MARIJUANA AND MEDICINE: THE NEED FOR A
SCIENCE-BASED APPROACH

HEARING

BEFORE THE

SUBCOMMITTEE ON CRIMINAL JUSTICE,
DRUG POLICY AND HUMAN RESOURCES

OF THE

COMMITTEE ON
GOVERNMENT REFORM

HOUSE OF REPRESENTATIVES

ONE HUNDRED EIGHTH CONGRESS

SECOND SESSION

APRIL 1, 2004

Serial No. 108-226

Printed for the use of the Committee on Government Reform

&

Available via the World Wide Web: http:/www.gpo.gov/congress/house
http://www.house.gov/reform

U.S. GOVERNMENT PRINTING OFFICE
96-746 PDF WASHINGTON : 2005

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 GOVERNMENT REFORM
TOM DAVIS, Virginia, Chairman

DAN BURTON, Indiana
CHRISTOPHER SHAYS, Connecticut
ILEANA ROS-LEHTINEN, Florida
JOHN M. McHUGH, New York
JOHN L. MICA, Florida

MARK E. SOUDER, Indiana
STEVEN C. LATOURETTE, Ohio
DOUG OSE, California

RON LEWIS, Kentucky

JO ANN DAVIS, Virginia

TODD RUSSELL PLATTS, Pennsylvania
CHRIS CANNON, Utah

ADAM H. PUTNAM, Florida
EDWARD L. SCHROCK, Virginia
JOHN J. DUNCAN, JR., Tennessee
NATHAN DEAL, Georgia
CANDICE S. MILLER, Michigan
TIM MURPHY, Pennsylvania
MICHAEL R. TURNER, Ohio
JOHN R. CARTER, Texas
MARSHA BLACKBURN, Tennessee
PATRICK J. TIBERI, Ohio
KATHERINE HARRIS, Florida

HENRY A. WAXMAN, California

TOM LANTOS, California

MAJOR R. OWENS, New York

EDOLPHUS TOWNS, New York

PAUL E. KANJORSKI, Pennsylvania

CAROLYN B. MALONEY, New York

ELIJAH E. CUMMINGS, Maryland

DENNIS J. KUCINICH, Ohio

DANNY K. DAVIS, Illinois

JOHN F. TIERNEY, Massachusetts

WM. LACY CLAY, Missouri

DIANE E. WATSON, California

STEPHEN F. LYNCH, Massachusetts

CHRIS VAN HOLLEN, Maryland

LINDA T. SANCHEZ, California

C.A. “DUTCH” RUPPERSBERGER, Maryland

ELEANOR HOLMES NORTON, District of
Columbia

JIM COOPER, Tennessee

BERNARD SANDERS, Vermont
(Independent)

MELIssA WOJCIAK, Staff Director
DAvID MARIN, Deputy Staff Director / Communications Director
ROB BORDEN, Parliamentarian
TERESA AUSTIN, Chief Clerk
PHIL BARNETT, Minority Chief of Staff/Chief Counsel

SUBCOMMITTEE ON CRIMINAL JUSTICE, DRUG PoLicY AND HUMAN RESOURCES

MARK E. SOUDER, Indiana, Chairman

NATHAN DEAL, Georgia

JOHN M. McHUGH, New York
JOHN L. MICA, Florida

DOUG OSE, California

JO ANN DAVIS, Virginia

JOHN R. CARTER, Texas
MARSHA BLACKBURN, Tennessee
PATRICK J. TIBERI, Ohio

ELIJAH E. CUMMINGS, Maryland

DANNY K. DAVIS, Illinois

WM. LACY CLAY, Missouri

LINDA T. SANCHEZ, California

C.A. “DUTCH” RUPPERSBERGER, Maryland

ELEANOR HOLMES NORTON, District of
Columbia

Ex OFFICIO

TOM DAVIS, Virginia

HENRY A. WAXMAN, California

J. MARC WHEAT, Staff Director
NicorAs COLEMAN, Professional Staff Member and Counsel
NICOLE GARRETT, Clerk
ToNy HAYWOOD, Minority Counsel

1)



CONTENTS

Hearing held on April 1, 2004 ........ccooiiieiiieniieiieeie ettt sbeeseee e
Statement of:

Scott, James D., M.D., member and past chair, Oregon Board of Medical
Examiners; Joan Jerzak, chief of enforcement, Medical Board of Califor-
nia; Claudia Jensen, M.D., Ventura, CA; Rob Kampia, executive direc-
tor, Marijuana Policy Project; and Robert L. DuPont, M.D., president,
Institute for Behavior and Health ...........cccccoooiiiiiniiiniiiiicieeceeee,

Volkow, Nora D., M.D., Director, National Institute on Drug Abuse, Na-
tional Institutes of Health, U.S. Department of Health and Human
Services; Robert J. Meyer, M.D., Director, Office of Drug Evaluation
II, Center for Drug Evaluation and Research, Food and Drug Adminis-
tration, U.S. Department of Health and Human Services; and Patricia
Good, Chief, Liaison and Policy Section, Office of Diversion Control,
Drug Enforcement Administration ...........cccccceeeviieeniieeeniieesnieeesieeesieeenn

Letters, statements, etc., submitted for the record by:

DuPont, Robert L., M.D., president, Institute for Behavior and Health,
prepared statement Of .........ccceeeiiiieiiiiiiniiie e

Good, Patricia, Chief, Liaison and Policy Section, Office of Diversion
Control, Drug Enforcement Administration, prepared statement of ........

Jensen, Claudia, M.D., Ventura, CA, prepared statement of .......................

Kampia, Rob, executive director, Marijuana Policy Project, prepared
SEALEMENT OF ....eiiiiiiiiiiiee e

Meyer, Robert J., M.D., Director, Office of Drug Evaluation II, Center
for Drug Evaluation and Research, Food and Drug Administration,
U.S. Department of Health and Human Services, prepared statement

Scott, James D., M.D., member and past chair, Oregon Board of Medical
Examiners, prepared statement of ...........cocccoeviiiiiiiiiiiiniiiiieeeeee
Souder, Hon. Mark E., a Representative in Congress from the State
of Indiana, prepared statement of ...........ccccceeeiiiiiiiiiiiecieeceeeee e,
Volkow, Nora D., M.D., Director, National Institute on Drug Abuse, Na-
tional Institutes of Health, U.S. Department of Health and Human
Services, prepared statement of ...........cccoeeeiiiieiiiiiecee e

(I1D)

54

13

92

44
63

76

26
56

15






MARIJUANA AND MEDICINE: THE NEED FOR
A SCIENCE-BASED APPROACH

THURSDAY, APRIL 1, 2004

HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON CRIMINAL JUSTICE, DRUG POLICY AND
HUMAN RESOURCES,
COMMITTEE ON GOVERNMENT REFORM,
Washington, DC.

The subcommittee met, pursuant to notice, at 2:30 p.m., in room
2154, Rayburn Office Building, Hon. Mark Souder (chairman of the
subcommittee) presiding.

Present: Representatives Souder, Cummings, Carter, Sanchez,
and Norton.

Staff present: J. Marc Wheat, staff director and chief counsel,;
Nicholas Coleman, professional staff member and counsel; Roland
Foster, professional staff member; Nicole Garrett, clerk; Tony Hay-
wood, minority counsel; Cecelia Morton, minority office manager;
and Ricky Choi, minority intern.

Mr. SOUDER. The subcommittee will now come to order.

Good afternoon, and thank you all for coming. This hearing will
address the highly controversial topic, the use of marijuana for so-
called medical purposes.

In recent years, a large and well-funded pro-drug movement has
succeeded in convincing many Americans that marijuana is a true
medicine to be used in treating a wide variety of illnesses. Unable
to change the Federal laws, however, these pro-drug activists
turned to the State referendum process and succeeded in passing
a number of medical marijuana initiatives. This has set up a direct
conflict between Federal and State law, and put into sharp focus
the competing scientific claims about the value of marijuana and
its components as medicine.

