partial Withdrawal of Proposed Rule & Review of Adverse Events — April 3, 2000
On April 3, 2000, FDA withdrew the portions of the ephedrine alkaloids proposed rule

relating to the dosing level and duration of use limits for these products. It retained the

proposed warning statement and prohibition on including other stimulant ingredients in
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dietary supplements containing ephedrine alkaloids. At the time of the partial
withdrawal of the proposed warning statement, FDA stated that the Agency continues to
have a public health concern about the use of dietary supplements containing ephedrine
alkaloids. FDA announced the public release of additional adverse event reports (AERs)
that FDA had collected since 1997, which brought the number of adverse events up to
approximately 1,400 reports at that time. The Agency also released the results of
separate reviews by two scientific divisions within FDA and four outside scientific
experts, of all AERs on ephedra received by FDA between June 1, 1997 and March 31,
1999, approximately 160 AERs. These separate reviews concluded that a significant
number of these AERs were probably or possibly associated with ephedra use. FDA also
sought public input about the significance of the new information and expert reviews and
requested the submission of any other information relevant to a safety assessment of

these products.

HHS Public Meeting — August 2000

The Department of HHS Office of Women’s Health (OWH) held a public meeting on
ephedra in August 2000. FDA and two of its outside experts presented their reviews of
the 160 AERs referenced above. Industry representatives and their scientific experts also
made presentationé, as did some consumers and others. In September 2000, OWH
issued its report on ephedrine alkaloid dietary supplements (EADS) from the public

meeting. They concluded:
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“Despite the established limitations of AERs, many of the adverse
effects are biologically plausible based on the known pharmacologic
effects of ephedrine alkaloids. The pharmacology of ephedrine is
supported by a rich database, in contrast to the paucity of evidence on the
benefits or risks of EADS in humans. The level of concern for continued
use of EADS must be based on the totality of information available on
ephedra and ephedrine alkaloids, including the AERs, results of human
and animal studies, as well as what is known about the pharmacology and

chemistry of these compounds.

Given the current widespread use of EADS, a consumer education
campaign about these products is warranted. Good manufacturing
standards are needed, reasonable dose and duration levels determined, and
warnings and contraindications clearly indicated on labels. A research
agenda should be established. Therefore, the research community should
take the next logical step by conducting a systematic review of the world’s
literature on ephedra. After compiling the state of the science and
identifying the limitations and gaps of the current research, an appropriate
agenda can be established. In this regard, the National Center for
Complementary and Alternative Medicine of the National Institutes of

Health already is requesting proposals to study herb-drug interactions.”
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New England Journal of Medicine ~ November 2000

Tn November 2000, the New England Journal of Medicine published an advance Internet
copy of a review of 140 ephedra AERs by Drs. Christine Haller and Neil Benowitz. The
results of the study showed that 31% of the cases were considered to be definitely or
probably related to the use of supplements containing ephedra alkaloids and 31% were
deemed to be possibly related. Among the adverse events that were deemed definitely,
probably, or possibly related to the use of supplements containing ephedra alkaloids, 47%
involved cardiovascular symptoms and 18% involved the central nervous system.
Hypertension was the single most frequent adverse effect (17 reports), followed by
palpitations, tachycardia or both (13); stroke (10); and seizures (7). Ten events resulted
in death and 13 events produced permanent disability, representing 26% of the definite,
probably and possible cases. The article concluded: “the use of dietary supplements that
contain ephedra alkaloids may pose a health risk to some persons. These findings
indicate the need for a better understanding of individual susceptibility to the adverse
effects of such dietary supplements.” 1 do want to call the subcommittee’s attention to
the fact that the article was based upon an expert review of some adverse events that FDA.

had provided Dr. Benowitz, as an FDA. consultant.
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Department of HHS’s Office of Inspector General (OIG) — February 12, 2001

On February 12, 2001, the OIG published a report: “Adverse Event Reporting for

Dietary Supplements: An Inadequate Safety Valve.” They made four recommendations:

1. Facilitate greater detection of adverse events by requiring manufacturers to report to
FDA and to conduct greater outreach to health professionals and consumers;

2. Obtain more information on adverse event reports to generate stronger signals by
establishing manufacturer and product registries and developing a new computer data
base;

3. Obtain more information to assess signals by exploring the possibility of a
monograph system, expedite the development of good manufacturing practices and
assist the industry in standardizing ingredients; and

4. Disclose more useful information to the public.

The recommendation to require adverse event reporting for dietary supplements requires
a change in the current law. Meanwhile, FDA has made changes in other areas, as a
result of the OIG report. The dietary supplement adverse events reporting system is
being greatly improved with the implementation of the new CAERS system next year.
On September 17, 2002, FDA did a public outreach on a new action we will take when
“we are notified about an adverse event. Our new procedure will be to send a letter to the
supplement manufacturer or distributor to alert them to the event. Also, the recently

enacted Bioterriorism law requires both conventional food and dietary supplement
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manufacturers to register with FDA. FDA is currently drafting proposed regulations to

implement this requirement.

Public Citizen Petition — September 5, 2001

On September 5, 2001, Public Citizen and Dr. Ray Woolsey petitioned HHS to ban the
production and sale of dietary supplements containing ephedrine alkaloids on the basis
that these products present “a significant or unreasonable risk of illness or injury.” They
claimed that these products are being promoted to young people as athletic performance
enhancers. Public Citizen cited a March 2001 Health Canada advisory warning
consumers not to use products containing ephedra. On January 31, 2002, Public Citizen

petitioned HHS once again to ban products containing ephedra.

Mayo Clinic Proceedings — January 2002

The January 2002 Mayo Clinic Proceedings published an article “Adverse
Cardiovascular Events Temporally Associated With Ma Huang, an Herbal Source of
Ephedrine.” They analyzed 37 patients and found: (1) ma huang use is temporally
related to stroke, myocardial infarction, and sudden death, (2) underlying heart or
vascular disease is not a prerequisite for ma huang-related adverse events, and (3) the

cardiovascular toxic effects associated with ma huang were not limited to massive doses.
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They concluded that observational and circumstantial evidence indicates that use of the

substance may be associated with serious medical complications.

Boozer Daly Study — February 2002

Drs. Boozer and Daly conducted a study on the utility, safety of a combination herbal
preparation consisting of ephedrine alkaloids and caffeine in weight loss. This was
accepted for publication in the International Journal of Obesity (IJO), February 2002,
(volume 26, page 593-604). It was a six month placebo controlled trial with a total of
167 subjects. The authors concluded that the preparation promoted body weight
reduction without significant adverse events in this study. The Department of HHS and
FDA have discussed this study with Drs. Boozer and Daly on two occasions. We are
seeking permission to receive raw data from this study, if needed, during our ongoing
review. Also, there were two editorials that accompanied this article in IJO that

cautioned about the selectivity of study participants.

RAND Study - June 14, 2002

HHS recently funded the RAND Corporation to conduct a comprehensive review of the
existing science on ephedrine alkaloids, particularly those in dietary supplements. The
completion of the review is targeted for the early next year. The National Institutes of

Health (NTH) will use this information, which will clarify the existing state of the science
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on ephedrine alkaloids, to guide an expanded research effort to better understand the
safety and efficacy of ephedrine alkaloids. RAND will be looking at adverse event
reports, as well as published and unpublished clinical studies. This scientific review will
help guide the Department and the Agency in developing future FDA regulatory actions

on ephedrine alkaloids.

On a separate track, but at the same time, RAND has also been asked to conduct a
dedicated review of a large number of documents from Metabolife. These include
13,000 consumer complaints and an additional 1,700 complaints with approximately 50

medical records. The completion for this review is targeted for later this year.

Metabolife Investigation — July 2002

In July 2002, FDA asked the Department of Justice (DOJ) to pursue a criminal
investigation of Metabolife, to see if they had made false statements to FDA regarding

the existence of adverse event reports. That investigation is ongoing at this time.
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KEY FOR FDA — THE USE OF SOUND SCIENCE AND THE ABILITY TO

OBTAIN NEEDED DATA

CFSAN Adverse Event Reporting System (CAERS)

Adverse events are the primary means FDA has for identifying potential safety problems
with dietary supplements. Under DSHEA, FDA must rely on adverse event reports as a
major component (i.e.—signal generator) of its post-market regulatory surveillance under
DSHEA. Given that most experts estimate that adverse events actually reported to FDA
range between 1% to 10% of actual occurrences, much Fime and resources have been

devoted to making this system as effective as possible.

CAERS is a comprehensive computerized system that is being designed to capture and
analyze all reports of consumer complaints and adverse events related to CFSAN-
regulated products. This system will combine all existing Center adverse events
reporting systems into one portal within CFSAN and create a state-of-the-art reporting
and monitoring system that will serve as a post-marketing surveillance tool. Information
gathered in CAERS will assist in the formulation and dissemination of CFSAN’s post-
marketing policies and procedures. Also, CAERS can provide a strong signal that is a

guide toward further review of relevant scientific information.

In conjunction with the design and development of CAERS, CFSAN has developed and

is currently staffing a new organizational unit within the Office of Scientific Analysis and

14
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Support. This CAERS Staff will help coordinate and facilitate the processing of adverse
event reports. The staff will also help to develop mechanisms to expedite and improve
timely clinical assessment of dietary supplement adverse event reports. They will serve
as the core functional unit for daily operations and will work in conjunction with

contractors and Program Offices to ensure a consistent and efficient workflow.

PARTNERING WITH THE FEDERAL TRADE COMMISSION (FTC) - 1997

“Operation Cure.All”

FDA also has enhanced its cooperation with FTC, through “Operation Cure.All” and
other efforts. In 1997, FTC, FDA, Health Canada, and various State Attorneys General
organized and implemented an ongoing and comprehensive law enforcement and
consumer education campaign against the fraudulent marketing of supplements and other
health products on the Internet. The agencies have moved to stop Internet scams for
supplements and other products that purport to cure cancer, HIV/AIDS, and countless

other life-threatening diseases.

FDA has made Internet surveillance an enforcement priority. The Agency’s partnership
with FTC, and others, in “Operation Cure.All” further demonstrates FDA’s commitment
to monitoring illegal conduct on the Internet. Collaboration on all “Operation Cure. All”

activities maximizes FDA’s effectiveness in communicating to the Internet community
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that the various regulatory and law enforcement agencies are working together to combat
health fraud. Activities are coordinated in order to ensure consistent results in areas

where FTC, FDA, the States, and Health Canada have jurisdiction.

Since its inception, “Operation Cure.All” has resulted in hundreds of advisory letters
directed at sites selling products with egregious claims as well as many enforcement

actions directed against the marketing of fraudulent products.

The Agency has engaged in several consumer education efforts with FTC including a
“Miracle Health Claims: Add a Dose of Skepticism” health fraud brochure. The
brochure helps the consumer spot false and unsubstantiated claims and has suggestions

on how to avoid being the target of health fraud.

Other Internet Activities — 1996-2002

As online activity has expanded over the past several years, FDA has sharpened its focus
on the issue of Internet promotion, including products that are labeled as dietary
supplements but are regulated as drugs because of their claims. In 1996, and again in
1999, FDA held public meetings to discuss and examine the issue of promoting,

" prescribing, and dispensing drugs online.



132

In January and February 2002, FDA and FTC participated in an International Internet
search, led by the Australian Competition and Consumer Commission and with
participation by 19 members of the International Marketing Supervision Network
(IMSN), an organization made up of consumer protection agencies worldwide. Asa
result of the surf, FTC has sent over 280 advisory letters to domestic and foreign sites
that were identified as making questionable claims for health-related products or services,
dietary supplements. FDA is also making initial contact with Internet sites and alerting
them to potential legal problems. The websites FDA visited promote dietary supplement
products for treatment of diseases, including arthritis, cancer, and HIV/AIDS., CFSAN
will be revigiting these sites to verify whether the website operators made corrective
actions. FDA is planning follow up as appropriate. In addition, FDA and FTC are
evaluating the responses to these advisory letters and they will coordinate appropriate

enforcement actions if they are necessary.

In July 1999, FDA adopted, and has since been implementing, an Internet Drug Sales
Action Plan to expand and improve its activities in addressing the unlawful sale of drugs
over the Internet. The illegally marketed drugs targeted by the plan include a variety of
fraudnlent products, including counterfeit drugs, drugs marketed with frandulent health-
related claims, and unapproved new drugs masquerading as dietary supplements. The

elements of the plan include, among others:
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Public Outreach: FDA Talk Papers, articles in the FDA Consumer magazine, and
information on FDA’s website to help educate consumers about safely purchasing

drugs online.

Professional Qutreach and Partnering: Periodic meetings with State and Federal
regulatory and law enforcement bodies, consumers, health care practitioners, and
industry to share information and sfrategize about how to address the challenges the

Internet presents.

Coordinating Activities with other State and Federal Agencies: Established
cooperative working relationships with the Drug Enforcement Administration, the
Federal Bureau of Investigation, FTC, U.S. Postal Service, U.S. Customs Service, and

other appropriate Federal and State law enforcement agencies.

Interpational Cooperation: FDA and other Federal agencies must work with foreign

governments to bring action against foreign-based sellers.

ENFORCEMENT ACTION - July 2000

“When a problem arises with a product regulated by FDA, the Agency can take 2 mmmber

of actions to protect the public health. For dietary supplements, as with other products,

the Agency initially works with the marketer of the product to correct the problem

18
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voluntarily. If that fails, the Agency also can ask the marketer to recall a product,
although it cannot order a recall. The Agency can also seek, through the courts, seizure
of violative products and/or an injunction against firms or individuals who market
violative products, and detain or refuse entry of products presented for import at U.S.

ports.

The Agency’s Office of Regulatory Affairs (ORA) works in close cooperation and
coordination with all of FDA’s Centers in enforcing the law. With regard to health fraud
specific to dietary supplements, CFSAN has the lead and is responsible for the oversight
of dietary supplements. The Center for Drug Evaluation and Research also has a role to
play, as many of the successful cases the Agency has brought concern products
purporting to be dietary supplements that were actually drugs within the meaning of the
Federal Food, Drug and Cosmetic Act and that failed to meet the regulatory requirements

for drugs prior to their introduction into interstate commerce.

FDA has taken several enforcement actions pertaining to ephedra or ephedrine alkaloids.
In most cases, FDA took action against these products because they contained drug
ingredients, because they were promoted to treat a disease, and/ or because they
presented safety concerns. In fiscal year 2002, Congress appropriated $500,000 for

dietary supplement enforcement efforts.
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Nature’s Nutrition Formula One - July 2000

FDA determined that this pre-DSHEA product, which was marketed between 1992 and
1994, as an all natural “nutritional supplement” that contained plant ingredients, was
actually made with two pharmaceutical-grade chemicals, ephedrine hydrochloride and
caffeine anhydrous. FDA received more than 100 reports of injuries and adverse
reactions related to the product, ranging from serious and life-threatening conditions,
such as irregular heartbeat, heart attack, stroke, seizures, hepatitis and psychosis, to more
minor and temporary conditions such as dizziness, headache and gastrointestinal distress.

At least one death was associated with the use of this product.

This case was developed by the alerts provided from the adverse event reports, by ORA’s
field staff, and by the work of FDA’s Office of Criminal Investigation (OCI) with DOJ.
As a result, the government launched a criminal prosecution against the company and its

president.

On July 7, 2000, a Federal judge sentenced its president to 21 months in jail and fined
him and his corporation $4.7 million. In his plea agreement, the company admitted it
labeled Formula One as “all natural” but spiked the product with synthetic ephedrine
hydrochloride and caffeine anhydrous. It also admitted that the product’s labeling failed
- to disclose the use of the chemicals on the list of ingredients, and that he and his
employees had misled FDA investigators and hindered inspections of Chemins. The

sentence marked the culmination of a three-year investigation.

20
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E’OLA International, Inc. — April 2002

At the request of FDA, U.S. Marshals seized unapproved drug products from Biogenics
Inc., of St. George, Utah, doing business as E’OLA International, and at its contract
manufacturer, Nature’s Energy, Inc., of Pleasant Grove, Utah. About 140,000 bottles of
AMP II Pro Drops valued at $2.8 million were seized, along with the bulk ephedrine
hydrochloride (HCI) used in its manufacture. Although the finished products contained a
drug, ephedrine HCI, they were labeled as dietary supplements for use in weight loss.

The products, however, do not meet the definition of a dietary supplement because
ephedrine HCl is not a dietary ingredient under the Act. FDA inspections of E’OLA
revealed that the firm purchased raw materials and ephedrine HC], directed other firms
produce AMP II Pro Drops on contract, and then had them ship the finished product back

to E’OLA for distribution.