Marijuana was once used as a folk remedy in many primitive cul-
tures. And even in the 19th century, it was frequently used by
some American doctors, much as alcohol, cocaine and heroin were
once also used by doctors. By the 20th century, however, its use by
legitimate medical practitioners had dwindled, while its illegit-
imate use as a recreational use had risen.

The drug was finally banned as a medicine in the 1930’s. Begin-
ning in the 1970’s, however, individuals began reporting anecdotal
evidence that marijuana might have medically beneficial uses, most
notably in suppressing the nausea associated with cancer chemo-
therapy. Today, the evidence is still essentially anecdotal, but
many people take it as a fact that marijuana is a proven medicine.
One of the main purposes of this hearing is to examine that claim.
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At present, the evidence in favor of marijuana’s utility as a medi-
cine remains anecdotal and unproven. An Institute of Medicine
study published in 1999 reviewed the available evidence and con-
cluded that at best, marijuana might be used as a last resort for
those suffering from extreme conditions. This report is repeatedly
cited by the pro-marijuana movement as proof that marijuana is
safe for medical use. In fact, the report stressed that smoking mari-
juana is not a safe medical delivery device and exposes patients to
a significant number of harmful substances.

In contrast to its supposed medical benefits, the negative health
effects of marijuana are well known and have been proven in sci-
entific studies. Among other things, the drug is addictive, impairs
brain function and when smoked greatly, increases the risk of lung
cancer. The respiratory problems associated with smoking any sub-
stance makes the use of marijuana cigarettes as medicine highly
problematic. Indeed, no modern medicine is smoked.

It is quite possible, however, that some components of marijuana
may have legitimate medical uses. Indeed, the Institute of Medi-
cine report so often erroneously cited as support for smoked mari-
juana actually stated that, “If there is any future for marijuana as
a medicine, it lies in its isolated components, the cannabinoids, and
their synthetic derivatives.” Interestingly, the Federal Government
has already approved a marijuana derivative called Marinol, but
rarely do the pro-marijuana advocates mention this. The Federal
Government has also approved further studies of the potential use
of marijuana or marijuana derivatives as medicine.

However, in the United Kingdom a pharmaceutical company has
applied for a license to market an inhalant form of marijuana
called Sativex. Thus, the real debate is not over whether marijuana
could be used as medicine, the debate is over the most scientifically
safe and effective way the components of marijuana may be used
as medicine. The responsibility for ensuring that any drug, whether
derived from marijuana or not, is safe and effective has been en-
trusted to the U.S. Food and Drug Administration [FDA].

Under Federal law, the FDA must review, test and approve each
medicine and determine what conditions or diseases may be used
to treat and at what dosage level. The FDA continues to monitor
each drug, making sure that it is manufactured and marketed
properly and that unforeseen side effects do not jeopardize the pub-
lic health. State laws purporting to legalize marijuana for medici-
nal purposes bypass these important safeguards.

California and Oregon have adopted the most wide reaching such
laws. They allow anyone to use, possess and even grow his own
marijuana provided he obtains the written recommendation of a
doctor. Few if any restrictions are placed on what conditions mari-
juana may be used to treat, virtually no restrictions are placed on
the content, potency or purity of such medical marijuana.

The laws adopted in California, Oregon and other States are ex-
tremely open-ended. California law even allows marijuana to be
used for migraine headaches. This has led to a number of uses of
marijuana as medicine that I believe to be highly questionable. For
example, one of our witnesses, Dr. Phillip Leveque, has personally
written recommendations for over 4,000 people to use marijuana.
Another of our witnesses, Dr. Claudia Jensen, has recommended
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that teenagers use marijuana for the treatment of psychiatric con-
ditions like attention deficit disorder [ADD]. Only a small percent-
age of medical marijuana users in California and Oregon have ac-
tually used the drug to treat the conditions for which it was pub-
licly promoted, namely, the nausea associated with chemotherapy
and AIDS-wasting syndrome.

In Oregon, statistics kept by the State medical marijuana pro-
gram indicate that well over half the registered patients use the
drug simply for pain, while less than half of them use it for nausea,
glaucoma or conditions related to cancer or multiple sclerosis. In
San Mateo, CA, a study of AIDS patients showed that only 28 per-
cent of the patients who used marijuana did so even to relieve
pain. Over half used it to relieve anxiety or depression, and a third
used it for recreational purposes.

This raises one of the key questions we must address today. If
we are going to treat marijuana as a medicine, will we subject it
to the same health and safety regulations that apply to other medi-
cines? We do not allow patients to grow their own opium poppies
to make painkillers like morphine, oxycontin or even heroin with
just a doctor’s recommendation. We do not allow people to manu-
facture their own psychiatric drugs like Prozac or Xanax to treat
headaches.

Why then should we authorize people to grow their own mari-
juana when the potential for abuse is high and there is little or no
scientific evidence that it can actually treat all the illnesses and
conditions? Why should we abandon the regulatory process that en-
sures that drugs are manufactured at the right potency level and
contaminant free? Why should we stop the oversight that makes
sure drugs are being administered in the right dosage and in the
safest manner? Our witnesses today will try to answer those and
other key questions from a wide variety of perspectives.

We welcome back Dr. Nora Volkow, Director of the National In-
stitute on Drug Abuse [NIDA], at the National Institutes of Health,
the Federal agency with the greatest expertise on the health effects
of marijuana and other drugs. Representing the key Federal agency
with responsibility for regulating medical drugs, we also welcome
back Dr. Robert Meyer, Director of FDA’s Office of Drug Evaluation
II, Center for Drug Evaluation and Research. Here to discuss the
process of applying for a Federal license to grow marijuana for re-
search purposes, we are joined by Ms. Patricia Good, Chief of the
Liaison and Policy Section at the DEA’s Office of Diversion Control.

We are also pleased to welcome two representatives of State
medical boards that have been forced to attempt to regulate the
use of marijuana by doctors, Dr. James D. Scott, a member of the
Oregon Board of Medical Examiners, and Ms. Joan Jerzak, chief of
enforcement for the Medical Board of California.

We are also joined by two advocates of the use of marijuana as
medicine, Dr. Jensen and Mr. Robert Kampia, of the Marijuana
Policy Project. I am grateful in particular to Dr. Jensen for her
willingness to come and testify about her controversial medical

practices, and I hope, anticipate a frank and open discussion with
her.
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Dr. Leveque apparently will not be able to be here, although he
did not inform the committee, so if he shows up we will include
him in the second panel.

Finally, we are pleased to welcome Dr. Robert DuPont of the In-
stitute for Behavior and Health, Inc., an expert on marijuana and
drug abuse and former head of NIDA.

We thank everyone for taking the time to join us today and I
look forward to all of your testimony.

[The prepared statement of Hon. Mark E. Souder follows:]
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Opening Statement
Chairman Mark Souder

“Marijuana and Medicine: The Need For A Science-
Based Approach”

Subcommittee on Criminal Justice, Drug Policy,
and Human Resources
Committee on Government Reform

April 1, 2004

Good morning, and thank you all for coming. This hearing will
address a highly controversial topic: the use of marijuana for so-
called "medical” purposes. In recent years, a large and well-funded
pro-drug movement has succeeded in convincing many Americans
that marijuana is a true “medicine,” 1o be used in treating a wide
variety of ilinesses. Unable to change the federal laws, however,
these pro-drug activists turned to the state referendum process, and
succeeded in passing a number of “medical marijuana” initiatives.
This has set up a direct conflict between federal and state law, and
put into sharp focus the competing scientific claims about the value of
marijuana (and its components) as “medicine.”