Ephedrine HCI has been approved as a drug by FDA since 1948, and therefore, cannot be
legally marketed as a dietary supplement. In addition, E?OLA marketed AMP II Pro
Drops as a treatment for obesity. Dietary supplemients cannot be marketed to treat
obesity, a disease. Products marketed to treat disease are drugs. The AMP II Pro Drops
were also misbranded because their labeling failed to bear adequate directions for use as

is required of all drug products.
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In April 2002, a United States District Court Judge signed a Consent Decree of
Permanent Injunction that prohibited E’OLA from holding, manufacturing, processing,
packing, labeling, promoting, or distributing AMP II Pro Drops or any similar product
containing or purporting to contain ephedrine HCI or any synthetic ephedrine alkaloid.
Under the decree, E’OLA was also required to destroy the seized articles at its own

expense under the supervision of an HHS representative.

Additional FDA Actions

FDA is still awaiting the scientific review from the RAND study, so we can better
understand the safety and efficacy of ephedrine alkaloids. In the meantime, FDA is

taking the following steps:

Good Manufacturing Practices (GMPs) — October 2002

There is broad public support for dietary supplements GMPs to enhance public
confidence in these products. As a preventative measure, DSHEA grants FDA explicit
authority to establish GMP regulations for dietary supplements. Such regulations are
critical to assuring quality, purity, and consistency in dietary supplement products. FDA
has made the publication of a GMP proposed rule a high priority. After the publication,
we will conduct an outreach program of the proposed rule. »On Friday, October 4, 2002,
the proposed rule was forwarded to Office of Management and Budget for a 90 day

review.
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Aggressive Enforcement of Synthetic Products

In addition to our prior efforts on synthetic ephedrine alkaloid enforcement, FDA is
interested in conducting a systematic pharmacological analysis of ephedra products on
the market to assess the need for further enforcement against products that contain

synthetic ephedrine alkaloids.

Increased Enforcement of Illegal Ephedrine — June 14, 2002

FDA is aggressively pursuing the illegal marketing of non-herbal synthetic ephedrine
alkaloid products. As part of these efforts, FDA sent six warning letters to firms
unlawfully selling non-herbal ephedrine alkaloid-containing products over the Internet.
Six letters went to manufacturers of products that contain the drug ephedrine or
norephedrine hydrochloride labeled as dietary supplements for use in weight loss,
suppression of appetite, enhanced libido, and the like. These products violate the law
because they are not legal dietary supplements and are illegal drugs. Also, FDA warned
another company for illegally promoting its herbal ephedra product as an alternative to

street drugs.
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Warning Labels

Secretary Thompson and I are very concerned about the safety of ephedra. The
Secretary has requested that FDA evaluate mandatory warning labels as quickly as
possible to properly alert the public regarding potential risks associated with the

consumption of dietary supplements containing ephedrine alkaloids.

Yellow Jackets

Mr. Chairman, thank you for calling to Secretary Thompson’s attention the death of the
16 year old boy who ingested the product, Yellow Jackets, in your letter of October 2,
2002. Ihave referred the matter to our enforcement personnel who have identified a
distributor in the Netherlands who is making claims that are illegal under U.S. law. The
website indicates that the product is intended to be used as an alternative to illicit street
drugs, and is, therefore, being illegally marketed in this country. Iknow this comes as
little comfort to the boy’s family who have suffered such a tragic loss, but, yesterday,
FDA issued a Cyber letter to the foreign distributor and we alerted consumers that these
products present health risks. We are working closely with law enforcement officials in
the Netherlands and the U.S. Customs Service to block entry of Yellow Jackets into this

country by placing this product on Import Alert.
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CONCLUSION

FDA will continue to work collaboratively with other governmental agencies, academia,
health professionals, industry, and the Congress so that we all can be assured that we are
protecting the American consumer with regard to the safety of dietary supplements. In
support of that effort, the Agency firmly believes that its Dietary Supplement Strategic
Plan will provide the necessary blueprint, for a comprehensive program that will
implement the additional regulatory responsibilities required of FDA by DSHEA. The
Agency is committed to utilizing all resources in a manner consistent with the goals and

activities delineated in DSHEA in order to achieve success.

Mr. Chairman, thank you for this opportunity to testify. Iam happy to answer your

questions.
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Ephedra: Who is Protecting American Consumers?
October 8, 2002

Walk into any neighborhood drug store or discount store and you will find yourself
surrounded by a variety of diet aids and athletic performance enhancers. Labels tout promises
of safe and easy weight loss or increased muscle gain, appealing to the hopes and goals of
many adults and a growing number of teens. Many of these supplements contain ephedra,
also commonly listed as ma-huang or ephedrine alkaloids. Sadly, many consumers, including
some of my own constituents, have experienced adverse reactions after using ephedra-based
supplements.

Promoted to accelerate one’s metabolism, ephedra works by constricting blood vessels,
raising blood pressure and causing the heart to beat more rapidly. Supplements containing
this ingredient have been associated with cardiovascular events, increased risk of heat injury,
depression, agitation, heart attack, stroke and even death. These severe effects demand that
increasing public awareness be a priority, especially because the average customer profile
includes minors. Today’s hearing on ephedra and consumer safety is an important step in
bringing more attention to this public health issue.

My interest in dietary supplements containing ephedra stems back to my tenure as a
California State Assemblywoman. Numerous constituents contacted me and shared their
personal accounts of side effects after taking dietary supplements with this substance. Many
expressed remorse and said they would have thought twice about taking ephedra products if
they had known about the possible risks. I introduced legislation in the California State
Assembly to address these important issues, and I am pleased to report that Governor Gray
Davis recently signed a very similar bill into law.

The prevalence of these side effects can only increase as the dietary supplement industry
grows. According to the Nuirition Business Journal, Americans will spend $18.5 billion
dollars on supplements in 2002 and reach almost $21 billion dollars in 2005. This is no
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surprise since potential customers can easily obtain supplements from nutrition shops,
discount stores, and retailers advertising in magazines, the Internet or television commercials.
In contrast, finding accurate information about the risks and benefits associated with
supplement use is difficult. Obtaining adverse event reports of side effects, injuries or deaths
from the dietary supplement industry has been an ongoing challenge for the Food and Drug
Administration.

The recent release of over 13,000 product-related adverse event reports from Metabolife, a
San Diego-based company, underscores the need for greater communication. Of the reports,
nearly 2,000 involved significant adverse reactions such as seizures, heart attacks, and even
death. Unfortunately, a majority of the documents were handwritten, sometimes illegible and
contained incomplete information. In order for the FDA to provide consumers with the
information they need about the benefits and risks of these products, changes in the laws
governing adverse event reporting are necessary.

Since coming to Congress, I have been working to address some of these pressing concerns
on a national level. I have introduced two bills in the House of Representatives that will
strike a balance between allowing the industry access to the marketplace while giving
consumers the information they need to make informed decisions about the safety, efficacy
and contents of dietary supplements.

The Dietary Supplement Information Act, H.R. 3065, would require dietary supplement
companies to forward all adverse event reports to the FDA within 15 days of receiving those
reports. It also requires dietary supplement companies to register with the FDA and allows
for the development of regulations for product registration, such as listing ingredients and
quantities. Under H.R. 3065, supplement companies would be required to submit their
adverse event reports to the FDA as they received them.

Providing the FDA with access to these critical reports benefits both consumers and the
supplement industry. The FDA needs the adverse event reports in order to determine if
ephedra is the true cause of these deadly side effects. Without scientific scrutiny of all
adverse event reports, we will never know if there is a safe dosage of ephedrine, or if there is
a certain subset of our population that is especially vulnerable to serious side effects.

The Ephedrine Alkaloid Consumer Protection Act, HR. 3066, continues the effort that I
began at the state level to require warning labels on dietary supplements containing ephedra.
The label would list the possible risks involved in taking ephedrine alkaloids, and would
include the FDA’s MedWatch phone number, which encourages consumers experiencing side
effects to report them directly to the FDA. Consumers who contact MedWatch will reach
qualified personnel trained to thoroughly collect and review relevant information and produce
a complete report of the adverse incident. More importantly, H.R. 3066 would ban the sale of
ephedrine supplements to children under the age of 18. To ensure that this provision is
enforced, the bill requires products containing ephedra be kept behind store counters so that
sales personnel are responsible for distributing the products consistent with the age
restriction.
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Momentum is clearly growing for improving consumer safety regarding ephedra, illustrated
by the growing number of organizations that are addressing the issue on their own. The
National Football League has been the latest sports organization, along with the International
Olympic Committee and the National Collegiate Athletic Association, to ban the use of
ephedra.

Many young athletes emulate the practices of their professional sport heroes. Their
developing bodies are especially susceptible to the effects of stimulants. If ephedra is not
appropriate for the pros, then it should not be appropriate for Pop Warner.

The legislation recently signed by Governor Davis continues this issue’s momentum. The
new California law bans the sale of ephedra-based dietary supplements to minors, and
requires that product labels include warning messages and the posting of the FDA's
Medwatch number so that consumers can easily report health problems associated with taking
ephedra.

In closing, I want to thank Senator Durbin for holding this important hearing today. By
providing an open forum where we can discuss the issue of dietary supplements, Senator
Durbin is truly helping American consumers make more informed decisions. Consumers
have a right to know what they are putting into their bodies, but current law is preventing the
FDA from being able to coliect and distribute accurate information about dietary
supplements. A change in the current law is critically needed. My legislation is a common-
sense approach to giving the FDA the authority to regulate the industry, allowing the industry
free-market access, increasing the flow of information to the consumer, and protecting our
children. The American public deserves clear information about the benefits and risks of
supplements.
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.* l C::ada (S;:nfda Therapeutic Products Directorate
. Holland Cross, Tower “B”
Health Products ~ Diraction générale des produitsg** Floor, 1600 Scott Street
and Food Branch  de santé et des aliments Address Locator # 31068

OCT 01 2002 OTTAWA, Ontario

K1A 0K2

02-116840-127

US Senator Richard J. Durbin

Chairman

Senate Subcommittee on Oversight of
Government Management, Restructuring

332 Dirksen Senate Office Building

United States Senate

WASHINGTON, DC

20510

Dear Senator Durbin:

Thig refers to your request for an official from
Health Canada to participate in the hearings of the
Senate Subcommittee on Government Oversight on the issue
of consumer safety and dietary supplements, particularly
as it pertains to ephedra or ephedrine.

We regret that we could not delegate a representative
from Health Canada with the expertise on the safety issues
surrounding the use of products containing ephedra or
ephedrine to participate in the hearings in question. As
an alternative, we are forwarding to you a summary of the
regulatory status of products containing ephedra or
ephedrine in Canada, as well as copies of material relevant
to the actions recently taken by Health Canada on this
igsue. These advisories are also posted on our website at

www.hc-sc.ge . ca/english/protection/warnings . html.

Health Canada has taken regulatory actiom on other
natural health products (termed as dietary supplements
under the DSHEA legislation in your country) marketed in
Canada over the last few years. For example, products
containing aristolochia have been removed from the market
one year age, and kava containing proeducts have recently

/2
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been recalled from the market. Should you require more
specific information regarding thege regulatory actions or
other regulatory actions affecting the product category in
question, we would be pleased to respond to your specific
requests.

I trust that this material will be useful to you.

Yours sincerely,

@Q\Lm\\

Robert G. Peterson, MD, PhD, MPE
Director General

Attachments
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REGULATORY STATUS OF PRODUCTS CONTAINING
EPHEDRA OR EPHEDRINE IN CANADA

Over the last few years, Adverse Reaction Reports associated with the use of products containing
Ephedra or ephedrine led Health Canada to review the regulatory status of the products in
question, Many products containing these ingredients have been sold in Canada over-the-counter
(OTC) for several years and no recent assessment of the risks and benefits of such products was
available.

Products containing ephedrine had been used in the past as asthma treatments, but they have been
replaced for this indication by newer therapies, Further, the treatment of asthma is considered to
require close supervision by health care providers rather than self-treatment with OTC
medications.

In Tune 2001, Health Canada issued an Advisory recommending that consumers not use certain
products containing Ephedra ot ephedrine in view of reports of serious adverse reactions,
including deaths, being received worldwide (copy of Advisory attached). The product categories
of particular concern included those that contained a stimulant ingredient in addition to Ephedra
or ephedrine, those recommended for weight loss, body building or as energy booster, as well as
those recommending an intake exceeding 8 mg per single dose or 32 mg per day of ephedrine or
ephedrine alkaloids.

The use of products containing ephedrine alkaloids in combination with other stimulants, such as
caffeine, has not been established to be safe.

The use of products containing ephedrine alkaloids for indications such as weight loss, increased
exercise endurance and muscle building has not been established as effective, is likely to occur at
doses higher than those considered safe, and to be taken for periods of time for which safety has
not been established.

Following the release of this Advisory, Health Canada pursued its evaluation of the available
datd to determine if the risks being reported warranted regulatory action.

The evaluation of available data and information led to the release in January 2002 of e further
Advisory announcing the recall of various types of Ephedra or ephedrine containing product
categories sold without marketing authorization. In addition to the recall, Health Canada
requested that manufacturers of products with prior marketing authorization provide evidence of
safety for products recommending dosages exceeding 8 mg per single dose and 32 mg per day of

Page 1l of 3
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ephedrine or ephedrine alkaloids equivalent. These dosage limits had been considered safe and
appropriate for OTC products used as nasal decongestant by an Expert Committee evaluating
nonprescription cough and cold remedies available in Canada in 1989. Under the Food and
Drugs Act and Regulations, it is the responsibility of the product manufacturers to demonstrate
the safety and efficacy of the drug products they offer for sale in Canada. The Regulations
authorize Health Canada to request that manufacturers demonstrate that products on the market
are safe, and to require that products be removed from the market if their safety cannot be
established. None of the manufacturers provided sufficient or adequate data to support the higher
doses and the products have been removed from the matket.

The actions taken were based on the data available at the time as well as on criteria related to the
application of the Precautionary Principle. Although the details of adverse reaction reports
available did not permit the confirmation of a cause and effect relationship between the use of the
products and the events reported, the associations between the use of the products and the
adverse events were considered to be a probable or a partial cause of the events, and therefore
warranted regulatory action.

Products containing ephedrine or Ephedra recommended for use as nasal decongestants at doses
not exceeding 8 mg per single dose and 32 mg per day of ephedrine equivalent, and to be used
for no more than seven days may remain on the market at this time. Should a manufacturer wish
to obtain authorization to sell a product for the treatment of a condition other than nasal
decongestion and/or at higher doses, they would be required to submit an application with
substantial evidence of safety, efficacy and quality to support the indication. If the indication
was for treatment of asthma and the product was found to be safe and effective and of high
quality, it would be regulated as a prescription only drug.

In Canada, the Regulations under the Food and Drugs Act require all drug products be authorized
for sale by the federal health department prior o sale. The authorization is given in the form of a
Drug Identification Number (DIN) which is required to appear on the main panel of the drug
product labels. Under the current legislation, all products intended to be ingested are regulated as
either food or drugs.

The creation of a third category of products, to be named “natural health products”, was
announced in 1999, Proposed Natural Health Products Regulations are expected to be in place in
2003 and will cover the manufacturing and sale of herbs, vitamins, minerals, neutraceuticals, etc.,
which are considered safe for over the counter use Natural health products will be regulated as a
‘subset of drugs under the Food and Drugs Act but with a separate set of regulations. They will
also require a pre-market assessment for safety, efficacy and quality prior to being authorized for
sale in Canada, Levels of evidence required will vary depending on the nature of the claim, but
will not be limited to double blind clinical trials.
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Pending the implementation of the Natural Health Products Regulations, interim measures are
applied to products that fall into this category. These measures, while they do not exempt
products currently considered to be drugs from the requirements of pre-market anthorization,
provide for minimal enforcement activity should the regulatory requirements not be met.
Consequently, products containing Ephedra may remain on the market without pre~market
authorization, provided that they do not contain another stimulant, are not recommended for the
conditions listed under the recall provisions above, and are not recommended for dosages or
duration of use exceeding those mentioned above for ephedrine products that may continue to be
marketed.

Health Canada will continue to monitor and assess the benefits and risks of products containing

ephedra, ephedrine and related compounds that may currently remain on the market, and may
further consider its regulatory action, should this be warranted by new evidence.

(Attachment)
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1. What is Ephedra?

Ephedra refers to several related species of herbs that commonly grow in
desert areas. It is best known as a botanical source of the alkaloids ephedrine,
pseudoephedrine and others. Ephedra species also contain many other
constituents. Ephedra sinica, whose Chinese name is Ma Huang, has been
used in recent years in products marketed for weight loss, body building and
increased energy.

2. What is ephedrine?

Ephedrine is a chemical derivative of the herb Ephedra sinica and several other
species of Ephedra, and was first isolated and used pharmaceutically about
100 years ago. It stimulates the central nervous and the cardiovascular
systems, and causes the lung bronchi to dilate. Products containing ephedrine
may use the compound extracted from Ephedra or be produced synthetically.

3. What is the problem with Ephedralephedrine? Why is Health Canada
requesting a recall?

Health Canada currently authorizes the sale of oral products containing
recommended or low dosages of Ephedra/ephedrine for use for short periods
of time as nasal decongestants. These products carry an 8 digit Drug
Identification Number (DIN), which indicates they have been approved by
Health Canada. There are also products that contain Ephedra for use as
traditional medicines.

However, Health Canada is aware that many unapproved products are sold for
a variety of uses including weight loss, increased energy, body-building and
euphoria. These unapproved products are usually combination products
containing Ephedra/ephedrine with stimulants such as caffeine.

A health advisory was issued by Health Canada in June of last year, advising
Canadians not to use products containing Ephedralephedrine with caffeine and
other stimulants for purposes of weight loss, body building or increased energy.
At the time of that advisory, 60 adverse events had been reported in Canada
related to the use of Ephedra/ephedrine. Most such reactions involved the use
or overuse of combination products, which combine Ephedralephedrine with
caffeine or other substances that increase its action. Since the last advisory, a
product that combined large doses of ephedrine with caffeine has been
reported as a contributing factor in one death.

At the time of the last advisory, Health Canada had initiated a thorough risk
assessment, and concluded that the following Ephedralephedrine products
pose a health risk, and should be removed from the market:

http://www.hc-sc.ge.ca/english/protection/warnings/2002/2002_01ebk2.htm 10/18/2002
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e Ephedralephedrine products having a dose unit of more than 8 mg
ephedrine or with a label recommending more than 8 mg/dose or 32
mg/day;

combination products containing Ephedrafephedrine together with
stimulants (e.g. caffeine or other ingredients that would enhance the
activity of Ephedrafephedrine);

Ephedralephedrine products with labelled or implied claims for appetite

suppression, weight loss promotion, metabolic enhancement, increased
exercise tolerance, body-building effects, euphoria, increased energy or
wakefulness, or other stimulant effects.

4. Are there groups that are particularly at high risk? What are the side
effects?

Products containing ephedrine are contra-indicated in heart disease,
hypertension, thyroid disease, diabetes, enlarged prostate, anxiety and
restlessness, glaucoma and pheochromacytoma. Ephedra/ephedrine
aggravates these conditions and therefore should not be used except if
recommended by and under the surveillance of a health care professional. It
should also not be used during pregnancy and lactation.

Adverse effects of ephedrine can include dizziness, headache, decreased
appetite, anxiety, restlessness or nervousness, gastrointestinal distress,
irregular heartbeat, tachycardia, insomnia, flushing, sweating, hypertension,
stroke, seizures, psychosis and death.

As well, due to the stimulant and euphoric properties of Ephedralephedrine,
certain segments of the population are more likely to abuse these products,
increasing the risk to their health.

5. How can a consumer identify these products?

Although there are potentiaily hundreds of these products on the shelves, which
makes them difficult to identify by product name, consumers are advised to
check the label. Things in particular to watch out for:

e Check for a Drug Identification Number. If the product is making a health
claim, it should have one. DINs identify the product as having been
approved by Health Canada. Ephedralephedrine products without DiNs
have not been assessed for safety by Health Canada, and as such their
safety cannot be assured.

Consumers are particularly advised to check the label for products that
combine Ephedralephedrine with stimulants such as caffeine. A list of
some of the herbs or plants that contain caffeine is being provided to
consumers.

Products that are marketed for appetite suppression, weight-loss,
metabolic enhancement, increased exercise tolerance, body-building
effects, euphoria, increased energy or wakefulness, or other stimulant
effects may contain Ephedra/ephedrine and should be treated with
some suspicion. These products have not been assessed by Health
Canada and have no assurance of content, safety or effectiveness.

If you are taking a product that contains Ephedra/ephedrine, and are not
sure whether the product meets the recommended standard of 8mg/a
dose, 32 mg/day for ephedrine, consult your pharmacist.

6. Will all products labeled to contain Ephedralephedrine be taken off the

http://www.he-sc.ge.ca/english/protection/warnings/2002/2002_01ebk2.htm 10/18/2002
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shelves?

No. Commercial Ephedra/ephedrine products being sold as nasal
decongestants and having a dose equal to or under the recommended dosage
of 8mg/a dose or 32mg/day will continue to be available. Products containing
Ephedra which are marketed for traditional use according to the combinations
and dosages described in texts pertaining to traditional medicine, will also
continue to be available, provided they do not contain caffeine and that the
ephedrine content does not exceed the 8 mg/a dose to @ maximum of 32
mg/day.

As well, the recall does not affect Ephedra/ephedrine products that are being
dispensed by practitioners who are dispensing/compounding the drug for
individual patients.

7. Why take action now?

Health Canada issued a public advisory regarding these preducts in 1997 and
in June 2001 cautioning Canadians of the possible adverse health effects these
unapproved products may pose. At the time of the last advisory (June 2001),
Health Canada had initiated a risk assessment to determine the risk to health of
these products. The assessment concluded these products pose a serious risk
to health, and now Health Canada is removing them from the market.

8. What compliance activities are being done?
Health Canada has / will:

issued a Public Advisory to inform Canadian consumers of the Class 1
risk to health posed by unapproved Ephedra/ephedrine products for
some population groups with pre-existing conditions, such as
hypertension, diabetes, heart disease, etc. A Class | risk to heaith is
defined as a situation where there is a reasonable probability that the
use of, or exposure to, a product will cause serious adverse health
consequences or death;

issued a Customns Lookout for the products in question to ensure that
they are stopped at the border and not imported into Canada;

issued a Letter to Canadian manufacturers, distributors and importers to
advise them of the recall, and request that they discontinue the sale of
these products at all levels of the market, including retail;

issued letters to manufacturers of Ephedra/ephedrine products that
carry DINs and provide doses greater than 8 mg/dose or greater than 32
mg/day, requesting that they provide safety data to support these higher
doses in their products;

e communicated its actions to other international regulatory agencies
regarding these products as per information sharing agreements, and to
other stakeholders as appropriate;

follow-up with importers, manufacturers and retailers to assess the
effectiveness of the recall for these products; and

conduct a random market survey within 6 months of the recall to
determine whether these products have found their way back onto the
Canadian market. Non-compliant products will be removed from the
shelves.

9. How did so many unapproved products get on the market?
Natural health products are currently regulated as either a food or a drug, and
as such, have been dealt with on a case by case basis. New regulations are
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being proposed which will enable better regulation of natural heaith products
such as these.

It should be noted that these products are often clandestinely imported into
Canada. Health Canada initiated a risk assessment in June to determine the
full scope of the risk posed by these products. To help mitigate risks to
consumers in the meantime, Health Canada issued a public advisory warning
consumers not to use these products, as a precautionary measure, while the
risk assessment could be completed.

10. Since these products are so widespread, how can you be sure all
products in question will be removed?

Health Canada has implemented the following actions to remove as many as
possible:

o issued a leiter to manufacturers, distributors and importers to inform
them of the recall, requesting that they remove these products from
sale.

issued a letter to as many associations as possible including the
Canadian Trucker's Association, the Canadian Consumers' Association,
fitness centres, gyms, the College of Physicians and Surgeons,
Canadian Association of Family Physicians, among others to inform
them of the recall.

» issued an indefinite Customs Lookout for these products to ensure they
do not enter into Canada.

This is also a matter of supply and demand, and consumers have a role to play
in keeping these products off the shelves. Health Canada has in the past (in
1987 and in June of this year) issued two advisories, advising the public not to
consume these products, but a continuing demand for these products has
ensured they remain on the shelves. Canadians could also contribute to this
initiative in ceasing to purchase such products and efiminate the demand.

Health Canada inspectors will undertake a random market survey in
approximately 6 months following the recall of these products to determine how
successful the recall was, and if further actions need to be taken.

11.If a consumer has concerns about a product they find on the shelf,
who can they contact?

Consumers can direct their questions and complaints to the Health Products
and Food Branch Inspectorate Operational Centre closest to them (please see
list below).

HEALTH PRODUCTS AND FOOD BRANCH INSPECTORATE

OPERATIONAL CENTRES

Atlantic Manitoba and Saskatchewan
Annette Daley Robert Scales

Suite 1625, 1505 Barrington St. 510 Lagimodiére Blvd.
Halifax, Nova Scotia Winnipeg, Manitoba

B3J 3Y6 R2J 3Y1

Tel (902) 426-5350 Tel: (204) 983-54563

Fax: (902) 426-6676 Fax: (204) 984-2155

Québec Western

Alain Bérubé Dennis Shelley

" hitp://www.he-sc.ge.ca/english/protection/warnings/2002/2002_01ebk2.htm 10/18/2002
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1001 ouest, rue St-Laurent
Longueil, Québec

JAK1CT

Tel: (450) 646-1353, ext. 232
Fax: (450) 928-4455

Ontario

Jean-Marc Charron
2301 Midland Avenue
Scarborough, Ontario
M1P 4R7

Tel: (416) 973-1468
Fax: (416) 973-1954

Last Updated: 2002-01-09
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3155 Willingdon Green
Burnaby, British Columbia
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Tel: (804) 666-3704
Fax: (604) 666-3149
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OTTAWA - Heslth Canada is warning consumers not to use products
containing the herb Ephedra, either alone or in cormbination with caffeine and
other stimulants, for purposes of weight loss, body building or increased
energy. Products containing Ephedra or ephedrine in combination with caffeine
and other stimulants are of particular concern, since ephedrine may cause
serious, possibly fatal, adverse effects in the body when combined with these
ingredients.

Ephedra is a botanical source of the drug ephedrine, and is used in traditional
and cultural medicines. It is autherized by Health Canada for use as a nasal
decongestant in over-the-counter cold products only. All such products carry a
Drug Identification Number {DIN) and should be used only as directed, for short
pericds of time.

However, Health Canada is aware that many ephadrine-containing
preparations that are not approved for sale in Canada are being used by
Canadians. They most often contain a combination of Ephedra and caiffeine or
some other stimulant. These Ephedra/stimulant combinations are not
commontly promoted in the practice of traditional and cultural medicine. Instead,
they are frequently imported for personal use, or sold in various retail
establishments such as fitness centres and health food stores and marketed as
diet aids, or enargy boosters,

Ingredient panels on these products may list ma huang, Chinese Ephedra, ma
huang extract, Ephedra, Ephedra Sinica, Ephedra extract, Ephedra herb
powder, Sida Cordifolia or epitonin, all of which indicate a source of ephedrine.
Sources of caffeine or other stimulants in these products may include: green
tea, guarana, yerba mate, cala nut and yohimbe.

A review of a .S, Food and Drug Administration database of adverse event
reports collected between June 1, 1997, and March 31, 1999, identified 10
cases resulting in death and 13 cases resulting in permanent impaimment that
were considered to be possibly, probably, or definitely related to dietary
supplements containing ephedra alkaloids. In Canada, a total of 60 adverse
event reparts have been raceived by Health Canada related to Ephedra or
ephedrine, alone or in combination with other prodiicts, previous to October
2000. This total includes two deaths, both suicides, which may or may not have
been directly associated with the use of these products. Reported adverse
events range from episodes that may indicate the potential for more serious
effects, such as dizziness, remors, headaches and irregularities in heari rate,
1o seizures, psychasis, heart attacks, and stroke.
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Health Canada advises all individuals who may have used these products for
weight loss or increased energy to stop consuming them and consult their
heaith care practitioner if they have experienced any adverse effects from
taking the product.

Media inquiries:
Ryan Baker

Health Canadz
(613) 941-8182

Last Updated: 2001-06-14 - imy it Notices
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OTTAWA - Health Canada is warning consumers not to use products
containing the herb EPHEDRA, also known as MA HUANG, unless the product
iabel carries a Drug Identification Number (DIN). The DIN is an eight digit
numbser which appears on the front of the product label, preceded by the letters
DIN or GP.

Health Canada has received notice that the US government is expected to
announce shortly a number of measures to curtail the sale of preparations
containing ephedrine alkaloids.

Preparations containing this herb or its active constituent have caused close to
20 deaths in the US over the last few years and hundreds of adverse reactions.
in Canada, products containing ephedrine are regulated as drugs and are only
authorized for sale by Health Canada after a review of the product's safety and
efficacy. Preparations containing ephedrine are safe and effective when used
for the authorized conditions. At this time, the only approved non-prescription
use is in a nasal decongestant, and dosage directions and precautions should
be strictly followed. Such products are only recommended for use for short
periods of time. If in doubt, a doctor or pharmacist should be consulied prior to
use.

Health Canada is aware that many ephedrine-containing preparations not
approved for sale in Canada are used by Canadians. They are frequently
imported for personal use, or clandestinely sold in establishments such as
fithess centres for a variely of purposes, including weight loss, increased
energy and body building. Ingredient panels on these products may list ma
huang, Chinese ephedra, ma huang extract, ephedra, Ephedra sinica, ephedra
extrect, ephedra herb powder, or epitonin, all of which indicate a source of
ephedrine.

These producis pose the same potential for adverse effects as those seenin
the US. Reported adverse events range from episodes that may indicate the

" potential for more serious effects, for example, dizziness, tremors, headaches,
and irreguiarities in heart rate to seizures, heart attacks, strokes, and death.

Health Canada urges all individuals who may have these products to stop
consuming them and to consult their health care professionals immediately if
they experience any adverse effects.

information:
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Micheline Ho

Health Canada

(613) 954-4922

Pager: {613) 598-8034

Public Inquiries:

(613) 957-2091

Last Updated: 1997-06-05 -~ Important Notices
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2002-01
January 9, 2002

Advisory

Health Canada requests recall of certain products containing

Ephed phedrine

OTTAWA- Health Canada is requesting a recall from the market of certain
products containing Ephedra/ephedrine after a risk assessment concluded that
these products pose a serious risk to health. Adverse events including stroke,
heart attacks, heart rate irregularities, seizures, psychoses and deaths have
been reported in association with the use of some produsts containing
Ephedrafephedrine. Ephedra refers to several related species of herbs.
Ephedrine is one of many chemical derivatives of this herb.

This voluntary recall deals with products that are marketed without approval.
These include:

» Ephedrajephedrine products having a dose unit of more than 8 mg of
ephedrine or with a label recommending more than 8 mg/dose or 32
mg/day and/or are labelled or implied for use exceeding seven days;

all combination products containing Ephedra/ephedrine together with
stimulants {e.g. caffeine) and other ingredients which might increase the
effect of Ephedrafephedrine in the body. A full table of ingredients
containing caffeine is attached to this advisory;

Ephedrafephedrine products with labelled or implied claims for appetite
suppression, weight loss promotion, metabolic enhancement, increased
exercise tolerance, body-building effects, euphoria, increased energy or
wakefulness, or other stimulant effects.

Health Canada advises those Canadians who may be consuming these
products ta stop using them, and return them to their points of sale. Canadians
suffering from heart conditions, high blood pressure and diabetes are among
those particularly at risk.

Currently, the maximum allowabie dosages for Ephedra/ephedrine in producis
is 8 mg ephedrine/single dose or 32mg ephedrine/day. Products containing
Ephedra which are marketed for traditional medicine, will continue to be
available, provided they do not contain caffeine and that the ephedrine content
does not exceed 8 mg/dose to @ maximum of 32 mg/day.

If a consumer has concerns about a product with a Drug Identification Number
{DIN}, and is not sure if the recommended dosage exceeds the 32 mg
ephedrina/day dose limit, they should consult with their pharmacist. Consumers
who identify remaining products on the shelves can call their regional Health

htip://www.he-sc.ge.ca/english/protection/warnings/2002/2002_0lehtm 10/18/2002
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Canada offices to report complaints. Their contact information is provided as an
attachment.

Health Canada is issuing letters to Canadian manufacturers, distributors and

importers requesting thal they discontinue sale of these products and that the
products be recalied from all tevels of the market, including retall. A customs

lookout has alsc been issued. to ensure that these products are not imported
into Canada

A health advisory was issued by Heaith Canada in June of last year, advising
Canadians not to use products containing the herb Ephedra, in combination
with caffeine and other stimulants, for purposes of weight loss, body building or
increased energy. At the time of that advisory, 80 adverse events had been
reported in Canada related to the use of Ephedrafephedrine. Since then, a
product which contbined large doses of ephedrine with caffeine has been
reported as a contributing factor in one death in Canada.

Health Canada will be issuing a regulatory letter to manufacturers of products
which exceed this recommended dosage. Products with DINs that are being
sold as nasal decongestants and have doses equal to or less than the upper
limits of 8 mg ephedrine/dose and 32 mg ephedrine/day wili continue to be
available. '

Health Canada will continue to monitor reports of adverse events associated
with Ephedrafephedrine, and will fake further action if necessary. A random
market survey will be undartaken within 8 months of the requested recall fo
determine whether these products have found their way back onto the
Canadian market. Non-compliant products will be removed from the shelves.