Marijuana was once used as a folk remedy in many primitive
cultures, and even in the 19" century was frequently used by some
American doctors (much as alcohol, cocaine and heroin were once so
used). By the 20" century, however, its use by legitimate medical
practitioners had dwindled, while its illegitimate use as a
“recreational” drug had risen. The drug was finally banned as a
medicine in the 1930's. Beginning in the 1970’s, however, individuals
began reporting anecdotal evidence that marijuana might have some
medically beneficial uses, most notably in suppressing the nausea
associated with cancer chemotherapy. Today, the evidence is still
essentially anecdotal, but many people take it as a “fact” that
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marijuana is & prover, mecicine. One of the mair, purpcses of thie
hearing is 1o examine that claim.

At present, the evidence in favor of marijuana’s utility as a
medicine remains anecdotal and unproven. An Institute of Medicine
study published in 1999 reviewed the available evidence and
concluded that, at best, marijuana might be used as a last resort for
those suffering from extreme conditions. This report is repeatedly
cited by the pro-marijuana movement as “proof” that marijuana is safe
for medical use. In fact, the report stressed that smoking marijuana is
not a safe medical delivery device and exposes patients to a
significant number of harmful substances.

In contrast to its supposed medical benefits, the negative health
effects of marijuana are well-known and have been proven in
scientific studies: among other things, the drug is addictive, impairs
brain function, and when smoked greatly increases the risk of lung
cancer. The respiratory problems associated with smoking any
substance make the use of marijuana cigarettes as “medicine” highly
problematic; indeed, no other modern medicine is smoked.

It is quite possible, however, that some components of
marijuana may have legitimate medical uses. Indeed, the Institute of
Medicine report so often erroneously cited as supporting smoked
marijuana actually stated that “if there is any future of marijuana as a
medicine, it lies in its isolated components, the cannabinoids and
their synthetic derivatives.” Interestingly, the federal government has
already approved a marijuana derivative called Marinol — but rarely
do the pro-marijuana advocates mention this. The federal
government has also approved further studies of the potential use of
marijuana or marijuana derivatives as medicine. Moreover, in the
United Kingdom a pharmaceutical company has applied for a license
to market an inhalant form of marijuana called Sativex. Thus, the real
debate is not over whether marijuana could be used as medicine; the
debate is over the most scientifically safe and effective way that
components of marijuana may be used as medicine.

The responsibility for ensuring that any drug — whether derived
from marijuana or not — is safe and effective has been entrusted to
the U.S. Food and Drug Administration (FDA). Under federal law, the
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FDA must review, test and approve each medicine, and determine
what conditions or diseases each drug may be used to treat, and at
what dosage level. The FDA continues to monitor each drug, making
sure that it is manufactured and marketed properly, and that
unforeseen side effects do not jeopardize the public health.

State laws purporting to legalize marijuana for medical
purposes bypass these important safeguards. California and Oregon
have adopted the most wide-reaching such laws. They allow anyone
to use, possess, and even grow his own marijuana, provided he
obtains the written “recommendation” of a doctor. Few, if any,
restrictions are placed on what conditions marijuana may be used to
treat; virtually no restrictions are placed on the content, potency or
purity of such “medical” marijuana.

The laws adopted in California, Oregon and other states are
extremely open-ended; California law even allows marijuana to be
used for migraine headaches. This has led to a number of uses of
marijuana as "medicine” that | believe to be highly questionable. For
example, one of our witnesses, Dr. Phillip Leveque, has personally
written recommendations for over 4,000 people to use marijuana.
Another of our witnesses, Dr. Claudia Jensen, has recommended that
teenagers use marijuana for the treatment of psychiatric conditions
like attention deficit disorder (ADD). Only a small percentage of
“medical” marijuana users in California and Oregon have actually
used the drug to treat the conditions for which it was publicly
promoted, namely the nausea associated with chemotherapy and
“AlDS wasting syndrome.” In Oregon, statistics kept by the state
medical marijuana program indicate that well over half of the
registered “patients” use the drug simply for “pain,” while less than
half use it for nausea, glaucoma, or conditions related to cancer or
muitiple sclerosis. In San Mateo, California a study of AIDS patients
showed that only 28 percent of the patients who used marijuana did
so even to relieve pain; over half used it to relieve “anxiety” or
“depression,” and a third used it for “recreational” purposes.

This raises one of the key questions we must address today: if
we are going to treat marijuana as a medicine, will we subject it to the
same health and safety regulations that apply to other medicines?
We do not allow patients to grow their own opium poppies to make
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painkillers like morphine, Oyyeontin end ever herom with just a
“doctor's recommendation.” We do not allow people io manufacture
their own psychiatric drugs like Prozac or Xanax to treat headaches.
Why, then, should we authorize people to “grow their own” marijuana,
when the potential for abuse is high and there is little or no scientific
evidence that it can actually treat all of these illnesses and
conditions? Why should we abandon the regulatory process that
ensures that drugs are manufactured at the right potency level and
contaminant-free? Why should we stop the oversight that makes
sure that drugs are being administered in the right dosage and in the
safest manner?

Our witnesses today will try to answer those and other key
questions, from a wide variety of perspectives. We welcome back Dr.
Nora Volkow, Director of the National Institute on Drug Abuse (NIDA)
at the National Institutes of Health, the federal agency with the
greatest expertise on the health effects of marijuana and other drugs.
Representing the key federal agency with the responsibility for
regulating medical drugs, we also welcome back Dr. Robert Meyer,
Director of the FDA’s Office of Drug Evaluation II, Center for Drug
Evaluation and Research. Here to discuss the process of applying
for a federal license to grow marijuana for research purposes, we are
joined by Ms. Patricia Goode, Chief of the Liaison and Policy Section
at the DEA's Office of Diversion Control.

We are also pleased to welcome two representatives of state
medical boards that have been forced to attempt to regulate the use
of marijuana by doctors, Dr. James D. Scott, a Member of the Oregon
Board of Medical Examiners, and Ms. Joan Jerzak, Chief of
Enforcement for the Medical Board of California. We are also joined
by three advocates of the use of marijuana as medicine, Dr. Jensen
and Dr. Leveque, and Mr. Robert Kampia of the Marijuana Policy
Project. | am grateful in particular to Dr. Leveque and Dr. Jensen for
their willingness to come and testify about their controversial medical
practices, and | anticipate a frank and open discussion with them.
Finally, we are pleased to welcome Dr. Robert DuPont of the Institute
for Behavior and Health, Inc., an expert on marijuana and drug abuse
and a former head of NIDA. We thank everyone for taking the time to
join us today, and | look forward to your testimony.



Mr. SOUDER. Mr. Cummings.

Mr. CumMMINGS. Thank you very much, Mr. Chairman.

The possession and sale of marijuana has been illegal under Fed-
eral law since 1937 when Congress passed the Marijuana Tax Act.
Prior to that time, however, Americans could legally purchase at
least 27 medicines containing marijuana, many of them manufac-
tuged by reputable pharmaceutical firms that remain in existence
today.

In 1970, Congress passed the Controlled Substance Act,
classifying all illegal and prescription drugs according to five sched-
ules. Marijuana was and remains classified as a Schedule I sub-
stance, meaning that it has a high potential for abuse, has no cur-
rently accepted medical use and treatment in the United States,
and cannot be used in an acceptably safe manner under medical
supervision. Possession and sale of Schedule I substances are gen-
erally prohibited and punishable by Federal criminal statutes.
Clinical trials involving Schedule I and other controlled substances
are permitted, subject to the approval of the Food and Drug Ad-
ministration.

The Controlled Substances Act allows for the reclassification of
substances on the basis of new evidence of their safety and efficacy.
Along with other Federal law enforcement agencies, the Drug En-
forcement Administration enforces Federal anti-drug laws and the
DEA also is responsible for approving applications by research in-
stitutions to cultivate marijuana in bulk for research purposes.

Changes in the law have not altered the perception or belief of
many Americans who continue to believe that marijuana has medi-
cal or medicinal benefits and that it should be legally available for
the treatment of various conditions and ailments. Beginning in the
1990’s, numerous States, California and Oregon prominent among
them, passed legislation or ballot initiatives legalizing medical
marijuana, resulting in a conflict in those States between State law
and the Controlled Substances Act.

In 2001, the Supreme Court ruled that California’s Medical Mari-
juana Law, Proposition 215, did not create a valid defense to a Fed-
eral prosecution for marijuana possession on the basis of medical
necessity. Still, Proposition 215 remains on the books and medical
marijuana remains legal as a matter of State law.

Federal law enforcement agencies have asserted their authority
to enforce the Federal prohibition by conducting raids on medical
marijuana distribution centers and private homes in medical mari-
juana States. Further complicating the matter, a 2003 ruling by
the Supreme Court affirmed the right of physicians under the first
amendment to recommend marijuana for their patients free of Gov-
ernment censorship. A few physicians have earned notoriety for
prescribing marijuana for a wide range of ailments ranging from
pain and wasting associated with cancer and HIV-AIDS to depres-
sion and attention deficit disorder.

Meanwhile, research has confirmed the efficacy of the synthetic
marijuana drug, Marinol, which is classified separate from natural
marijuana on Schedule III, rather, on the Controlled Substances
Act. As of 1999, the bulk of the scientific literature as evaluated
by the Institute of Medicine in a prominent study appears not to
support the use of smoked marijuana as a medicine, except in a
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small number of unusual cases. The IOM recommended, however,

that additional scientific research should be undertaken to deter-

anine the potential benefits of marijuana and marijuana-derived
rugs.

Our witnesses represent a wide range of perspectives and will at-
tempt to help the subcommittee to sift through the competing
claims regarding the efficacy or potential efficacy of marijuana and
marijuana-derived medicines, as well as the harms that accompany
marijuana use and the public health implications of State medical
marijuana laws. Hopefully they will shed new light on the current
state of research within and beyond the United States, including
recent developments in the United Kingdom, where a drug com-
pany has submitted an application to market an inhalant form of
marijuana to treat a variety of symptoms and conditions.

I look forward to the hearing today and I yield back. Thank you,
Mr. Chairman.

Mr. SOUDER. Mr. Carter, do you have any opening comments?
Ms. Norton.

Ms. NORTON. Thank you, Mr. Chairman.

I'm not going to be able to stay to hear the testimony, but I did
want to come and say I appreciate your having this hearing and
the range of witnesses that you have invited to testify. Because it
is the absence of Federal leadership that I think is why many
States move ahead on their own to try to at least make medicinal
marijuana available. Of course, occasionally there are prosecutions,
but not a great many, because the Federal authority obviously un-
derstands where they are most needed when it comes to the pros-
ecution of our drug laws.

I would think, though, that the fact that we have 8 to 10 States
moving ahead to legalize medical marijuana would have caused far
more vigorous Federal research and leadership than we have seen
thus far. This city was one of the several cities that had simply
moved forward on its own, not because the council or the legislative
body for the District of Columbia decided that medicinal marijuana
was something that the people of the District of Columbia should
have, but because the people of the District of Columbia voted to
allow medical marijuana in this city in Initiative 59. That of
course, that provision of course, was remanded by the Congress of
the United States, as it has not been able to do in any of the
States, which have proposed similar laws, and shouldn’t be able to
do to a local law here.

In any case, the point of Initiative 59 should be understood.
There was no elected official that put it on the ballot, there was
no official body that put it on the ballot. An AIDS victim collected
the signatures and put the matter on the ballot. That AIDS victim
has since died. Essentially what he was seeking was the use, the
legal use of medical marijuana to alleviate some of his own AIDS
symptoms.

I must say that there were some organizations and individuals
seeking legalization of marijuana for its own sake that morphed
into the District all of a sudden, but it should be said that this
proposition emanated from a patient, and was approved by the
residents of the District of Columbia and had nothing to do with
the legalization of marijuana itself. The people of the District of Co-
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lumbia have been very clear that they want the two to be distin-
guished.

My own sense is that young people should lay off the entire set
of controlled substances, whether they are very harmful or terribly
harmful, from marijuana to heroin, or for that matter, and by the
way, heroin has become increasingly popular with young middle
class students. And for that matter they should lay off alcohol,
which is perhaps the drug of choice for young people in college
today. So you don’t find me saying any of these things are good for
you, or because you're young and foolish, go right ahead.

When it comes to medical marijuana, we are about a serious
matter and one that frankly, I think our Government could have
found the answer one way or the other to long before now. But the
greatest objection I have is not about this medical controversy.
Most people with AIDS today are not going to seek medical mari-
juana. This is not a raging controversy in the country.

Do you know what is a raging controversy in the country? It is
putting young people in jail for smoking pot. Wherever you stand
on these matters, it doesn’t seem to me that we ought to ruin a
kid’s life by giving him a record for smoking pot, and to the credit
of most of the States of the United States, they understand that.
There are very few such arrests made, nevertheless, as it stands,
it is on the books that way, and you can get yourself a prosecutor
who will in fact enforce it that way, particularly if you don’t hap-
pen to be an empowered part of this society, which brings me to
the next point.

The Congress of the United States has gone so far as to say you
can’t get educational grants if you've been put in jail for—sorry, if
you have a record of any kind for smoking pot. Do you know who
that falls on? Middle class white kids don’t very often have records
for smoking pot. But if you live in drug infested parts of the inner
city where you’re surrounded by drugs from the moment you hit
the streets as a kid, it is probably the case that you will smoke
something before you go to college.

The notion of denying Pell Grants and denying therefore a col-
lege education to kids who happen to live in a drug culture, no
matter how drug free they are today, is the real crime to me. While
this is an important hearing, because it’s way past time for the
Federal Government to in fact straighten out this matter, the
state-of-the-art research could have been done by now, so that we
lay this matter to rest, there are far more serious matters affecting
controlled substances that deserve our attention.

Thank you.

Mr. SOUDER. Thank you.

A couple of things for the record. I think it needs to be said that
the Ninth Circuit ruled and the Supreme Court didn’t review,
which is a little different than the Supreme Court making the deci-
sion. We’re not going to debate the preemption law today, because
the Supreme Court has already ruled on preemption. In fact, we
fought a civil war over preemption. States do not have the right to
pass laws contrary to Federal law any more than the States have
referendums to pass and support slavery. We fought a war and
said, Federal law prevails. You don’t have the right of nullification.
Now, how we enforce those is another question.
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One other thing on the record. As the author of an amendment,
I did not, Congress did not pass a law that said if you had a drug
conviction you couldn’t get a Pell Grant or a loan. Congress passed
a law that said if you have a Pell Grant you will lose it. The Clin-
ton administration interpreted it and the Bush administration
falsely continued that interpretation, which we are about to repeal
in the Higher Ed Act.

Also before we start, I want to take a point of personal privilege,
because today is the last day for a long time member of my staff,
Nicole Garrett. She came to us highly recommended from the Cali-
fornia Department of Justice, Bureau of Narcotic Enforcement,
where she had worked on California’s growing problem of clandes-
tine meth labs.

I hired her as a junior staffer the first week of June 2002, and
promoted her to clerk of the Subcommittee on Criminal Justice,
Drug Policy and Human Resources on July 28th of that year. Since
then she has been ably and efficiently handling the logistics and
follow-through that has been required for 36 congressional hearings
in Washington and across America. She has also made invaluable
contributions to our policy work on extradition and other criminal
justice issues, and as our subcommittee’s primary public relations
staffer, was always both pleasant and effective.

Her work on this subcommittee, the California Department of
Justice, Bureau of Narcotics Enforcement, the San Jose Police De-
partment and her volunteer work with the concerns of police sur-
vivors does great honor to the memory of her father, Sergeant
George Garrett, who was head of the Redwood City Police Depart-
ment’s narcotics detail. He was killed in the line of duty on May
8, 1981.