-30-

Media Inquiries:
Ryan Baker
Media Relations
Health Canada
(613) 841-8183

Public Inguiries:
(613) 857-2991

To report complaints, the regional contacts are:

Health Products and Food Branch Inspectorate Operational Centres

Atlantic Manitoba and Saskatct J
Annette Daley Robert Scales

Suite 1628, 1505 Barrington St 510 Lagimodiére Blvd.
Halifax, Nova Scotia Winnipeg, Manitoba
B3J3Y8 R2J 3Y1

Tel (902) 426-5350 Tel: (204) 983-5453

Fax: (902} 425-6676 Fax: (204) 984-2155
Québec Western

Algin Bérubé Dennis Shelley

1001 ouest, rue St-Laurent 3155 Willingdon Green
Longusil, Québec Burnaby, British Columbia

http://www.he-sc.ge.calenglish/protection/warnings/2002/2002_01e.htm 10/18/2002
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J4K 1C7 V5G 4P2

Tel (450) 646-1353, ext. 232 Tel: (604) 666-3704
Fax: (450) 928-4455 Fax: (604) 666-3149
Ontario

Jean-Marc Charron
2301 Midland Avenue
Scarborough, Ontario
M1P 4R7

Tel: (416) 973-1466
Fax: {4716) 973-1954

Last Updated: 2002-01-09 - Important Notices
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Information
What to look for

Although there are potentially hundreds of these products on the shelves, which
makas them dificult to identify by product name, consumers are advised to
check the label. Consumers are particularly advised to check the label for
products that combine Ephedralephedrine with stimulants such as caffeine.

Herbs or Plants that in the i i Ephedrine:

» Ephedra (ma huang). Ephedra sinica (Ephedrine can also comeé from
other (but not all) Ephedra species such as: Ephedra shennungiana,
Ephedra gerardiana, Ephedra equisetina, Ephedra infermedia)

» Sida cordifolia

Herbs or plants that contain caffeine:

Coffee - Coffea species

Green tea - Camellia sinensis

Guarana - Paullinea cupana

Maté - flex paraguariensis

Cota nut (Kola nut) - Cola nitida, {also other species such as C.
acuminata, C. verficillata, C. anomala)

s e 00

Things in particular to watch out for:

s Check for a Drug Identification Number., If the product is making a health
claim, i should have one, DiNs identify the product as having been
approved by Health Canada. Ephedrafephedrine products without DINs
have not been assessed for safely by Health Canada, and as such their
safety cannot be assured.

Products that are marketed for appetite suppression, weight-loss,
metabolic enhancement, increased exercise tolerance, body-building
effects, euphoria, increased energy or wakefuiness, or other stimulant
sffects may contain Ephedralephedrine and should be treated with
some suspicion. Thase products have not been assessed by Health
Canada and have no assurance of content, safety or effectiveness.

If you are taking a DIN product that contains Ephedra, and are not sure
whether the product meets the recommended standard of 8mg/a dose,
32 mg/day for ephedrine, consult your pharmacist.

10/18/2002
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AN ACT RESPECTING FOOD, DRUGS, COSMETICS AND

THERAPEUTIC DEVICES
Short Tide
Shorr Title 1. This Act may be cited as the Food and Drigs Act.
Interpretation
Definitions 2. Inthis Act,
Yadver " K By any means whatever far the purpose of promoting divectly or
speblicitér indirectly the sale or disposal of any feod, drug, cosmeric or deviee;

ou eannoncer

“nalyst’ meany & person designuted a5 on analyst for the purpose of the snforcement of this Act under section

“analyst” 28 or under secdon 13 of the Canadian Feod Mmapecdan Agency Act
vanalystes
K b " Ive device” meera any or suk other than a drug, thar
deviee” is d, sold ar d for use in the prevention of conception;
SAOYOR..»
"eosmetic’ “oosmeric” ineludes any substance or misture of sub od, sold or g for use
wcosmétiques in cleansing, improving or altering the complexion. akin, hair or teeth, and Include deodarants and perfumes:
"Departmant” “Department” means tha Deparcment of Health;
eninisoires
"device” “deviee" means any article, PR or Includi any
dnstrumentss part or ry thereof, £ d sold or d for wse in
) the of u disease, dizorder or sbriormal physics] state, or
s symptums in human beings or antrna!s
) 4 u body [unction or the body structure of human belngs or animals,
(0 the diegnosls of pregnancy In huraarn beings or snimals, or
{d}  thecare of human beings or enimals during pregrancy and atand after birth of the offspring. including
cars of the offapring,
and incindes a contraceptive device bur does not include & drug;
‘ol "drug® includes eny substance or mixure of f sold nr for use in
edreguc» thed: of a disease, disorder, abmrma! physical swate, or its
symptoms, In buman beings o animals'
(b) ring, carrecting of ory dons in human beings or animals, or
(€ disinfecron in premiges in which food is manufactmd, yprepared or kapt;
“food” "faod” any artcle iz d. sold or rap d for use as food or drnk for human belngs,
waliments chewlrsg gum, and any ingredient that roay be mixed with lood for eny pumpase whatever;
7 " " means any person designated as an inspecter for the purpose of the enfercement of this Act under
7 hsection 22(1) or under apcdon 13 of the Canadlan Food Inspaction Agency Act
abel” “label” includes any legend, ward or mark t v, g I, \gng te or any feod:
wétiguetces drug, cosmetie, device ot package;
“Minister” “Minister” means the Minister of Health;
Ministres
"package” "package” includes anything in which any food, drug, cosmetic or device is wholly or partly
placed or packed:
e’ " fbed” means p Bed by the regul
-wrsian anglaise
sealcments

1, December 18, 2001 ®)

*R) Minne correetion TRepiaces pags 1, April 1or, 1987
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€.01.013. (I) Where the manufacturer of # drug is requestes in wrlting by the Directar to submit on or hefore
a apecified duy avidence with mpm ™ admg the manuiacnrer shall make no farther gales of thar dray sier
that dey wnlays he hag

{8} Where the Director & of the opinlon thav the e by R
subsection {{), is not sulficlens, he shall novly the menufecturer In wﬂdng that the evidence is not sufﬁctm

{3) Where, w 3 a f 38 netified that the evidence with respect 10
= drup 15 not sufficlent, he sheil make no further sales of that tdrug wnless he submis further avidence tnd s
notified in wiitirie by the Director that further evidence is sufficlens,

{9) A roferenca in this sectitn to evidenes wmh respec: ] 2 drug means evidence to estabiish the
safety of the drug under the of vive and the of the drug far the purposes
recommended.

Assignment and Cancellation of Drug ldentification Nambers

€.01.014, {1} No manufacrucer shall sell & drug In dosage form unless a drug identifieation riumber bag been
assigried for thar drug and the assignment &f the number has not beer cancalied purswant 1o sextion C.01.054.8.

(&) Subsaction {1} does not upply in respact of 5 drug listed in Schedule € to the Act, whale blood and
its components, or a mudicated Fead ns defived in section 2 of the Feeds Regulations, 1983,

CO1.0141 () Amenufacturer of a drug, a pavson asuthorized by % manulaciurer ar, in the case of a drag ta be
tmporced inte Canada, the importer of the drug may make an appl for adrug id: mynberfor that

Ee

(& An application wndar subsection (1) shall ke made % the Direcvor in wiling pnd shall satout the
Falowing informstion;

{8 the name of the manufacturer of the drug as it will appear on the label:
&) the phurmaceutical form in which the drug is 10 be sold:

{©) in the case of any drug other than a drug d in peragraph (d), the ded route of
administraden;
{@ in the case of a drug for dising inyp the types of dgen for which its use is recommended:

&} 3 quanutative Bst of the medicing} mgrediems contained i the drog by their proper names oz, i they have
e proper names, hy thelr common namas:

§  the brend name under which the drug Is 1o be seld;

@ whxher the drug is &r humasn use, use ar

&} the neme end quentiny of sch ool Henz hat s nat 8

@  theuse 6r purpose for which the drug is recommended'

()  the recammended dosage of the drug:

) the address of ths manufacturer refareed to in paragraph (o) and, where the address 15 outslde the country,
<he name and address of the imponer of the drug;

) the name and address of any indt , frm, ¥ ather than the names and
addresses referred 1o in paragraphs () and ), that Wil appear on the label of the drugi

fo) the wz:lttea ext of all Inbels snd package inserts to be used in connsetion with the drug and of any further

stated 1o b Jablay on request; and
{) the nums and position of the person who signad the application and the date of signarure,

TTA
T7A, Discember 18, 1988
Replaces page 774, Aprif 20, 1883
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(9! In the case of a niew drug, & new drug sub ion or an abb new drug sut fted
pursuant to section C.08.00Z or £.08.002.1 shell be asan for a drug number.
€.01.014.2 (1) Subjecttosubsection (2).1fa fs or importer hosy, d all the inf dencriberd

in subsgsetion C.01.014.1{2) or gection C.08.002 or L. os 002.1, as the cuse may be, in respecr of 2 drug, the
Director shall ssue w the it orimp EY that
(s} sewsour
@  the drug idercilfication number assigned for the drug, preceded by the letters *DIN", or
8 if there are two or more brand names [or the drug. the drug demtification mumbers assigned by the
Directer for the drug, each of which pertains to ons of the brand names and Is preceded by the lowers
"DIN" and
(&) containg the information referred 1o In paregraphs €.01.014.12)() w (.

{2) Where the Director befieves on reasonable grounds that s product i respest of which an
applieatian referced 1o in section €,01.014,1 has been made
{2) Is not s drug, or
@ is a drug burt that its sale would cause Infury to the health of the consumer or purchagzes or would be a
violation of the Act or these Regulations,
he may refuse to {ssua the document referred ta in subsaction (1),

(8) Whare the Director, pursuant To subsection {2), refuges 10 Issue the dosument, the applicant may
subrmat addivional informasion snd reguest the Director to reconsider his deciston.

{4) Onthe basls ofth ! information d w0 {3), the Diractor shall
reconsider the grounds on which the refusal 1o issue the document was made.

€.01.014,3 The menufacturer or impotter or person d by the £ or shall, within 30
days after cormmencing sale of 2 drug, date and sign the issued p w €.0LG14.2()
in raspoct of the drag and retum the document
(® witha thar the recorded therein is ¢orrect;

() Indicaung the date on wh!ch the drug was first sold in Cenada; and
o ar of all Inbels and packaps inserts and any further preseribing

Yy
information stated to be awailable on request.

£.01.014.4  Ifthe referred o insub C.01.014.1{2) in respact of v drugis no longer corress owing
0 & chenge in the subject mater of the Informatlon,
() in the gase of a change in the subject matter of any of tha informatlon referred 0 in  paragraphs
C.01.014.3(2)) w {§
@ thet eccurs prior to the sale of the drug, & new application ahall be made, or
& thst occurs after the aale of the drog, ne further sals of the drug shall ba made untl a new application
far a drug identificatlon number in respact of that drug is made and a number Is assigned; and
In the csse of a change In the subject marter of any of the information referred to in paragraphs
C.01.014.1(2(g) 10 &
#  that ocowrs prior to the aale of the drug, the partieulars of the changs shall be submited with the
seturn of the document referved to in section C.01,014.3, or
fid  that occurs after the sale of the drug, the person to whom the drug ldentification number in mspect
of that drug was issued shall, within 30 duys of the charge, inform the Director of the change,

)

€.01.014,5  Every menufacrurer of & drug shall. annually before the first day of October and in 2 form autherzed
by the Direcior. furnish the Director with 2 signed by the £ o by a persen authorized
@ sign on his behalf, that all the & ton p pplied by the with respoct
0 that drug is correet.

€.01.0146 (1} The Director shall cancel the of a drug number for a drug whers

& the person o whorn the number was assigned advises thar the sile or import of the drug has been
discontinued:
the drug fe 2 new drug in respect of which the nitlee of campliance has been suspended pursuant 1w section
C.08.006: or
it has been detenmnined that the produgs in respect of which the number was agsigned is not a drug,

k4

{¢

7B
77B. August 26, 1898
Replacas pages 778, April 30, 1892
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2550 M Streer, NW

e PAI ' UN BUGGK Washington, D€ 20037-1350
tington, { -t
. up 2. 457-6000

ATTORKEYS AT 1
Fasimilie 202-45/-5315
wvw pattonboggs.com
October 8, 2002

The Honorable Richard J. Durbin

Chairman

Subcommittee on Oversight of Government
Management, Restructuting, and

The Distrct of Columbia

United States Senate

Washington, DC 20510

RE: Response to Questions Posed in September 27, 2002 Letter to Metabolife

Dyear Senator Durbin:
On behalf of my client, Metabolife International, Inc. (“Metabolife”), attached are responses to

the questions you posed in your letter to Metabolife dated September 27, 2002. The attached
responses are based upon my best understanding of the facts.

/ Q’W
La:
C ounsel bolife International, Inc.

Enclosure

Sincerely,

Washington DC | Northern Virginia | Dallas | Denver | Boulder | Anchorage
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Response to Questions Posed
by the Committee on Governmental Affairs
Subcommittee on Oversight of Government Management,
Restructuring, and the District of Columbia
United States Senate
October 8, 2002

1 Please discuss the system that your company has in place to receive adverse event
reports from consumers.

For purposes of clarification, there is no definition of “adverse event reports” in FDA regulations
for the dietary supplement industry. There is confusion concerning whether this phrase refers to
causation between use of ephedrine-containing products and the reported effects. To avoid any
definitional confusion, we believe the more accurate term to describe Metabolife’s records
referred to herein is “call records,” which are anecdotal in nature.

For years now, Metabolife has voluntarily operated a toll-free customer service line as a way to
provide information to interested consumers regarding appropriate usage of the products.
Eventually Metabolife’s system became known as the Metabolife Health Information Line and it
has been staffed for the most part by registered nurses. The Metabolife Health Information Line
was not established as a means to collect consumer complaints or reported incidents. Rather, the
line was a way Metabolife could provide information to interested consumers regarding
appropriate product usage. Call records are therefore varied in nature, as information was
written on, among other items, calendars, sticky-pads, blank paper, and established forms. The
system put into place by Metabolife, consistent with its purpose, was neither intended nor
designed as a means to collect consumer complaints or reported incidents. Many of these
records are incomplete and inconsistent. See also our response to Question No. 6, below,
regarding our support for a national mandatory reporting system.

When consumers raised a health issue that they claimed required medical attention, Metabolife’s
practice was for the nurses or other health information representatives to advise the caller to see
his or her physician if they hadn’t already. If the consumer stated that they had already consulted
a physician, Metabolife's general practice was and is for the nurse or other health information
representative to ask the consumer to provide medical documentation regarding the claimed
issue, Metabolife would send the caller, or in some cases the caller’s health care praciitioner, a
medical release form that would allow Metabolife fo receive and review the caller’s medical
records. Metabolife received medical records from callers in approximately 40 - 50 instances.
The records were reviewed, and a medical doctor was also generally consulted regarding the
records received.

2. Please advise the subcommittee of the qualifications of the Metabolife staff who have
answered the health line since your company’s inception.

See our response to Question No. 1 above. Currently, the Heaith Information Line is staffed by 3
registered nurses.
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3. Please describe the training or guidance that Metabolife provides staff who are
taking consumer calls with respect to the management of symptoms.

The Health Information Line staff has been instructed to become familiar with Metabolife’s
products and the recommended usage of such products consistent with the product’s
comprehensive label instructions, scientific information including published clinical trials of
ephedrine containing products, and to incorporate this information into their overall health
knowledge.

4. The Subcommittee is also interested in hearing about any follow-up actions that
your company has undertaken to investigate any of the serious health effects that
some of your consumers report having experienced while using your product.

See response to Question No. 1 above.

5. Prior to this year, how many adverse events had Metabelife shared with the Food
and Drug Administration?

Until its voluntary production this year, Metabolife has not shared its call records with the FDA.
See also our answer to Question No. 6, below.

6. ‘Why has Metabolife in the past been so adverse to sharing this information with
FDA?

In the context of litigation, Metabolife considered inappropriate FDA’s efforts to obtain the call
records in one lawsuit in which there was a court-ordered confidentiality agreement which
applied to both plaintiff and Metabolife. As the court stated in its ruling upholding this
confidentiality order:

The FDA has a statutory obligation to protect the health of the
general public throngh the regulation of products intended for
human consumption. The confidentiality agreement in this case,
however, has no legal relevance to the investigatory duties of the
FDA. If consumer complaints were imperative to the FDA's duties,
then Congress would have provided the FDA with the power to
obtain such information. Indeed, Congress expressly provided the
FDA with the ability to obtain consumer complaints regarding
prescription drugs, but withheld this authority in regards to dietary
supplements. Additionally, the GAO report (citation omitted)
criticizes the FDA for its dependence upon consumer complaints in
its proposed rules pertaining to dietary supplements. There is no
evidence to support a finding that the FDA's interest is prejudiced
or injuriously affected by the confidentiality agreement.
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Having said that, Metabolife retained three experts to evaluate these call records in preparation
for disclosure of these records publicly with the only exception being protecting the individual
identities and personal information of the callers because of legal and other privacy obligations.
As you know, subject to those privacy considerations, all of these records were turned over to
your staff and the FDA — along with the reports of the three experts.

Given that there is no law or regulation requiring dietary supplement companies to report
anecdotal call records, Metabolife has been under no obligation to do so. To repeat, we did so
voluntarily — because we believed it might assist in the crafting of a nationally imposed
mandatory reporting system, applicable to dietary supplement companies, administered by the
FDA and if necessary by Congressional action. We look forward to working with FDA and
Congress to achieve that objective.