Nicole, I have been impressed by your dedication to making this
country a better place and wanted to say so on the record. I wish
you and your family all the best as you return to California, and
we will miss you very much.

[Applause.]

Mr. SOUDER. Now I would like to ask unanimous consent that all
Members have 5 legislative days to submit written statements and
questions for the hearing record, and that any answers to written
questions provided by the witnesses also be included in the record.
Without objection, it is so ordered.

I also ask unanimous consent that all exhibits, documents and
other materials referred to by Members and witnesses may be in-
cluded in the hearing record, and that all Members be permitted
to revise and extend their remarks. Without objection, it is so or-
dered.

Our first panel, if you’ll stand and raise your right hands, I'll ad-
minister the oath.

[Witnesses sworn.]

Mr. SOUDER. Let the record show that each of the witnesses has
answered in the affirmative.

I want to welcome Dr. Volkow back, and you are recognized for
5 minutes.
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STATEMENTS OF NORA D. VOLKOW, M.D., DIRECTOR, NA-
TIONAL INSTITUTE ON DRUG ABUSE, NATIONAL INSTITUTES
OF HEALTH, U.S. DEPARTMENT OF HEALTH AND HUMAN
SERVICES; ROBERT J. MEYER, M.D., DIRECTOR, OFFICE OF
DRUG EVALUATION II, CENTER FOR DRUG EVALUATION
AND RESEARCH, FOOD AND DRUG ADMINISTRATION, U.S.
DEPARTMENT OF HEALTH AND HUMAN SERVICES; AND PA-
TRICIA GOOD, CHIEF, LIAISON AND POLICY SECTION, OF-
FICE OF DIVERSION CONTROL, DRUG ENFORCEMENT AD-
MINISTRATION

Dr. VoLkOW. Good afternoon, Chairman Souder and members of
the subcommittee. I am pleased to be here with my colleagues, Dr.
Robert Meyer from FDA and Patricia Good from DEA.

I would like to focus my comments today on the tremendous
progress that the National Institute on Drug Abuse has made in
the past 16 years to inform us about marijuana and its health con-
sequences. Fact No. 1, marijuana has been and continues to be the
No. 1 illegal drug in this country. Fact No. 2, marijuana is not a
benign drug. It has many adverse health and social consequences,
iincluding the often overlooked fact that marijuana can lead to ad-

iction.

Of the 21 million people who reported using marijuana in 2001,
more than 2 million met the diagnostic criteria for marijuana ad-
diction. More people are addicted to marijuana than to heroin, co-
caine and all the other illicit drugs put together. It is also bringing
more people to our emergency rooms. There has been a 164 percent
increase in emergency room visits involving marijuana since 1995.

Moreover, a recent study found that early exposure to marijuana
increased the likelihood of a life filled with drug and addiction
problems. Another study found that those who have engaged in a
lifetime of heavy marijuana use report an overall dissatisfaction
with their mental and physical health, as well as their life achieve-
ments. These data provide a glimpse of the impact this drug has
on our society.

Marijuana disrupts memory, attention, judgment and other cog-
nitive functions. It can impair motor coordination, time perception
and balance, and its likely to contribute significantly to motor vehi-
cle accidents. Basically, marijuana can affect almost every organ
and system in the body, including the immune system, the heart
and the lungs. Because marijuana is typically rolled into a ciga-
rette, or joint, and smoked, it has many carcinogenic chemicals. It
can also increase the likelihood of some cancers.

Marijuana itself is not just a single drug. It consists of dry leaves
from the hemp plant, cannabis sativa, and it contains more than
400 chemicals. Delta—9-tetrahydrocannabinol [THC] is the primary
Lngfledient in marijuana that causes the intoxicating effects, or

igh.

While researchers were investigating why marijuana is abused
and how it affects the brain, they discovered a new neural trans-
mitter system. They found the brain has specific sites where mari-
juana binds, called cannabinoid receptors. Many of these receptors
are found in the brain areas related to pleasure, motivation, mem-
ory and movement coordination. Recently, a second type of
cannabinoid receptor was discovered, and this cannabinoid recep-
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tor, which is outside the brain, is involved in immune function and
in pain perception.

The discovery of these endogenous cannabinoid systems is now
allowing scientists and pharmaceutical companies to develop some
very useful medications, not just for drug abuse, but for a wide va-
riety of medical conditions, including chronic pain, obesity, smoking
and alcoholism, among others.

In addition to pursuing promising new compounds, the Depart-
ment of Health and Human Services has also responded to the rec-
ommendations made by the NIH and the Institute of Medicine re-
ports. Both reports concluded that further research into the poten-
tial medical uses of marijuana is justified. NIH has been open to
receiving research proposals on this topic, and those that are
deemed meritorious by the peer review process are considered for
funding.

One current NIH study is looking at the effects of oral THC and
smoked marijuana on appetite, weight gain and other behavioral
and performance measures in HIV infected patients. To maximize
research opportunities, HHS created a mechanism to provide re-
search grade marijuana on a reimbursable basis to non-federally
funded researchers. Currently, there are 17 protocols from a Cali-
fornia State funded research center that have been approved. The
protocols are for a range of medical conditions, including pain,
spasticity, nausea and HIV infection. These represent a substantial
increase in scientifically valid research studies involving mari-
juana.

This research, coupled with the recent discovery of the
cannabinoid system and the tremendous science advances that
have followed are leading us to a wealth of new opportunities for
the development of useful non-addictive cannabinoid based medica-
tions for a variety of health conditions. To conclude, the scientific
evidence is clear, marijuana is an addictive substance that has ad-
verse health and behavioral consequences. It is also true that the
cannabinoid system through which marijuana asserts its effects of-
fers a wide range of potential therapeutic applications. However,
cannabinoid medications are being developed that optimize the
therapeutic properties and minimize adverse effects.

Thank you, and I will be happy to respond to any questions you
may have.

[The prepared statement of Dr. Volkow follows:]
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Chapman Souder and. Members of the Subcommitiee, thank vou 1o mviung the Nauonal
Institite on Drug Abuse (NIDA), a component of the National Institutes of Health, to participate in this
important hearing. As the world’s largest supporter of biomedical research on drug abuse and
addiction, we have learned much about the behavioral and health effects of marijuana over the past 15
years. Additionally, we have a greater understanding of how marijuana and other drugs of abuse affect
the brain. 1am pleased to be here with my colleagues to present what the science has taught us about
marijuana, the health consequences associated with its use, as well as to briefly describe the role that
NIDA and the Department play in supporting research on the potential medical uses for marijuana and

its constituents.

MARILJUANA OVERVIEW
I would like to begin this afternoon by providing a quick overview of our Nation’s most
commonly used ilficit drug, marijuana. As we all know, marijuana is not a new drug. It has been
around and used for thousands of years. In fact, more than 95 million Americans (40 percent) age 12
and older have tried marijuana at least once, according to the 2002 National Survey on Drug Use and
Health (NSDUH). In 2000, among the 1.5 million adult substance abuse treatment admissions (age 18

or older), 154,400 were admitted as primary marijuana abusers.

Marijuana is also not just a single drug—it is a mixture of dried flowering leaves from the hemp
plant cannabis sativa. It contains more than 400 chemicals. Over 60 of these chemicals are referred to
as cannabinoids. Delta-9-tetrahydrocannabinol or (THC) is the main psychoactive cannabinoid or

ingredient in marijuana and the one that causes intoxication.
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CIENUsts have jearned a groui dess abuut hiow THO atts 15 i Brioe o produc sis many
effects. When someone smokes marijuana, THC rapidly passes from the lungs into the bloodstream,
which carries the chemical to organs throughout the body, including the brain. In the brain, THC
connects to specific sites called cannabinoid receprors on nerve cells and thereby influences the
activity of those cells. Some brain areas have many cannabinoid receptors; others have few or none.
Most cannabinoid receptors are found in the parts of the brain that influence pleasure, memory,
thought, concentration, sensory and time perception, and coordinated movement. Recently researchers

have also found that cannabinoid receptors are found outside the brain. The newly discovered

cannabinoid 2 receptors, for example, are found mostly in areas associated with immune function.