7. Your company has now turned over 14,700 adverse event reports to FDA, but they
are in a format that precludes the FDA from performing any follow-up because
contact information is withheld from the agency. When other companies provide
FDA with adverse event reports, they do so in unredacted format. Why is
Metabolife resisting providing the agency with information in a form that would
allow for appropriate investigation?

As outlined in our August 15, 2002 letter to Secretary Thompson, we are willing to try to work
out some basis for providing personal information regarding our consuniers consistent with
privacy and other possible privilege issues. At present, the format of the production is dictated
by privacy considerations and laws that we believe protect callers from public disclosure of their
private information. We have indicated in our letter to Senator Durbin dated August 29, 2002,
that we are prepared to provide this unredacted information as long as we obtain assurance that
Federal and state privacy laws and considerations would not be violated.

See also our response to Question No. 6 above,

8. How many personal injury cases have been filed against Metabolife? How many
consumers do these cases represent? How have these cases been disposed of? How
many have been settled? How many are outstanding? What is the total dollar
amount that Metabolife has paid out or agreed to pay out in settlements to those
claiming to have been injured by Metabolife’s product? Of the cases settled, how
many are sealed and thus unknown to the public?

QOver the years, there have been approximately 145 personal injury cases filed against Metabolife
in State Superior and Federal District Courts. To the best of our knowledge, these cases
represent approximately 160 consumers (not including several cases with undefined groups of
plaintiffs). Of these cases, approximately 9 have been dismissed, one was granted summary
judgment, approximately 29 have been resolved, and there are approximately 100 active cases.

We are not able to disclose the terms of individual settlement agreements because we are bound
by confidentiality obligations entered into by the respective plaintiff and Metabolife, many of
which were requested by either the plaintiff or insurance companies. However, we can state that
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over the years approximately five million dollars has been paid in personal injury cases mostly
by insurance carriers.

9. ‘What research has your company done to evaluate the safety of its product?

To date, we are aware of over 30 reports and studies supporting the safety and/or efficacy of
products that contain ephedrine alkaloids - and we believe Metabolife 356® offers consumers a
safe, effective way to satisfy their weight-loss objectives. In addition to relying upon opinions
of world-renowned experts, Metabolife has conducted extensive scientific literature review,
commissioned laboratory tests, and has funded clinical studies. The published safety and/or
efficacy clinical trials funded in all or in part by Metabolife include:

. Harry Gwirtsman, M.D., An Ephedrine, Caffeine & Chromium Compound Acutely
Increases Energy Expenditure in Healthy Obese Adults, 7 (1 Supp.) Program Abstracts,
NAASO Annual Meeting (Nov. 1999) (abstract).

. Carol N. Boozer, et al.,, An Herbal Supplement Containing Ma Huang-Guarana for
Weight Loss: A Randomized, Double-Blind Trial, 25 Int’l Journal of Obesity 316
(2001).

. Carol N. Boozer, et al., Herbal Ephedra/Caffeine for Weight Loss: A 6-Month
Randomized Safety and Efficacy Trial, 26 Int’l Journal of Obesity 593 (2002).

10. Does your company support a ban on sale of ephedra-containing products to
minors?

Yes.

i1.  Please tell the committee the medical conditions a consumer might have that would
make the consumer a poor candidate for an ephedra-containing product?

The Metabolife 356® label clearly states that women who are pregnant or nursing should not
take the product.

In addition, the Metabolife 356® label clearly advises consumers who have, or have a family
history of certain conditions such as heart disease, thyroid disease, diabetes, high blood pressure,
recurrent headaches, depression, any psychiatric condition, glaucoma, difficulty urinating,
enlarged prostate, seizure disorder, are using any prescription drug, a Monoamine Oxidase
Inhibitor (MAOQI) or any other dietary supplement, prescription drug or over-the-counter drug
containing ephedrine, pseudoephedrine, or phenylpropanolanine (ingredients found in certain

. allergy, asthma, cough/cold and weight loss products) to consult with their physician or health
care professional before taking the product.
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12.  Does your company believe that ephedra-containing products should only be taken
under the supervision of a doctor?

As the Metabolife 356® label states, we advise consumers to consult with a physician or licensed
health care professional if they meet the criteria identified on the label.

13, 'What other measure would your company support to provide greater safety to
consumers of ephedra-containing products?

+ Ban on marketing of ephedra-containing products as illicit drugs
* Ban on sale to minors
* Ban on use of synthetic ephedrine alkaloids in dietary supplements

*  Good manufacturing practices (GMPs) - Including a requirement that manufacturers of
dietary supplements implement quality assurance programs, such as the batch-testing
program already used by Metabolife, to ensure that ephedra products contain what they
claim to contain.

»  Strict labeling statements - Including a strict warning statement providing that individuals
with pre-existing medical conditions should consult a physician or licensed qualified
health care practitioner prior to product use.

s Strict science-based serving limits — Metabolife’s proposal requires serving limits {up to 25
mg/serving and up to 100 mg/day) that are consistent with the results of a number of
studies, including the Harvard/Columbia trial. There is an emerging science-based
consensus that these limits are safe among an increasing number of states (including
Hawaii, Michigan, Nebraska, Ohio, and Washington). These states have already adopted
ephedra legisiation or regulations that incorporate these limits.

* Mandatory manufacturer reporting to the FDA — Metabolife supports mandatory industry~
wide reporting to the FDA.

* Full disclosure on product label — Labels on food and dietary supplements containing
ephedra should be required to disclose: (1) the amount of ephedra in each serving (and
the amount of product that constitutes a serving}, (2) that teking more of the product than
recommended (or taking it at greater frequencies) may increase the risk of negative health
experiences, and (3) that the maximum recommended daily dose of ephedra is 100 mg.

» Consumer-Friendly Reporting — Metabolife’s proposal would require labels on food and
dietary supplements containing ephedra to list a toll free number for consumer inquiries
that is maintained by the manufacturer, distributor, retailer, or third-party.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Sarvice

Food and Drug Adminjstration

Rockville MD 20857

JAN 15 2003

Ihe Honorable Richard J. Durbin
ittee on Oversight of Go M
Restructuring and the District of Columbia
Committee on Governmental Affairs
United States Senate .
Washington, D.C. 20510-6260

Dear Senator Durbin:

Thank you for the letter of October 29, 2002, addressed to Dr. Lester M, Crawford, that
inchijded follow-up questions from the October 8, 2002 hearing on “Ephedra: Who is
Protecting American C ?” Your questions appear in bold type followed by the Food
and Drug Administration’s (FDA ar the Agenoy) responses.

1. The AMA, Public Citizen and other concerned citizens have called on you to use
your authonty under the Dietary Supplement Health and Education Act (DSHEA)
to remove ephedr ing dietary supplements from the market. DSHEA gives
the Secretary authority to remove such products if they “prcsent a significant or
unreasonable risk of illness or injury” or they “pose an imminent hazard to public
health or safety.” To date, over 16,0(10 adverse event reports have been submitted 1o
the FDA related to cphedr g products, In the NEJM study mentioned
above, 62 percent of the adverse events reported between June 1, 1997 and March
31, 1999 were judged to be definitely, probably, or possibly related to pphedra use.
‘Would the Secretary agree that this clearly indicates that ephedra products are in
fact pn imminent hazard to certain consumers and they pose an unressonable risk of
illness or injury to many consumers?

FDA Response:

The primary purpose of 8 voluntary adverse event repomng system is to generate
signals of potentielly related events, rather than assessing pmduct safety, While a
signal has been generated by the adverse event reports ephedrine alkalod
FDA has determined that questions remain on the Jlikelihood and su'ength of
association between ephedtine alkaloids and the adverse events reported ta FDA. We
are including all relevant information, including the New England Journal of Medich

(NEJM) study and an analysis of the adverse event Teports, submitied to FDA by
Metabolife, as & part of the evidence-based review that the RAND Corporation is
doing. We are committed 1o evaluating all relevant information before choosing what
course of action to pursue,
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[Note: No Question 2 was subunitted for response.]

3,

5

#

The FDA has taken steps to remove Phenylpropanclamine (PPA) from over-the-
evunter (OTC) drugs due {o an Increased risk of bemorrhagic strokes.  Given the
close similarity between PPA and cphedra and the fact that ephedira metabolizes in
the body to yield 2 certain amount of PPA, would the Secretary agree that ephedra is
likely to pose s similar threat to consumers? If the Secrefary does not agree that
ephedra is likely to pose a sindiar threat to consumers, please identify the scientific
studies that the Seerctary relies on to suggest that ephedra is safer than PPA.

FDA Response:

Synthetic phenylp lurnine {(PPA) is 1y used in OTC drugs, such as
cough or cold remedies snd in appetite suppressants. Case reports linked the use of
products containing PPA to hemorthagic stroke.  Based upon these reports, o case-
eoniro] study was undertaken to study this association (ses NEJM, 343/25; 1826-32;
‘December 21, 2000; Kernan, ot al., “Phenyipropanolamine and the Risk of
Hsmorzhagic Stroke™). FDA found the resalts of the case conwel study provided
sufficient evidenve to connect synthetic PPA in OTC dmgs to increased risk of
hemorrhagic stroke,  FDA took action based on a connection esteblished by the case
control sudy.

At this time, there is no specific scientific evidence 10 suggest that herbal ephedia is
less or mere safe than PPA.  However, the safety of herbal ephedra i$ one of the
issues being studied as part of the RAND Corporstion science-based review and
evaluation.

Since 1983, the Food and Drug Administration has prohibited the marketing of OTC
drugs containing combinations of caffeine with stimulants such a5 sphedrine ox PPA
because of the potential for misuse. No such restrictions exist for distayy
sopplement products. In the 1997 ephedrs rile proposed by FDA, » provision was
included that would prohibit the combinstion of other stimulant jngredients such 25
sources of caffeine with cphedrine slkaloids becsuse the combination increases the
stimulant effects of ephedrine alkaloids and the ch of injury. When
the Agency withdrew the 1997 propesed rule, it left this provision open for
consideration. Does the Agency intend to finalize this perfion of the role?

FDA Response:

After FDA’s seientific experts have & chance to review RAND's conclusions, we will
have additionul informetion fo assist the Agency in determining whether or not fo

finalize the proposed restriction on combining stimulants with ephedrine alkaloids in
dietary supplements. .

In your September 15, 2002 response to my recent letfers on epha&m, you mentioned
that FDA has warned that people with ceriain conditions should consyit 2 heaith
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care provider prior to using such progucts. What percentage of the general
population do you believe is aware of such FDA warnings? Do you believe that such
warnings are adeqgnate to safeguard the public from harm?

FDA Response:

Your letter appears to refer to a June 14,2002, Department of ‘Healfh and Human
Services press release thet advi with certain health conditions to
consult a health care pmvuler before taking any dietary supplement containing
ephedrine alkaloids, It is very difficult to acourately assess what percentage of
the U.S. population is aware of that press release and pr FDA 1gs
about ephedrs products. Therefore, we cannot provide the estimate you request.
The RAND report will help FDA scientists evaluate and develop fisture
regulatory actions on dietary suppl containing ephedrine alkaloids.
Potential future regulatory actions could include mandatory warning labsls,

6. Your recent letter also mentions that you have urged manufacturers to lnchide
FDA’s 1-860-MEDWATCH telephone number on theiv product labels. Does the
Administration support a mandatory requirement that such information be
provided to consumers?

¥DA Response:

FDA is carefully considering this issue, but has not develaped 2 final position at this
time.

7. The current regulatory scheme for dictary supplements involves voluntary reporting
by manufacturers of adverse event reports. It is evident that most companies do not
provide FDA with their reports. FDA has generally encountered resistance from
companies when the Agency has requested AERa, The Agency, therefore, relies on
Teports by the general public even though many manufacturers do not even inform
their consumers of the existence of the MEDWATCH system. Would the
Administration sypport legislation to require mandatory reporting of adverse events
either for dietary supplement manufacturers generslly or specifically for the
manufactarers of ephedra-containing dietary supplements?

FDA Response:

FDA has not developed a legislative position on mandatory Adverse Bvent Reports
(A.ERs) by supplement manufacturers. FDA has encouraged supplement -

ers to vol {ly provide AERs to the Agency. Recently, FDA began
sending the suppliers or sanufacturers adverse event notification letters to inform
them that FDA is aware of an adverse event associated with one of their products,

8. Metaholife has recently provided the FDA with 14,700 adverse event reports.
However, these reporty are afi redacfed. Has this redaction impeded the FDA’s
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ability to follaw up on these AERs with victims and their family mesnbers? How
docs FDA propose to investigate these AERs withont confuct informetion? Has the
agency followed up with Metabolife to ask for contact information for certain AERs?

FDA Response:

We asked Metabolif for the unredacted ad event reports and they have declined
to provide them, citing Statc privacy laws, Cumenily, we are in the process of
cvaluating the adverse events provided by Metsbolife in order fo determine whether
the redactions are likely to affect our ability fo review the repors.

Some companies do provide FDA with complete AERs on a voluntary basis. Please
outline the confidentiality protections the ¥DA provides for these records.
Additionally, please putline the provisions in the Federal medical privacy yegulations
that deal with adverse cvent reporting.

FDA Response:

All AERs that are received by FDA are subject to redaction to protect confidentiality,
consistent with the Freedom of Information Act and its exemptions. In handling and
investigating ABRs, FDA takes great care to protect confidential commercial
information and information that would jeopardize personsl privacy.

The Feders! Health Insurance Portability and Accountability Act (HIPAA) of 1996
mandated new security standards to protect an individual’s health information, while
permitting the appropriate access and use of that information by health care providers,
clearinghouses, and health plans. HIPAA regulations bind “coversd entities.”
Covered entities are health plans, health caze clearinghouses, and health care providers
who conduct certain heslth care fransactions electronically, FDA is not a covered
entity and, therefore, the HIPA A regulations do not directly apply ro FDA.

However, the HIPAA reguletions apply to covered entities thet want to share adverse
evant information with a company essponsible for an FDA-regulated product. Under
the HIPAA regulations (Title 45, Code of Federsl Regulations §164.512(5)(1)GHD), &
covered entity may disclose protected health information about a person who
experienced an adverse event to a person subject to the jurisdiction of FDA, who has
yesponsibility for the FDA~regulated product or activity, without receiving ~ ~
authorization from the person who experienced the adverse event. The covered
entity’s dxsclosum m thn person subject to the jurisdietion of FDA, is subject to the
HIPAA x v standard " This initial dizsclosurs sllows
companies respons:ble for FDAﬂtegulated products to obtain adequate adverse event
reporis. These adverse event reports may {or must, depending on the situation) be
submitted to FDA by the company responsible for the FDA-egulated product.  Afler
FDA receives the adverse event reports, the AERs are redacted before public

Jisch fo protect confidentiality consistent with the Freedom of Information Act
{FOIA) and the Privacy Act, Inhandling and investigating AERs, FDA tekes great
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care to p fidential izl information and information that wonld
jeopa:dxze pemonai privacy, Under the FOIA and the Privacy Act, FDA’s treatoent
of personal privacy information is the same regardless of whather the company
submitted the adverse event report voluntartily or was regquired to subynit the report to
FDA,

1. You mention in your recent fefter that HHS has commizsioned 2 study by the RAND
Carporation to review the eurrent selentific literature on the safety and efficacy of
dietary supplemenis containing ephedrine alkaloids. Please discuss the relovance of
these studies given the fact that most published clinical studies included pre-
screening of participants and exclusion of those with preexisting conditlens. The
methodologies used in these studies bear little relevance to the pafterns of
consumption by the general public, where consumption takes place without a
prescription, without prior evaluation of the health conditions that may suggest that
a is a poor lidate for consumption of this product, and without medieal
supervision while consuming the product. In one study by Boezer et al,, 11 percent
of the potential participants were not included because of proscrecning and s further
48 percent dropped ont for a multiplicity of reasons, including health conditions that
1ed to thejr being judged unsuifable for participation. Plesse comment on what
Kknowledge would actually be gained by analysis of such studies.

FDA Responge:

1t is FDA’s understanding that all available studies, regardless of subject participstion
eriteria or methodolopy, are a part of the evidence-based review by RAND. Both
FDA and RAND, in the course of the reviews of all available information, will
evaluats the relevance and quality of each study, including the methodology, patient
selection, etc. These reviews will also study how products aze Jabeled and used in the
marketplace as compared to how they were used in the clinical studies,

11. In an article in Mayo Clinic Proceedings this past January, researchers reviewed the
cases of 37 patients who suffered adverse cardiovascalar events sporifically sudden
death, myacardial infarction, or stroke and found that “the cardiovascular toxic
effects of ephedra were not limited fo maseive doses.”” Of the 37 patients in the study
who experienced one of the aforementioned health problems, 36 were nsiog amounts
no larger than the manufacturer recommended. Docs the Secretnu' agree that this
study suggests that there is no safe dose of ephedra?

FDA Response:

FDA has not made s determination based on that or any other individual study.
Ratber, FDA has requested ihat RAND conduct a comprehensive review of available

Thank you for your mquuy If ynu have any further questions or concems, plcase letme
know.

Sincerely,

g ek

Amit K, Sachdev
Associate Commissioner
for Legislation
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November 1, 2002 BEXOITM

VIA FASCIMILE (202) 228-0400

Hon. Richard J. Durbin

United States Senate

332 Dirksen Sepate Office Building
Washington, DC 20510

Dear Senator Durbin:

As a follow up to our letter dated Octaber 21, 2002, that was written on behalf of our
client, NVE Pharmaceuticals (“NVE”), of Newton, New Jersey, we wanted 10 supplement our
responses 1o question numbers § and 11 of your Seprember 27, 2002 lerter, specifically regarding
your belief that ephedra is addictive and the demographics of NVE’s customers, respectively.
We stress the importance of reviewing all of the scientific information regarding ephedra,
examples of which are provided lrerein, prior 10 coming to any conclusion regarding its safety or
whether or not it is addictive.

£ NVE repeats that it is unaware of any scientific evidence in existence that
supports the conclusion that ephedra products are addictive. Indeed authoritative texts actually
take the contrary position, that ephedrine is not addictive. Examples of such texfs are as follows:

» In Govdman and Gitman’s The Pharmacological Basis of Therapeutic, AG Gilman, LS
Goodman et al, editors {7"' ed., New York, MacMillan Publishing Co. 1985) when
discussing ephedrine’s toxicity and side effects, no mention of addiction or dependence is
made. Dependence is discussed, however, in the section of the text on amphetamines.
The amphetamine section also makes reference to a separate chapter discussing drug
addiction and abuse; and this chapter does not mention ephedrine in its list of CNS
sympathomimetics and other agents that produce subjective effects that resemble those of
amphetamine.

o In Martindale; The Extra Pharmuacopoeia, JEF Reynolds, editor (London: The
Pharmaceutical Press, 1989) the lsting for ephedrine provides few specific precautions,
none of which are dependence. The book refers to the overall discussion of
sympathomimetics (of which ephedrine is included) for precautions relevant to the class,
none of which include a concern related to dependence or addiction.
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Hon. Richard J. Durbin
United States Senate
November 1, 2002
Page 2

With regard to the safety of dietary supplements containing the combination of ephedra
extract containing ephedrine alkaloids and caffeine, studies have been conducted 1o test these
products” long-term safety and efficacy for weight loss. One such study, Herbal ephedra
/caffeine for weight loss: a 6-month randomized safety and efficacy trial, was recently published
in the Intemnational Journal of Obesity and concluded that the supplement reduced body weight
and fat and improved blood lipids withour significant adverse events. A copy of this 6-month
randomized, double-blind placebo controiled trial is attached hereto for your review.

11. Additionally, NVE supplements its response to question number 11 of your
September 27, 2002 letter by submitting that the majority of its customers are between the ages
18 to 49 years of age and are both male and female.

If additional information becomes available to us that we believe will be of some
assistance to you and the Subcommittee. we will promptly forward it to you.

Yours truly,

ULLMAN, SHA‘PIRO & ULLMAN, LLP

Enclosure
ce:  NVE Pharmaceuticals VIAFACSIMILE  (973) 383-8379
Marianne Upton, Esq. \/ VIAFACSIMILE  (202) 224-3328

Chief Counsel/Staff Director
Subcommittee on Oversight of Government
Management, Restructuring and the
District of Columbia
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Herbal ephedra/caffeine for weight loss: a 6-month
randomized safety and efficacy trial

CN Boozer™, PA Daly?, P Homel, JL Selomon?, D Blanchard?, JA Nasser', R Strauss® and
T Meredith™
*New York Obcsg' Research Center, St Luke's-Roosevelt Hospital and Coluwmbia Uriversity, New York, US4; *Beth Isrgel-Deaconess

Medical Center, rverdMedmal Schooi Bazton, Ma.ssachusem USA, *Beth Israel Medical Center, New )’ork USA; *Cigna Health
Care, Los Angeles, 1if USA; and © Medical Center, Nastville, Termesses, USA

OBIECTIVE: To examine fong-term safety and efficacy for weight joss of an herbal Ma Huang and Kofa nut supplement
(307192 mg/day ephedrine alkaloids/caffeine).

DESIGN: Six-rnonth rar ied, double-blind placebo ¢ ied trial.

SUBJECTS: A total of 167 subjects (body mass index (BMI) 37.844.3 kg/m?) randomized to placebo (n=84} or herbal
treatrnent {n== 83} at two outpatient weight controf research units,

MEASUREMENTS: Primaty outcome measurements were changes in blood pressure, heart funclion and body weight.
Seconglary bles included body position and metabolic changes.

RESULTS: By last observation carried forward analysis, herbal vs placebo treatment decreased body weight {(~ 5.3£5.0 v
— 2.8+ 3.2kg, P <0.007), body fat (w 4.343,3 vs — 2.7 2.8kg, P=0.020) and LDL-chalesteral ( -~ 820 vs 04 17 myy/dl,
P=0.013), and increased HDL-cholesteral {42.74£5.7 vs — 0.34 6.7 mg/dl, P==0.004). Herbal treatment produced senall
changes in blood pressure vatiables (43 to — Smmig, P<0.05), and increased heart rate (429 vs ~ 3£ 9bpm, P<0.001 ¥
but cardiac arthythmias were ot increased (P » 0.05). By self-report, dry mouth {P < 8.01), heartbum (P < 0,05), and insomnia
{P<0Q.,01) were increased and diarrhea decreased (P 0.05). lritability, nausea, chest pain dnd palpitations did not differ, nor
did nurmbers of subjects whe withdrew,

CONCLUSION: In this §-month placebo-controtied trial, herbal ephedra/caffeine {20/192 mg/day) promoted body weight and
body fat reductiva and improved blood figids without significant adverse events.

International journal of Obssity (2002) 26, 593~ 604, DOI: 10.1038/4)/il0/0802023

Keywards: Ma Huang; Kola nut; ephedrine; ephedra alkaloids; obesity; weight loss; clinical tial; herbal medidne; alternative
medicing

introduction

Since passage of the Dietary Supplement Health and Rduca-
fion Act (DSHEA) by Congress in 1994, classifying herbal
compounds a3 ‘dictary supplemerds, markering of such

dietary supplements containing ephedra, with three blillon
servings sold? and i 1y 12 miltion indi-
viduals estimated to be using such products in 1999.° While
the consequence of DSHEA Is that the Food and Duug
(FDA) does not regulate the sales of these

products in the USA has lated. Sales are d te
have risen from $9.8 billion in 1993 we $14.7 billion in
1599.% A large portion of that market is devoted to herbal

'Cn"emndam €N Boozer, New York oaemy Research Center, WH
1029, $ Maspltal Conter, 111 Averiize, New
York, N‘( T00T5, USA,

§-malf: enb?@cofumiia.edu

products, the FDA does collect anecdota] reports of advense
events and these reports have ralsed concemns about the
safaty of ephedra products by the FDA® and the media. ' **
A mujor reason for use of ephedra-containing herbal
products i Body weight reduction. Questions of safery and
efficacy are centeal issues for any agent used for human
weight conteol. Ephedrine, the primary active ingredient of
herbal ephedra, has beens well studied both aione, and in

*Current address: World Health G ion, Ganeva,
Racelved 26 October 2001 revised 6 Febauary 200%
aceeptad 11 Februsry 2002

with caffeine. Placebo-controlled smdxes bave
that ephedsi teulatly in
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with caffeine, is effective In promoting weight loss without
increasing serious adverse events®~¥ and the combination is
used for that purpose in Europe, ' Desplte this Hterature for
synthetic ephedrine, the lack of dats demonstrating similar
effects for herbal ephedra has conuibuted to quesdons of
both its safety and efficacy.?

Two chinical trisls demonstzating efficacy of herbal ephe-
dra combinatjons for reduction of body weight and fat have
been completed,** Both studies, however, were only 8
weeks In duratlon, thus limiting conclusions about Jonger-
term safety. The purpose of the present 6 month study was (o
provide objective assessment of safety and efﬁcaty for

Subjects

Subjects, by in local pap
and flyers, were intervlewed by telephone. Eligibility require-
ments included age between 18 and 80y and body mass
index (BMI) 25 and <40Xkg/m? Subjects were recruited
without regard to racial o ethnic background. Smokers were
not not were dizbetics with control
(hemogiobin AIC <7.8%) who did not ake Insulln or oral
dlabetic medication. Subjects wet excluded if they were not
otherwlise healthy, were pregnant or nursing, had recently
lost welghu or parricipated in other diet or drug studies, ar 1€
they repozt:d consumption of > 500mg/day caffeine (see

weight-loss of a herbal dietary Ma
Huang herbal ephedra and Kola nut (a8 sources of ephedsine
and While the is of the present

investigation was on the detailed monitoring of blood pres-
sure, heart rate and disrhythmias during the acute phase of
rreatment, this study is also the fust reported long-tenm,
clinical trial of a hesbal preparation containing ephedrine
alkaloids and caffeine in combination,

Methods
Study design
The study was a prospective, twosarm, 6-month, rando-
mized, double-blind, placebo-contsolled, clinical safery and
efficacy trial conducted at two sites (New York and Boston).
Efficacy was assessed by measuring changes in body weight,
body fat and walst end hip circumferences, Safety was
assessed by changes ia ular para-
meters, blood chemlstries, liver enzymes, self-reported symp-
toms and reasons for withdrawal from the study.

Randomization of equal numbers of subjects to placebo ar
hesbal groups was achieved using a random number table,
with block sizes varying betiveen twc andeight. A smxstman
not favolved in the study produced sepatate
codes for the two sites. Sealed copies of these codes were
provided to the investigators for emergency identification.
Otherwise, ¢codes remained sealed until completion of the
study, when another statistician, who was not involved in
carrying out the study, was provided with the code and the
data for analysis,

Statistical analyses were designed on an ‘intentonlo-
Treat’ basis to achieve a statistical power of 6,90 and 2 0.05
type 1 eror for @ two-sided test. Power cal i were

PE {for st of exclusions).

For indusion in the siudy, subjects were required fo
successfully pass a medical screening by a study physiclan,
This Included medica] history and symptom evaluations, a
physical lon that § d nent of height
and weight, sltting blood pressure and pulse rate, an EKG
and 2 laboratory evaluation including blood test and urine
foxicology screen. Subjects were not included if blood pres-
sure was = 140/90 or if values from laboratory fesis were
outside nonmal ranges. Screening also included 24k mea-
surement of blood pressure by ambulatory blood pressure
monijtor (ABPM) and heart rhythm by Holter monitor, Sub-
Jects were excluded if monitoring detected hypertension
{(defined a5 mean 24h systolic BP 2 139mmHg or mean
Z4h diastolic BP > 87 mmiig) or significant ventricular
ectopy (including > 1000 premature beats/24h, Ron T
phenomenon, torsades de polntes, or QT interval prolonga-
tion; runs of supraventricular tachycardia > Imin, or new
onset akrial fibrillation; or presence of any other dlinicaily

thythm distust Holter data and EXGs of
subjects with multiform or multifocal ventricular events
{MFVE) were reviewed by the study cardiologist priox to
admission. Those without evidence of other significant car-
diac diszase were allowed 1o earoll in the study.

] medical subjects
within 1-4 weeks for a bascling evaluation that included
repeat measurements of height, welght, sirting blood pres-
sure and heart rate as well as measurement of waist and hip
circumierences and body fat. The symptom gquestionnaire
was again completed and ABPM and Holter monitors womn
for asecond 24 h peried. Subjects who did not fal] into any of
the exclusion catepories after these Daseline measuras were

di d te either placebo or the herbal preparation (Ma

primarily congerned with the possibllity of adverse effects
during the acute phase of the study (weeks 1-4). Using a
two-sample r-test, 2 minimum of 66 subjects in each group
would have been sufficient to detect 2 difference of

Huang/Kola nut).

Treatment
At o, subjects were counseled to gat normally,

4.1 mmHg systolic blood pressure (3.4 =7.23), a &
of 4.6 mmHg diastolic blood pressure {5 6.4}, 2nd also 2
difference in heart 1ate of 6 bpm {5.d. = 10.36). The study was
approved by the Institutional Review Boards of St Luke's-
Roosevelt Hospital Center in New York and Beth Isiael
Deaconess Medical Center in Boston and all subjects gave
written consent prior to participation.

-
drtermations] joumalof Obesly

but Umit intake of dietary fat 10 30% of calories and ©
exercise moderately {eg waiking 30 min/day, ihree times 2
week). Handauts on good eating hablts and a progressive
walking/exercise program were provided. Active and placebo
tablets were supplied in opaque white plastic bottles sontain-
ing a known number of tzblets. Subjects were directed to take



wio tablets, 30min before each meal, three Himes a day Gix
tablets per day, the mnx:mum amoum recommended
on IMKSE ephedra- i and
to return unused pills, which were counted to determine
adherence,
The active preparation was a herbal mixture (provided by
Science, Toxdeology and Technology, San Francisco, CA,
- USA) containing Ma Huung (MutraTech Ine, Gardena, Ca,
USA) andd Kofa nut (Ashiand Distribution Corp, Santa Anna,
CA, USA) as the only actlve ingrediants, Each tablet was
specified to contain 18 mg of total ephed; ids and
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wine screens (sse Append&x 11 for hst of tests) were per-
formed by Dj u Y
Medical Center, Nashvzlle, TN, USA.

Dats from Holter and ABPM monitors were analyzed by
Space Laboratories (Seattle, OR, USA), with follow-up evalua-
tons as reguired by the study cardiologist, EKGs of the NY
subjects were evaluated for four intervals (RER, P-R, QT
QRS), QFS amplitude and cardlac sthythm.,

Three mdependem lsboratories {Alpha Chemical and

Petal CA, USA; Industrial
L ies Ci Inc, Denver, CO, USA; and San

32mg of caffeine per mblet, for & total daily amowm of
ephedrine alkalolds and caffeine of 90 and 192mg, respec-
tively. The placebo was an 1denu<al appearmg tablet conzam—

Rafaet Chemical Services, Salt Lake Clty, UT, USA) analyzed
sampies of active and placebo tablets by high pressure Figuid
chromatography (HPLC) for ephedlrine, total epheddine

and caffeine,

ing inert } =it for
alkalold and caffeine content prcvided o the supp!zer were
validated by the investigators.

Contict: o

During the initjal month of t subjects
weekly to p)n:L up piils, review dietary and exercise advice,
p and have weight,
sxthng blond pressure and pulse rate measured. At weeks 1,
2and 4, ABPM and Holter monitors were worn for additional
24 periods. At the end of the first month, another blood
sample was taken for assessment of ALT, ereatinine and HCG
(In women of child-bearing age).

During the subsequent 20 weeks, subjects retumed every 4
weeks for 3 30min vislt. The symptom Questionnaize was
completed, and a brief dietary and symiptom review and
physical evaluation by the study coordinator including
weight, sitting blood pressure and hwart rate was taken.
Biood was taken for ALT, creatinine and HCG (In women
of child-bearing age) at each: of these visits.

At week 12 and 24 (fne)) visits, additional fasting blood

Values are presented in the text and fables as meancd
standard deviation {8.d.) and in the figures as means®

standard errors {s.e.). The 1ables show statistical comparisons:

between the groups by the ‘Iast observation carried forward’
{LOCF) method for desling with missing data. Valges for
sublects who dropped out after the acure phiase (week 4) were
carried forward to each subsequent time point In the trial.
Figures present analyses of only data that was actually avails
able for subjects at each time polny, With no values carried

farward for subjects who dropped out.
Bifect of weatment pn weight, body fat, waist and hip
e sitting bicod p heart rate and blood
chemistries were assessed by using 2 repeated measures
ANOVA test for group by time interaction, followed by
paxr-wxse tetests. Repeated categosical data (eg cardiac
i lyzed using a weighted least squares

samples were taken, BXGs recorded, and of
walst and hip Girewmferences and body fat content repeated.

Measurements
Medical and numnon hismry and self Freported symptoms
were by the 5

o5 (PAD & M for this study, Height was measured to the
nearest 0.5cm by stadiometer (Hoitain, Crosswell, Wales,
YK). Body weight was messured to the nearest 0.1kg using
a digital scale (NY site: Weight Tronix, New Yoik, USs;
Fostony site: Detecto-Medic, Detecto Scales Inc, Brookiyn,
NY, USA). Trained personnel measured waist and hip circum-
ferences at standard anatomical locations.'® Toml body fat
was assessed by bioimpedance {Tanita Inc: TBF 310, Arling-
ton Heights, IL, USA). Sif's tvo-compantment model was
used to convert measured body density to fat, ™

Blood studies included serum glucose and lipids (Choles-
werol and triglycerides), liver and renal function tests {treas

maode] (wxs)*s fauewed by paic-wise chi-square tests, where
possible. Regsons for withdrawal in cach group were Come
pared using chi-square tests. AN analyses were conducted
using a wo-tailed 0.03 alpha level.