HEALTH EFFECTS OF MARIJUANA

There are numerous deleterious health consequences associated with short and long-term
marijuana use, including the possibility of becoming addicted. During the period of intoxication,
marijuana disrupts short-term memory, attention, judgment, as well as other cognitive functions. In
addition, marijuana has also been shown to impair coordination and balance, and can increase an
individual’s heart rate. Longer lasting cognitive deficits have been reported in heavy marijuana users,
although these have been shown to be reversible following a period of sustained abstinence. New
research published last year shows that those who engage in a lifetime of heavy marijuana use reported

an overall dissatisfaction with their mental and physical health as well as their life achievement.

Recently we have learned that there is in fact a marijuana withdrawal syndrome that can last
several days to a week following abstinence. This syndrome is characterized by increased anxiety,
increased drug craving, sleep difficulties, and decreased appetite. It is very similar to the withdrawal
that many users report after abstaining from nicotine and may explain why quitting marijuana can be

difficult for some.
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New research is also showimng us that marijuana can affect almost every organ in the body, from
the central nervous system to the cardiovascular, endocrine, respiratory/pulmonary, and immune
systems. Because marijuana is typically rolled into a cigarette or “joint” and smoked, it has been
shown to greatly impact the respiratory system and increases the likelihood of some cancers.
Marijuana users typically inhale more deeply and hold their breath Jonger than tobacco smokers do,
exposing them to the 50 percent to 70 percent more carcinogenic hydrocarbons than tobacco smoke
has. Also, animal studies show us that THC can impair the immune system's ability to iﬁght off
infectious diseases thus increasing the likelihood of adverse health consequences. In humans however,
the overall effect on the immune system is not clear. One clinical study on short-term exposure (21
day) to marijuana cigarettes in HIV-infected adults who were on a stable antiretroviral regimen did not
find an effect of marijuana on the immune system in this population. Whether marijuana exerts

significant immune effects when administered over long periods of time has not been studied.

Also, we are finding that early exposure to marijuana is associated with an increased likelihood
of a lifetime of subsequent drug problems. A study, published last year in the Journal of the American
Medical Association of over 300 fraternal and identical twin pairs, who differed on whether or not they
used marijuana before the age of 17, found that those who had used marijuana early had elevated rates
of other drug use and drug problems later on, compared to their twin who did not use marijuana before

age 17.

Finally, there are also some known subtle effects associated with children born to mothers who
used marijuana frequently while pregnant. An ongoing longitudinal study that has been investigating

the consequences of prenatal exposure to marijuana, for example, recently published results in this now
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adolescent aged popuiation and 1ound i ploiatul Eapor W wa assvoaied with worse performance on

tasks that required visual memory, analysis, and integration.

RESEARCH ON MEDICAL USES OF MARIJUANA:

TWO SIGNIFICANT REPORTS BY THE NIH AND I0M

Marijuana is currently listed as a Schedule I drug. Schedule I under the Controlled Substances
Act means that the drug has a high potential for abuse and that there is no current accebted medical use
in the United States. However, there continue to be claims about the potential medical uses of
marijuana, particularly smoked marijuana. THC, the main active ingredient in marijuana, produces
effects that can be useful for treating several medical conditions. Several early studies supported by
NIH to examine clairns, for example, that marijuana relieved the nausea and vomiting accompanying
cancer chemotherapy, have in fact led to the FDA approval of a synthetic form of oral THC f(;r nausea
associated with cancer chemotherapy. More recently, the FDA has approved oral THC for treatment of

AIDS wasting.

There have been at least two exhaustive and comprehensive reports written in the past decade
regarding the medical potential of marijuana by the National Institutes of Health (NIH) and the Institute
of Medicine (IOM). In February 1997, the NIH convened a panel of eight non-federal experts in fields
such as cancer treatment, infectious diseases, neurology, and opthalmology for a two-day meeting to
examine the extant research on the medical uses of marijuana and its active constituents, primarily
THC. In 1999, the Office of National Drug Control Policy commissioned the IOM to do an exhaustive

study as well. “Marijuana and Medicine: Assessing the Science Base” was published in 1999.

Both reports found that there are too few scientific studies to determine marijuana’s therapeutic
utility, but that research is justified into marijuana’s use for certain conditions or diseases including

s
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pain. neurological and movement disorders. nausea in patients who are undergoing chemotherapy for

cancer. and loss of appetite and weight {cachexia) related to AIDS.

The reports noted that there is greater promise in purifying the active constituents of marijuana
and developing alternate delivery systems, such as inhalers, rather than studying smoked marijuana.
The reports also noted that alternative FDA-approved medications already exist for treatment of the
majority of proposed uses of smoked marijuana. For example, synthetic oral forms of THC, the major
active ingredient in marijuana, have been approved by the FDA for use by patients undergoing

chemotherapy and by patients with AIDS.

FACILITATING RESEARCH ON THE MEDICAL USES OF MARIJUANA

Additional research on the possible medical uses of marijuana and its constituents has continued
since these reports were issued. The NIH has continued to accept proposals to investigate potential
therapeutic uses of marijuana through its peer review process, and those that are scientifically
meritorious have been considered for funding. Since the Reports by the IOM and NIH have been
written, there have been two studies that have been supported by the NIH. One study looked at the
effects of smoked marijuana on HIV levels and appetite and reducing weight loss associated with HIV-
related wasting syndrome. Another ongoing study is Jooking at the effects of THC (smoked marijuana
and oral) in individuals who have the human immunodeficiency virus infection (HIV+) with unintended
weight loss (<90 percent body cell mass/height). In addition to studying food intake and body
composition, they are also studying mood and physical symptoms (e.g. nausea stomach pain),
psychomotor task performance and sleep to determine the specificity of the drug effects on food intake

in relation to other behaviors.
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In May 1995, the Deparunun annouliced 1t would Cdaty o Huv it nsimn 10 pros wde sescarche
grade marijuana not only for NIH-funded resgarch but also fqr scientifically valid research that is
funded by other sources. A multi-agency Public Health Service (PHS) committee now reviews non-
NIH funded studies and assesses them both for scientific quality and the likelihood that they will yield

data on possible benefits.

After the PHS committee approves a study, the researcher applies for an Investigational New
Drug Application (IND) from the FDA and must also obtain a DEA registration number for Schedule 1
substances. When these are obtained, NIH provides research-grade marijuana for the project on a
reimbursable basis (researchers reimburse NIDA’s contractor for the costs of growing and producing
the research-grade marijuana). Since NIDA’s inception in 1974, it has been the administrator of a
contract to grow marijuana for research purposes on behalf of the US government. In this way, NIH is
able to produce and supply research-grade marijuana for a variety of clinical studijes that would not

otherwise be possible.

Most of the research approved by the PHS committee so far is sponsored by the Center for
Medicinal Cannabis Research at the University of California in San Diego, a state funded research
center. Currently there are 17 pre-clinical or clinical studies that have been approved by HHS for this
Center. Topics to be covered include cannabis for spasticity/tremors in multiple sclerosis patients,
sleep disorders, CD4 immunity in AIDS, and for neuropathic pain. This represents a substantial

increase in scientifically valid research studies involving marijuana.

THE PROMISE OF RESEARCH
Researchers have made much progress in the past 15 years in understanding how marijuana
exerts its effects. In fact, the support of basic research on marijuana led to the discovery of the

endogenous cannabinoid system. Since 1988, scientists have discovered two major classes of
7
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camnabmoid receptors. one that 1= mostly found i the bram. “CB1.7 and “CB2."which 1s not m the
central nervous system and s predominantly found on immune system cells. This cannabinoid system
is involved in a number of physiological functions, including pain regulation, appetite, movement and

motor function, memory, as well as its role in marijuana’s abuse liability and addiction.

These breakthroughs have led to research advances and medicinal developments at a rapid pace.
The presence of this newly discovered receptor system in the brain circuitry controlling learning and
memory is yielding new insights into how marijuana disrupts memory traces. Additionally, recent
research shows that there are connections between the cannabinoid system and the neuronal processes
connected with relapse to cocaine abuse, lending further support to the commonality in the brain

processes mediating addiction.

The discovery and characterization of the cannabinoid receptors has allowed scientisfs to
begin to develop potential medications to treat a variety of ailments, including obesity, pain, and
addictive disorders. In 1994, researchers produced the first CB1-specific cannabinoid receptor
antagonist, SR141716, (now called Rimonabant) which is able to block THC’s ability to activate the
CB1 receptor. Preclinical and clinical research suggests that Rimonabant blocks the subjective high
elicited by marijuana and may also be useful in preventing relapse to other drug use. Two large clinical
trials supported by the pharmaceutical industry also have found that Rimonabant may help people lose

weight and stop smoking.

Today marijuana-related research continues to yield valuable insights into the effects of THC on
critical brain functions, such as cognition and memory, the role of the drug’s receptor system in
addiction and relapse, as well as insights into the treatment of marijuana addiction and the potential role

of cannabinoid-based medications in treating a variety of medical conditions. Finally, these insights are
8
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eading us 1o ah overall greater understanding of nearobiviog) . amor s and immunity. They also

provide us with proven strategies that can be employed to help us clucidate other systems.

CONCLUSION

Marijuana is not a benign drug. It is illegal and has significant adverse health and sociél
consequences associated with its use. Given the fairly recent discovery of the endogenous cannabinoid
system and the tremendous science advances that followed, the development of useful cannabinoid-
based medicines is an im;;onant area of investigation that should prove fruitful for a variety of health
conditions. However, the use of smoked marijuana as a medicine is problematic due to its adverse
health consequences and the inherent difficulties with respect to accurate dosing and the purity of the
formulation, Approval for the use of marijuana, or perhaps more importantly purified compounds based
upon the chemicals found in marijuana, as therapeutic agents must show substantial evidence of
effectiveness and show the product is safe under the conditions of use in the proposed labeling. Safe, in

this context, means that the benefits of the drug appear to outweigh its risks.

Thank you for allowing me to share this information with you. I will be happy to answer any

questions you may have.
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Mr. SOUDER. Thank you very much.

Dr. Meyer, thank you for coming to our subcommittee again, and
please go ahead with your testimony.

Dr. MEYER. Good afternoon, Mr. Chairman and members of the
subcommittee. I'm Dr. Robert Meyer, Director of the Office of Drug
Evaluation II at FDA’s Center for Drug Evaluation and Research.

I'm pleased to be here today with my colleagues from NIDA and
DEA. FDA appreciates the opportunity to discuss the need for a
science based approach to evaluating the merits of marijuana for
medical purposes. Marijuana, botanical marijuana is not an ap-
proved drug.

Let me first speak about the drug approval process. FDA’s pri-
mary mission for over 90 years has been to promote and protect the
public health under the authority of the Federal Food, Drug and
Cosmetic Act and the Public Health Service Act. The FD&C Act re-
quires that new drugs be shown to be safe and effective before
being marketed in this country. A new drug may not be distributed
in interstate commerce until a sponsor, usually a drug manufac-
turer, has submitted and FDA has approved a new drug applica-
tion or a biologic license application for that product.

For approval, an NDA or BLA must contain substantial scientific
evidence that demonstrates the safety and effectiveness of the drug
for its intended use. The first step a sponsor usually must take to
obtain approval for a new drug is to test the drug in animals for
toxicity. The sponsor submits these data, along with proposed stud-
ies, the qualifications of its investigators and assurances of in-
formed consent and protection of the rights and safety of the
human subject to the FDA in the form of an investigational new
drug application [IND]. FDA reviews the IND for assurance that
the proposed studies, generally referred to as clinical trials, do not
place human subjects at unreasonable risk of harm. FDA also veri-
fies that there are adequate assurances of informed consent in
human subject protection.

At that point, the first of three phases of studies in humans can
begin. Phase I studies primarily focus on the safety of the drug in
humans. Phase II studies are clinical studies involving a limited
number of subjects to explore the effectiveness of the drug for a
particular indication over a range of doses and to determine short
term common side effects. The next step is to conduct phase III
studies involving up to several thousands subjects. These studies
firmly establish efficacy for a particular indication, and also pro-
vide further safety data.

Once the phase III trials are completed, the sponsor may submit
the results of all the relevant testing to the FDA in the form of an
NDA. FDA’s reviewers review the application to determine if the
sponsor’s data in fact show the drug is both safe and effective. The
drug’s manufacturing processes are also evaluated to make sure
the drug can be produced consistently with high quality.

Results of controlled clinical trials, which form the core of an
NDA or BLA are the basis for evidence based medicine. These
trials allow physicians and patients to use therapies with a clear
understanding of their benefits and risks, and in some cases, form
the basis for strong public health recommendations.
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Let me now turn to the topic of marijuana. I want to repeat, bo-
tanical marijuana is not approved for any indication in the United
States. Pursuant to the Food, Drug and Cosmetic Act, FDA is re-
sponsible for the approval and marketing of drugs for medical use,
including controlled substances. DEA is the lead Federal agency re-
sponsible for regulating controlled substances and enforcing the
Controlled Substance Act [CSA]. The CSA separates controlled sub-
stances into five schedules, depending upon their approved medical
use and abuse potential.

Schedule I controlled substances, such as marijuana, are those
deemed not to have any legitimate medical use, as well as a high
potential for abuse. The primary responsibility for enforcement of
CSA again resides with the DEA. The criminal penalties related to
Schedule I controlled substances are far greater under the CSA
than those available under the Food, Drug and Cosmetic Act for
the distribution of an unapproved drug.

FDA regulates marijuana when it is being investigated for use in
the diagnosis, cure, mitigation, treatment or prevention of disease
in man or animals. Much of that research is focused currently on
smoked marijuana. However, due to the inherent toxicities of smok-
ing, it is likely that any future approvals would not be of smoked
botanical marijuana. Indeed, the Institute of Medicine has rec-
ommended that clinical trials be conducted with the goal of devel-
oping safe delivery systems.

To date, FDA has approved two drugs, Marinol and Cesamet, for
therapeutic use in the United States, both of which contain active
ingredients related to those present in botanical marijuana. As ap-
proved drugs, these products have been through FDA’s rigorous ap-
proval process and have been determined to be safe and effective.

In conclusion, when a drug treatment goes through the FDA
drug approval process, solid clinical data are obtained and scientif-
ically based assessment of the risks and benefits of the investiga-
tional drug is made. Upon FDA approval for marketing, patients
who need the medication could have confidence that the approved
medication will be both safe and effective. Without this rigorous
scientific evaluation, benefits and safety remain uncertain.

However, FDA will continue to be receptive to sound, scientif-
ically based research into medical uses of botanical marijuana and
its derivative cannabinoids.

I would like to thank the subcommittee again for this oppor-
tunity to testify on this important issue, and I would be happy to
take any questions the members of the subcommittee may have.
Thank you.

[The prepared statement of Dr. Meyer follows:]
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INTRODUCTION

Good afternoon, Mr. Chairman and Members of the Subcommittee. I am Dr. Robert Meyer,
Director of the Office of Drug Evaluation 1I at the Food and Drug Administration’s (FDA or the
Agency), Center for Drug Evaluation and Research (CDER). 1am pleased to be here today with
my colleague, Dr. Nora Volkow, Director of the National Ix‘}stiiute on Drug Abuse (NIDA).