Results

Subject disposition

Of 284 subjects who appeared eligible by telephone screen,
167 were randomized. (83 to ephedra/caffeine and 84 w0
ploccbo; Figure 1). Of those not randomized, most either
<hase not to participate (45) or were ineligible due to wipla-
tions of protocal inclusion requiretents (15) or non-com-

pllance with protocol requirements (8). Thirty-one were

ineligible for medical reasons thet woe caclusionary for
the protocel,

During the first ¢ weeks of the study, the acute phase, 17
(20%) randomized subjects withdrew from each group, with

&6 ining in the hetbal group and 67 remaining in the

tinine, ALT and AST), TSH, .

blood count (NY site: Quest Diagnostic Laboratory, Teter-

é;oro, NJ, USA; Boston site: Veterans Admistration North
exas Health Care Systern, Dallas, TX, USA). Toxicolagie

placebo group. During the remaining S months of the study,
there were 20 (249%) withdrawals from the herbal group and
26 (3136} from the placebs group.

595

Inkemational jouemal of Obesity
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Herbal anslysis

Rurdomized

84 Received Placebo

83 Received Ephedra and Caffiine

67 Remuining at week 4
end of acuns phase

66 Remaisving 2t week 4

end of soute phag

l 41 Completed }
Trial

46 Compluied
Triel

Flgure T Dispasition of alf subjects recruited for the stusly.

phoysical of

Subjects in the two treatment groups (P, placebo: H, herbal}
did not differ (P>0.05) initially In age (460&122
{meantsdy 445:124y), body weight (B8.1Z148
87.5+£13.9%g), o1 BMI (31.7:4.0; 31.8+4.4kg/m% Table
1}. Distributions of gender and self-identified race were also
not significantly different between groups (P, 86% female; H,
78% female; (F, 70% Caucasian, 15% African-American and
7% Hispanic; H, 69% Caucasian, 11% African-Ametican and
12% Hispanic).

o y HPLC analysis d, per placebo
fablet, Tess than 0.3 my (range, non-detectable to <0.3mg
gach of caffeine and tota] ephedrine atkaloids and, per herbal

Table 1 Baseline chavactenstics of alt randomized sublests

Characteristic Placebo (n=84) Herbal (n =83
Tender

Men {n (%) 12{14%8) T {2256)

Wornen {r (%)} 72 (8696 65 (78%)
Race ta 303}

Caucasian 59 (70%) 57 (65%)

Afcanamenicon 13 (15%) § (119%)

Hispanic £(7%) 10 {12%)

Indian, Aslan, Other 5 (6%) &{7%)

Xbs.d. Xa:9.0.

Age () 48.0+72.2 A4.5%124
welght (kg BB.1% 148 £7.9%13.8
Body mass Index thkg/m?) NTL40 31844

face was by seifidentication. One subject in each group i nat ety
race,

femational jousnal of Obeslty

tablet, 32.7+ L.8mg cafiéme and 14.441.6mg total ephe-

" drine alkalolds.

Adheronce
Adh = a3 the of pifls not returned
by the subject relative to the number of pills supplied, did

not differ between groups (P, 90 11%; H, 89 10%).

Treatment effects

Body weight and bedy composition, Results of LOCF ana-
lyses of physical values are shown in Table 2. Both treatment
groups Jost significant (P«<£.001) amounts of body weight
and body fat over the & months of the study. Losses in the
herbaj group, however, were greater than In the placebo for
both body weight (H, —35.3+:350 P -~26x32kg
P<0.001) and body fat (H, —4.3+3.3kg, b —2.7%28ks,
P=0.020}.

Both groups also had significant decreases in waist (B
—2%6om, P=0004 and H, —6&5em, P<0.001) and hip
circumnferences (P, ~4&4em, P<000L and H, —8%5,
P <0.001), but again these changes were significantly greater
in the herbal vs the placebo group for both waist (P=0.008}
and hip circumferences (P= 0.018). There were no significant

or differences b the gronps In
waist~hip ratle {not shown),

Mean values for all subjects for whom data were collected
at each time point are shown for body weight in Figure 2 and
for body fat in Figure 3. Of subjects who completed the 6-
mongh study, those in the herbal group lost significantly
more body weight then those in the placebo group (B
—3124,0; H, = 7.044.3kg £<0.001). Body fat was also
significantly decreased by herbal trearment for subjects with
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TYable 2 LOGCF analysis of physical values®
Srup

Measure Swdyperiod  PocchoXeksd phel  Hebwl Xiid Pontse 7

Body weight (kg) Baseline B87.9:£139 LEAESER:] 0.355
6 manth 85.3£14.7 BLAL154 0319
Change — 26%3.2 (<0.001) ~5.3::50(<0001)  <0.001
ANOVA Timexgroup interaetion: P« 0,001

Body Fat rmass (kg) Baseling 1.2x99 326£0,1 0.451
& montht 31,5106 28,2592 0.15¢
Chenge. -2,7m28(<G001) - 43533 (<0.001} 9,020
ANQVA Timexgroap Interaction: £<0.020

Walst clreumference fom) Baseline FBEIZ $723 0.69%
§ morsh 98513 92&13 8138
Change - Zk6 {0004} -85 (< 00013 @003
ANOVA, Timexgroup effect: £~0.004

Hip gircuraference (vt Baseline 11?210 11529 °2%0
6 manth 113£30 109£10 0033
Change — 44 (<0.001) - Bk § {«0.000) 0,018
ANOVA Timexgroup effect #m0.044

Systolic blowd pressura (mmHg) Baseline 120211 118211 0.877
6 month 120412 18212 0405
Change 011 (0.65%) w19 ({1,269} 0312
ANDVA Timexgroup Intsractin: #=0.177

Digstolic blued passure {ramHg) Baseline b33 e 0.36%
§ month 7289 7855 0.397
Change 080725} « 148 (0.836) 0928
ANOVA Timexgroup inwsmaction; $=0,128

Heart rate {bpm) Baseline 7AxXF €948 o001
& month 7129 73870 0130
Change ~ 3329 {0.008) 49 (0.001) <0001
ANOVA Timexgroup Interaction: £« 0.001

*Treatment was 3 harbal supplement contalning 90mg ephadra and 192mg cafeine/day (== 69/graup for weight. SBR
DBP. figart rate; =38 for placebo and 39 for herbul for bady fat; n=48 for placebo and 47 for herbal for veaist and hip).
P.valuc for within.greup change from basellne cotnpared by paired samples t-test,

“Treatment vs placebo groups were compared by ANOVA test for groupsxtime interaction followed by pair-wise r-tests of
baseline and § month values and change from baseling at § months, with alpha sct at 0.05,

-
TS RoGH Cestment grous)
W gy |~em plawabe granp Honth of Treatmant

ha T\mnv o

s
TN
PREC I S _‘J

2

2

Body Weight {kas)

’ t E 3 i $ 5
Month of Traatmant

# 8 8
g ;
N/g
Ghange in Body Fat (ko)
PO
»
-

Flgure 3 Change irv body fat from baseline aftar 3 manths and &
Figure 2 Bffect of herbal and glacebo treatment on change in bady months of herbal or placebe treatment, Open, bars reprasent placebe
waight. Values shewn include sl subjects in herbal and placebo treat- {n=38 at 3 months, n= 25 3¢t é manths), Hatched bars reprasent herbal
ment geoups for whom there was data at sach Gme point (). ereatroent (=139 at 3 months, 1=26 3t § manthy). "P50.05.

internationa) journal of Ghedty



184

Herbal ephedra clinical trial
CN Boozer et af

98

complete body composition data at 3 wmonths (P
~24%2.6kg H, ~37:2.6kg P=0031) and 6 months
® —26+39kg H, ~48232kg, P=0.032).

Blood pressurs and heart rafe at office visits.  Mean systo-
Jic and diastolic bloed pressure measwrements did not differ
between treatment groups at any time point, noy was there 2
significamt group-by-time interaction for either vasiable,
whether analyzed by LOCF (Table 2) or using all availabl

nificant only at baseline (when H was lowex than I, P <0.01)
and at 3 months (when H was figher than B P<0.05; not
shown).

Treatment groups did not differ in EKG daty, analyzed at
the NY site, for any of the four intervals evaluated (RR, P-R,
Qfc, QRS ox for QRS amplitude and heart rhythm (not
shown},

data {not shown). Change In heart rate was significantly
different (P <0.001) between groups {8, — 3:&9, P=0.008;
H, 429, P <0.001), Time-hy-group interaction was also sig~
pificant (P« 0.001), with valtes in the hesbat group com-
pared with placebo that wore lower at baseline (by
4+39bpm, P=000D), but not significantly different
(2bpm=3.9, P=0,130} at 6 months (Table 2, LOCF). Analy-
sis of all available data for heart rate showed similar resuits to
LOCF analysis, with a significant time-by-group interaction
(P<0.001), and differences between groaps that wese sig

Table 3 Twenty-fourhour ambulatory blood prassure menitor data

Blood p by 24h Data from 24 h menitors
at baseline, and weeks 1, 2 and 4 were compared for 24h
mean, daytime mean (6:00am to midnight) and nighttime
mean {midnight to 6:00am), for SBP, DAY minimum SBY
and DBP, maximum SBP and DSP and mean arterlal pressure
(Table 3).

Effects of herbal treatment on blood pressure were small,
but time-by p ¥ ions were y sig
(P =0.08) for: 24 h averages of $BP, DBEP and minimum SBP;
and for deytime averages of SBP and minbnum SBP Max-
smum incresses over baseline at 4 weeks in the herbaj group

24k averaye Day (G:00arn-midnight) Nigtit {midhight—6:00 am)

Placebo Hertaat L4 Plagshe Harbal 14 Placeba Harbat 4
SBP (mmHg) 3 T15:8 12048 5402 12048 12148 0802 1088 110£8 0.3172
TI88 11848 Q.754 12029 1ez10 Q.462 RIS 0% £.230
w2 11808 11828 0133 131818 120428 0.257 106k 111810 0.00%
wa 1621t 12049 0.020 318217 &8 0,080 107410 111210 8014

ANOVA Timexgroup interection: #=0.016 Timexgroup Interaction: P=0.621 Timexgroup ireraction: P=0.152

V8P (mmHg) £l 7257 72k6 0.687 447 FETT 0,252 B3 637 0.951
wt 72410 7247 0.637 rany bETT 0.340 64::2 638 0.646
w2 N£I0 73%7 0.200 P47 74%6 0.895 637 €449 0,193
we 711 7548 0.058 7448 Fet 0.251 8110 65410 8.018

ANQYR Tienax groug interastion: P=0.020 Timexgtoup interaction: £=0.053 Timexgroup Interactan: P=0.085
MINSBF (nmbg) 3 95&7 93&8 Q.766 5818 988 454 L8 99210 0277
wt 94L% 95&10 o728 9B 1Y M1l o951 7210 oLt 218¢
w2 ik 25k a3 9541t 99610 0035 94£10 9910 2,006
W 23110 $7413 2012 $6+32 10110 ¢021 96410 10041 0.043

ANGYA Timexgroup Intersction: P=0.008 Thnexgroup bitertion; P=0.017 Thnexgroup interaction: #=0.257
MINDEP (g} 8 502 4548 o4 RN S 338 8788 S27 34x8 0.263
wi 5227 ELre ) 0116 Saa? 3410 0819 48 5548 2.698
Wz 5146 F0L10 0,606 54+7 5448 0917 B2k7 $2x9 0.884
wa 0£7 STl 8576 5413 S5k8 0.552 $eE7 549 9.323

ANOVA Timexgroup ntenction: #=0.08% Timexgroup intemction P=0.868 Timuxgroup interacion: P=0.652
MAXSBP (mmHg) 8 I 143411 .74t 142512 1435:1% 0922 N9k9 122&11 0.077
w3 14213 14112 0.917 1412313 14112 0713 JAEET 121513 0.370
w2 140412 141410 0.591 140£12 141410 0.835 1M7412 121413 0.046
w4 14074 1404413 0716 140314 IR 0.559 11812 122412 0.078

ANOVA Timexgtoup Interaction: P=0.541 Timexgroup mtaraction: P 0,803 Tivexgroup inveraction: F=0.683
MAXDBP {rnbig} B LEFY] 93518 ©.968 939 3% 0.991 Pt 33 7310 0.85%
wi 94211 5248 2108 padiz 247 0156 75410 7457 8.330

w2 92438 92430 o388 82+ 9143 0388 73%% 73x8 0891
4 F4E12 SIub 8876 S4k12 $o48 0.255 73R Fexi1e G044

ANOYA Timexgroup Intersction; P=0.433 Tirexgraup INteTsction; Fon 0.605 Tinesxgroup Inasaction: P=0.05%
MAR {rartigh ] 876 756 0877 S8 046 0.537 rE6 7857 B.64%
Wt 8547 BSHE 8452 08 8948 8837 80k 8 807 2987
w2 Bk 8526 0.520 897 Ba&S 0.981 7848 807 0134
w4 8548 a6k7 0473 B9+H FO%E 0.49 788 8018 0076

ANOVA Timexgroup interaction: P=0.271 Timexgraup inferaction; P= 9,452 Timexgroup interaction: P=0.173

SBP, systolic blowd pressure; DEP, disstolic biood pressure; MINSBR, minimum systolic blend presswre; MINDBS, winimum dlasralic slood pressure. MAXSBP
maxtmum systolic blood peassure; MAXDBR rmaximum diastofic blood pressurs; MAP, mesr arterlaf pressure; HR, heart rate. 5, Screen {prior 2o reatment); &
baseline (priar o treatrmenty; W1, W1, W, woks 1, 2 arsd 4 ater trestmant with elther herbal (H, ns=67) of placebo (7, n=68).
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were 3mmig (day DBF day min SBE, both P=0.02} and
significant (P < 0.05) decreases ocaurred in max SBP for both
24h and day averages {3 and — SmmHg). Most of the
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None of the cardiac arthythmias assessed were increased
by herbal treatment, The only significant time-by-group
interamon {P«0.024), for percentage of subjects displaying

of { < &0bpm) was due to a decrease in

" differences in change over time were due to d in the
placebo group, with small or no change in the herbal group.
There were nio statistically significant time-by-group interac-
tions for minimum DBE for maximum $BP or DBP or for
mean arterial pressure.

the hetbal group (~ 12%, vs no change In the placebo
group). Ventricular events/a did not differ between groups
at any time point, nor did the percentage of subjects with
tachycardia {3 100bpm), MFVEs or rans of ventmcular
events,

Blood ¢! By LOCF apalysis, there were statisth-

Holter mordtor data. As shmm by ofﬁce wsxt

ments, there was a
{P=0.020) for heart razG assessed by Ho!te: monitor.
Between-gronp differences were significant (P <0.05) only
at baseline, when the heart rate of the herbal group was
lower by 3bpm (Table 4). Heart rate over the ¢ weeks of
Holter measureraent increased by 1= 14bpm in the herbal
group vs a decrease of S:=13bpm in the placebo group
7=0.026).

Table 4 LOCE analysls of Holter monitor data

cally ¢ §-month mpr with herbai trests
ment in serum Jevels of total cholesterol {—~ 6223 mg/dl,
P=0.03), LDEL-cholesterof { -+ 820 mg/dl), HDL-cholestero]
(326, P=0000), and triglycerides (— 12:f41mg/dl,
P=0.01), with no change in blood glicose (0 10mg/dl,
P==0.68; Table 5). These changes were significantly different
from placebo, however, only for LDL-cholesterol, HDL-cho
Jesterol and glucose, The difference in change in serum levels

Croup
Measur Stdy period Flacebo Merbal P
Putse, average bpm/Zahsksd. Baseline B8 7511 .050
Waek 1 78210 77E12 5369
Week 2 Pak 10 &2 o211
Week 4 P32 ExT4 370
ANGVA Timexgroup imeraction: P=0.020
Venuicular avents/h, median (intar-quartie fange) Baseline VL8 {0.57) 0.06 (014} 2188
Week 1 .04 {0.25) 0,00 0,10 8128
Week 2 0.06 (D44 0.84 (0.20} 2400
Week 4 0,04 (038} .04 (016} 8250
Ventricular couplets (%) Baseline 3.08% 2.94% 1e
Week 1 3.06% 5.88% 848
Week 2 3.08% 5 EZ% 827
Week 4 13.85% 2.0y
wLs “Timexgroup inlera:rlon P~0 061
Runs ventricufar events (%) Baseline 0.00% 2.26% 0.247
Week 1 3.08% 0.00% 0,237
Week 2 1.54% 2,94% 1.008
Week 4 1.84% 0.00% 0.48%
Multifocsl ventrictiar events (56) Bassling 33% 25% 0.288
Week 1 2% 19% 0.263
Week 2 M 2% 0.784
Wweek 4 35% 25% 213
wis Tirmexgroup Interastion; P=3.369
Bradysardis (%6} Baseling 83% 2% .10t
Week 1 83% 73% 0.216
Week 2 8% TR% ¢.103
Week 4 83% 0% 2681
WLS Timexgroup interaction: #=0.024
Tachycardia (%) Baseline boad 100% 2.15%
wesk 1 100% 100%
Week 2 10o% 8% 0.31%
Wosk 4 0% 00%

Fulse analyred by ANOVA iollowed by pairawise siss of huseline and § month values and change frorn busetine at € momhs ‘with alpha set 2 .85,

Ventricular events repevted 33 median (inter-quartlic rsnge), anaiyzed by Wi
an

of subjects, anabyzed by WLS,

Venwicular couplely, MFVES,
tar gvants and

Runs of wenty iia reported a5 P

(WLS not permittad because of 0 values),

53¢
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of glucose was due to a significant increase in the placebo
group (34 9me/dl, P=0.02).

As with the LOCF analyses, analysis of changes in senumn
Jevels of blood Xipids and glucose of all subjects for whom
there was complete data found significant differences for Pvs
H for LDL-cholesterol { — 0.8::242 vs ~ 12.9:£23.1mg/d},
P=0.026), HDL-cholesteral (-~ 0.5%9.4 v 4% 6.6mgsdl,
P=0Q011) and glucose (§3:%121 w —~0.811Z28myg/dl,
P=0.036; data not shown). Diffezences between groups for
chianges in serum triglycerides and total cholesterol were not
significantly different (£> 0.08).

There were no significant changes or differences betwesn
the two groups at any time point for serum levels of any of

Table $  LOCF analysis of blood chemisiries®

the electrolytes measured, or for ALT, AST, or creatinine (data
not shown).

1.

P Analysis of p is shown in
Table 6. The symptoms that subjects reported to be most
consistenitly increased by the herbal vs the placebo treatment
were dry mouth, heartburn and Insompnis. These three
symptoms wers significantly different st each time point
afeer baseline. Both dizziness and difficulty concentrating
were higher In the herbal treatment group than the placebo
group prior ta and these d isted at
week 4 and month 3 for difficelty cancentrating, but ceased
10 be different after weck 4 for dizziness. Placebo subjects

Group
Placebo X25.d. (Pralue)” Hetbot KXot 5.0 (Povalue)”

Mepsore Seudy periost mmold mg/d mmal/l mg/dl »°
Totl cholestersh Basefine 5.34%1.22 2115548 511104 202441 0.203
Final s37E122 20848 4.94:0.56 19536 0082

Change -~ 007 £0.53 - 3L21 ©.23) — 017058 - 6423 (0.03) 9404

LDLcholesterat Saseline 3452106 13842 3242086 128434 0132
: 369108 138292 304084 120232 anor

Change 0043 017 (0.84) - 0.24%0,51 — §:£20 (0.0007) 0013

HE-chelesterol Baseline 1.320.4 5214 1.3%04 S1%16 0841
Fmal 1.3:20.3 S1%13 1404 S4x16 0.278

Change 0:£0.T8 07 Q.73 0.120.2 36 (000013 0,004

Trigiycerides Baseline 293:£2,03 116280 3714263 1234104 0650
Final 273167 108::66 2784266 1102105 6.830

Change - 020114 — 748 (0.20) ~ 0332104 ~ 1241 (021 9518
Ghcoss Baseline 58407 S 212 5007 90412 0.592
Final S2k0s 34216 45505 8349 0055

Change . 0,2:50.5 359 (0,00 - 01206 0210 (0.68) 2051

“Treatenert waz 2 herba) supploment containing 90mg phedrs and 152mg caffoine/day.
“pvalues for within graup thange fiom basefine compaved by paired samples, twonsitled ttests,

“Mean vahues of subjecss [n treatraent {h = #0) vs placeb (77=69) graups compare
changes from bascling, with alpha st st 005,

redd by ANOVA analysls, fullowed by pairwise ttests of baseling and final values and

Table 8 LOCF analysis of self-reported symploms
Symptom
Acure phase Cheonit phase
B wi wz w3 wa [ M Mz e

Coastipation — Hep™ Hep Hepre — — - — -

o - - - - - — - [ 3 3N
Diffieulty toncentrating 33 of — - - P "> - HaP -
Dizzness HaP¥ K> Hw P — Ho> P —_— — — -
Dry mouth - Ho>p* H>p* Hspr H>p* - Hs e Hxp™ Ha b
Hewrthum — H»p* H>pP* P H>p* — Hxp™ H>P" L Eda
trgorani — Ho P Ha P RES Hepe - Hopo H> P Hapw
Anxiety - Hapr — — - — _— — -
Lipsat stormach - Ho>P H> P - —

Acute phase: B, basefine (arior to trezument); W1, W, W4, wecks T, Z and 4 after treatment with cither hetbal (H, ns 62} or placebo (8, = 68).
Chronic phase: 8, bassling (prior to treatment); M1, M3, M8, months T, 3 a0d § alter tasatment with either horbl {8, =66} ar placebo (B n=70%
P 0,08; “P <0.01 (repeated measures ANOVA of group by time interaction, followed by paivwise ttests).

There wers fo diffcrences batwesn trestment groups at any Ume peint for blurred Vision, chest pain, headachs, irrftabiiity, nausea of paipintions.

Intesnatiomal journal af Qbesity



teported more diatrhea than herbal subjects st both 3 and 6
month tme points, There wete no significant differences
between groups in self chest pain, palpi-
sations, blurzred vision, headache, nausea or iritability atany
time polnt {not shown).

Adverse effects.  Reasons for withdrawal from the study are
presented in Table 7. The largest reason in each group was
subject cholee (B 24; H, 14). This category included subjecis
whe did not want te coatinue, moved away or had changes
in jobs or personal lives that reduced available time. Inves-
ngatcxs remevcd >even subjects from each group for protocol
d ineligibility or noncoms
pliancel l‘lftsen subjccts (efght P, seven H) were asked to
withdraw from she study for potential adverse sffects, These
included one subjeet who had gallbladder surgery (F) and
one with elevated serum creatinine (H). All other investiga-
torreguested withdrawals ware for cardiovascular syrap-

Table 7 Reasons for withdrawal from study by randomized subjects
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toms: clevated blood pressuxe {three B two H), irregular
heartbuat (one ¥, one ), MFVE (one 2 onc H), ventricular
events (one P one H), and ventricular runs of fve or mome
{one [, one H). Four additional subjects withdrew from cach
gioup for self lar symptc h
pain (two F, none I, 'luud heart beat' (none F, one ¥) and
palpitations (two P, three H), Subjects also voluntarily with-
drew for selfreported CNS effects (two B five H), and other
G effects {one B four M), The mumbers of subjects who
withdrew from the study did not differ (P> (.05) between
treatrunt groups for any individual reasan or for sny of the
system categories,

Discussion
In this study, a herbal preparation containing ephedra alka-
lolds (from Ma Huang) and caffeine (from Kola nuy), admi-
nistered with diet and exercis¢ counseling for 2 6 month
perlod, p d greater reducti in body
welght, body fat and waist and bip chicumferances in over-
‘welght subjects p with fed placebo-
treated subjects. Other beneficial effects that accompanied
the g:eazer we:ght loss of the herbal treatment group
d serum LDL-chol L, i HDL-
1 levels and pleed glucose. These bene-

holast

Number withdrawing
- Placebo Pevalug
|Reason for withdrawal (nwd3, 5TH) (=37, 445%) 044
Subject cholce 24 14 32
Frotocol vielation 4 3 19
Noncompliance 3 3 10
Cardiovaseular
Chest paln 2 8 030
Loud heatt beat o 1 048
Paipitations -4 3 D68
Elevated blood pressure k] 2 16
irregular heart beat 1 1 10
Multifocal ventricular svent 1 1 1.6
ventricular evert 1 1 1.0
Ventrigular rans of five ar e 1 1 10
Total 1 W 0.8
Cantrat servous syster
Anslety [ 1 6.8
Disarlentaton 1 [} 1.0
Dizziness 1 0 10
insoiminia ¢ 2z 0.21
weikabitity ] 2 821
Towt 2 E D1
Gastrointestinal
8ad taste 1 ] 1.6
Ory rrouth ¢ 1 0,46
Gasrassephogeal refluz disorder a 3 0,46
Nauses a 1 046
Gaftbladder removal 1 ¢ 18
Totat 2 4 o1
(Other
Elevated creatinine o 1 048
Totat niurnbar of subls B4 to placeba, 83 3

50 mg/day epbediing and 19Zmy/day caffeine). Numbers do not xum o
otal 715 due to maltiple reasane for withdrawel ty some subjects, Roman type
indicates subject cholce or sublect selfseporied reasan for withdrawat, Sofd
type indicates choice for withdrawal was made by medicat snd/or research
stsff,

feial responses observed in actively trested subjects were
accompanied by small persistent increases in heart rate
(4::9 bpm by office visit and 14 7bpm by Holter monitor),
Sinalk increases in blood presswe (2 3mmHg) were aiso
detected by 24h ombulstory blood pressura monitor,
4 not by office The bers of subjects
removed from the study for potential treatment.related
adverse events were similer in the hexbal and placeho
groups. Seif. oms that were in the
hesbal t:eatment group were dry mouth, heartburn and
Insomnta. There was no difference between groups in self
reporting of palpitetions or chest pain at any tire point.

Body composition-related effects

The increased welght reduction with the Ma Huang/Xola nur
combination in the present study I8 consistent with zesults
from two previous 8 week studies of Ma Huang formula.
tions. 12 These results ase also consistent with those from
studies of irine/caffeine combi in ani
mals' and humans. 5> Increased weight loss with ephe-
drine/caffeine combination is attibured to both decreased
food intake!®®® and incrensed energy expenditure 172?

As in: the two 8 week stugdies, the reductions in body fat,
walst and hip circumferences and the favorable changes in
serum HDL and LDL cholesterol levels are probable conse~
quences of the greater reductions in body weight in the
subjects rreated with the Ma Huang/caffeine combinations.
It has been suggested, however, thar epbedrine/caffeine

combinations have specific effects 1o Increase Jipolysis and ’

improve blood lipid profile 1%

81
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The greater bedy welght loss seen in the herbal treatment
group here was prabably also respansible for the reduction in
bicod glacese Ievels in this group ws placebo subjects,
although this difference was not seen in a previous 8 week
study.’? Several differences between the studies could
account for this, including differences in the ephe-
drajcaffeine vatio (707240 vs 907192 mg/day), in the herbal
formulations and in study length (8 weeks vs & months).
Another possibility is that subjects 1n the present study were
more careful tw refraln from taking their herbal supplemenis
prior 10 bleod sampiing, thus avoiding influence of a possi-
ble acute increase in blood glucose in the group taking the
ephedra/caffeine combination ®

Cardiovascular effects

The effect of herbal ephedrine/caffeine combinations on
blood pressure appears to be siall, with previous reports of
either no increse'® or small, transitory increascs.!t As dis-
cussed efsewhere,’* these effects on blood pressure are less
than those d with J # In the
present study, no significant change in blood pressure was
detected by office evaluation. The only statistically signifi-
cant increases that were revealed with 24h monitoring were
small {<3mmHg) and some blood pressure measures were
found to be significantly decreased (s S3munkg). Similar
acute' and transitory” inercases in blood pressure have
been previously described with synthetlc ephediine/
caffeine treatment.

The small increases in heart rate of herbally treated sub-
jects in this study are similar in magnitude (3+9bpm) ta
those observed in the previous 8 week study™ and to those
reported following acute trearment with Ma Huang, or
with ephedrine/caffeine.?” Increased heart rate is conslstent

study. Some subjects were asked to withdraw and some
withdrew themselves from this double-blind study for poten-
tial treatment-related side effects. Analysis upen completion
of the study, however, revealed that the distribution of these
subjects was almost identical between the treatment and
placebo groups,

How can the absence of treatment-related adverst events
in this and two previous clinical trials of ephedra comblina-
tlons (334 subjects in total) be reconciled with the adverse
event reports collected by the FDA from users of these
products? Possible explanations include coincidence, pre-
existing pathology, non-recommended usage and increased
individual senshiivity.

In 2 FDA-sponsored anslysis, Haller and Benowitz cate-
gorized 140 adverse-event reports based on how likely they
Dbelieved the reported events 1o have resulted from the use of
ephedra supplements.? The difficulty in making such judge-
ments Is Mustrated by the controversy regarding their con-
clustons.®¥ With millions of Americans consuming
ephedrawcontaining products, Rt s obvious that some
number of adverse events is expected each year regardless
of ¢ ion of these prod The real is not
whether adverse events oceur in @ population undergoing
treatment, but whether these occur at a rate that is higher
than that of & matched, d group. This is imp
to determine from adverse event feports alone. The randa-
mized, placebo-controlied trial allows evaluation of cause
and effect relationships vs coincidental evears.

Bost clinieal trdals purposely exclude Individuals with
pre-existing medical to aveld co ding of
results. It §5 therefore not justified to extrapolate results
from such tals to Individuals with such exclusionaty med-
jcal conditiong or to extrapolate results beyond arsounts or
time periods that have been studied. The possibliity of

ble interactions herbal st and

with the known effect of this b to
energy oxpenditure 2% Chronic treatments with ephedri-
ne/caffeine have been teported to have either no significant
effect on heatt rate® or a slower rate of decrease subsequent
to weight loss than seen in placebo-treated subjects.2
Despite the smal) statlstically significant increases in heart
rate obscrved in this study, there were no significant
b g to herbal in any of the
cardiac arrhythmiss assessed. The decrease in incldents of
bradycardia with ephedra/caffeine is related to the demon-
strated effect of this combination 1o increase heart rate.
Although there has been speculation of a link between
consumption of low levels of ephedra alkaloids and arrhythe
mias,? the finding of no cause and effect relationship in the
present placcbo-controtled study Is consistent with the lack
of any ressarch data Unking synthetic sphedrine to cardlac
arshythmias ¥

Adverse effects :
There were no significant adverse effects resulting from
treatment with herbal ephedra/caffeine in the present

International joumnal of Obedty

other medications, sither prescription or illickt, should be
recognized and warning lebels present on herbal products
should be adhered to.

Some have expressed the theory that adverse event reports
may reflect an unusually high degree of scnsitivity In & small
fraction of individuals.>** Because of the low suspecied
incidence, this type of sensitivity might not be fevealed in
2 clinical trial, but requires a case~contzol study of a very
targe narmber of individuals,™ Such a study would be diffi-
cult to conduct, but may be the only way to address the
qQuestion of rase hypersensltvity.

Conclusion

The present study & effects
on body weight, body fat and blood lipids of a herbal Ma
Huang/itola nut mixture {90/192mg/day cphedrine alka-
loids/catfeine) 1n overweight men and women who were
otherwise healthy. Compared with placebo, the sested pro-
duct produced no adverse events and minimal side effects
that are consistent with the known mechanisms of action of




d caffeine, lation of the present findings
to wsage by individuals with medical complications (dia-
beres, heart disease, 2t¢) is unwarranted and usage by such

di Is is contra. ated on labels of pro-
ducts, Evid from theee leted placed fed
clinical tigls of herbal ephedza/caffeme is consinent with
that from 1 large number of studies with synthetic ephedsi-
ne/eaffeine. In total, these suggest that herbal ephe-
dra/cafieine herbal supplements, when used as directed by
healthy overweight men and women in combination with
healthy diet and exercise habits, may be beneficlal for weight
reduction without significantly Increased risk of advesse
events. The current widespread nsage of herbal products
and the increasing Incidence of obesity wartant additionsd
clinizal trials o confirm and extend these results.
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4

dix I: Aieal

from the study

10 another research protocol involving dlet of any drug use,

Amve heart disease, 2 positive history of p hyper-
tension (officc measurement > 140 syswhc BP or diastolic
BP 290 or ABPM mean 24h systolic BP >139mmHg or
diastolic BP > 87 mmHg), epilepsy, history of mental iliness,
hyperthyroidism, chronic use of any drug (by self-report or
by presence In urine toxicology screen) except oral contra~
ceptives, i therapy or ic thyroid
hormone, active bulimia, known prostatic hypertrophy,
pregnancy {reported or detected by HCG testing), glaucoma,
active cancer or cancer in remission for <5y, renal dysiunc—

perticipation in a dict program involving severe
calorie restriction {800 or fewer calories per day), caffeine
initake of S00 mg per day or grenm use of appetita suppres-
sant drugs or epheds ng herbal within
the last 6 months and welght ehnnge of 5 kg or more within
ﬁ;e past 3 months.

Appendvx itz urine tozscotogy screen
1 sahcymes,

tion, liver dysfuncdon (ALL a&ahne h

> 2xupper imit of normal), acute or chronic active hepati-
tis, AIDS, any acute iflness within the past 4 weeks, any other
chyonic illness that might be adversely impacted by concus-
rent use of the herbal p P p
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phenotkzazmes.
class, cannabi-
:idx. cocalne metabolites, opiates, methadone, phencyclis
ine, trlcyclics, methanol, ethanol, acetone, iso-propanal,
cthehlorvynol.

o s
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