FDA appreciates the opportunity to discuss the need for a science-based approach to evaluating

the merits of marijuana for medicinal purposes.

In my testimony today, I will first describe the FDA drug approval process. Second, I will
clarify FDA’s role in facilitating the objective evaluation of the potential merits of cannabinoids
for medical uses as well as FDA’s role with respect to enforcement efforts relating to Schedule |

Controlled Substances such as marijuana.

FDA APPROVAL PROCESS

FDA’s primary mission for over 90 years has been to promote and protect the public health,
under the authority of the Federal Food, Drug, and Cosmetic (FD&C) Act and the Public Health
Service Act. These statutes were enacted and amended, in part, in response to public health
tragedies resulting from the sale to, and use by, an unsuspecting public of unsafe and ineffective
products sold as medicines and medical devices. The FD&C Act requires that new drugs be

shown to be safe and effective before being marketed in this country.
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The single most importam pubhe heahth provision in these statites i the requivement that o
person wishing to sell 1o the public a product to provent. cure or mitigate iness or injury must
first prove that such product is safe, and a‘cmally does what the vendor claims it does. This
statutory provision affords patients the most effective protection against untested and unproven

products.

A new drug or biclogic (referred to in this statement as a drug) may not be distributed in
interstate commerce {except for clinical studies under an investigational new drug application)
until a sponsor, usually the drug manufacturer, has submitted and FDA has approved a new drug
application (NDA) or a biologics Jicense application (BLA) for the product. For approval, an
NDA or BLA must contain sufficient scientific evidence demonstrating the safety and

effectiveness of the drug for its intended uses.

The evidence of safety and effectiveness usually is obtained through controlled clinical trials.
The disciplined, systematic, scientific conduct of such trials is the most effective and certain
means of obtaining the data that document safety and efficacy of a drug and how to use the new

product so that it will have the most beneficial effect.

A. INVESTIGATIONAL NEW DRUG APPLICATION PROCESS

The first step a sponsor usually must take to obtain approval for a new drug is to test the drug in
animals for toxicity. The sponsor then takes that animal testing data, along with additional
information about the drug’s composition and manufacturing, and develops a plan for testing the
drug in humans. The sponsor submits these data, along with proposed studies, the qualifications

of the investigators who will conduct the clinical studies, and assurances of informed consent

3
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and protecuon of e nghts and sately of the hiunian supjects, 10 MDA nthe form of an

mvestgotional new drug apphcation (b))

FDA reviews the IND for assurance that the proposed studies, generally referred to as clinical
trials, do not place human subjects at unreasonable risk of harm. FDA also verifies that there
are adequate assurances of informed consent and human subject protection. At that point the
first of three phases of study in humans can begin. Phase I studies primarily focus on the safety
of the drug in humans. Phase I studies carefully assess how to safely administer and dose the
drug with an emphasis on evaluation of the toxic manifestations of the therapy, how the body
distributes and degrades the drug, and how side effects relate to dose. Phase | studies typically

include fewer than 100 healthy volunteers or subjects.

Phase 11 studies are clinical studies to explore the effectiveness of the drug for a particular
indication over a range of doses and 1o determine common short-term side effects. Phase Il
studies typically involve a few hundred subjects. Once Phase II studies are successfully
completed, the drug’s sponsor has learned much about the drug’s appropriate dosing and its
apparent safety and effectiveness. The next step is to conduct Phase I1I studies involving up to
several thousand subjects. These studies establish efficacy for a particular indication, examine.
additional uses, may provide further safety data including long-term experience, and consider
additional population subsets, dose response, etc.  FDA strongly encourages sponsors to work
closely with the Agency in planning definitive Phase III clinical trials to help assure that the
trials are designed to have the greatest likelihood of producing results sufficient to provide
adequate data and permit the Agency to make appropriate decisions about the safety and efficacy

of the product.
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Once Phase I trials are completed, the sponsor submits the resulis of all the relevant testing to
FDA in the form of an NDA., FDA’s medical officers, chemists, statisticians, and
pharmacologists review the application to determine if the sponsor’s data in fact show that the
drug is both safe and effective. The drug’s manufacturing process is evaluated to confirm that
the product can be produced consistently with high quality. It is common to allow subjects in
Phase 11 and 111 studies to continue on a therapy if it seems to be providing benefit. This practice
provides long-term safety information at an early stage in this process. At present, there are
literally thousands of clinical trials ongoing, involving hundreds of thousands of subjects. There
are over 15,000 active INDs for drugs, therapeutic biologics, and biologics filed with the

Agency.

Results of controlled clinical trials are the basis of evidence-based medicine. These allow
physicians and patients to use therapies with a clear understanding of their benefits and risks and,

in some cases, a basis for strong public health recommendations for treatments.

Clinical trials also have saved us from unwanted public health consequences. For example,
when azidothymidine (AZT) was the only approved AIDS treatment, dideoxycytidine (ddC) wa.s
made available under treatment-IND for the several years while clinical trials were underway.
These trials were to assess whether ddC was superior to AZT or if it was effective for patients
intolerant of AZT. Although the product, ddC, could cause permanent, sometimes severe nerve
damage, there was great demand for early access to the product. It was even manufactured by
sources other than the company (probably by amateur chemists) and this “bathtub” ddC was
made available through buyers clubs when the demand exceeded the sponsor’s supply. FDA

5
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acted with the sponsor. the buvers ciuos, putient ady ocates, @nd iy esbigators 1o make more ol the

druy avarduble and getthe ilhicn pooriy manwactured product of1 tic miarhet

What did the ddC clinical trials show? In a head-to-head comparison versus AZT as initial
therapy, an independent data safety monitoring board stopped the trial early because the death
rate in the ddC group was at least twice higher than in the AZT group. For patients intolerant to
AZT, a clinical trial compared switching to ddC versus didéoxyfixaosixxe (ddl). In this study the
trend was that ddC had superior survival to ddl. Later studies showed that ddC in combination
with AZT had superjor survival to AZT alone. Each of these studies involved hundreds of
patients and was essential to determining where ddC improved survival and where it did not.
Although some of the early access uses were later found to be poor choices, physicians
considered it reasonable at the time to provide the drug while the question was still being
answered. The important point is that patients are only well served by early access when the

controlled clinical trials proceed in parallel with early access.

A second example that illustrates the importance of conducting clinical trials is the recently
announced results of the Women’s Health Initiative (WHI) study of estrogen and progesterone in
treating post-menopausal women conducted by the National Institutes of Health. This large
(more than 16,000 women), scientifically rigorous clinical trial was done to confirm the widely
held belief that estrogen/progesterone therapy in post-menopausal women would significantly
reduce the risk of cardiovascular events, such as heart attacks and strokes. There was also some
hope that this post-menopausal therapy might lessen the onset of Alzheimer’s disease. These

widely held beliefs were based on scientific evidence that was not from clinical trials, such as
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cpidemiology. On the strengths of these befiets, post-menopausal hormone therapy was very

widelv used and growing in popularity.

The WHI trial or post—menopausal estrogen/progesterone preceded but was stopped early due to
an excess of harm in women taking these drugs compared to placebo. Surprisingly and
importantly, women given the active drugs were more likely to suffer heart attacks and strokes
and appeared to be more likely to develop dementia. This gtudy not only failed to prove the
widely held notion that this therapy was good for preventing these types of occurrences, but
actually confirmed harm. These important results have led to significant changes in the use of

post-menopausal hormones.

FDA sometimes uncovers individuals who do not comply with statutory and regulatory drug
approval requirements. This puts patients at risk of using unproven products and also denies to
all patients the knowledge of whether the untested therapies may actually work. Distribution of
unproven products and subsequent widespread use combined with little accountability or liability
reduces the incentive for manufacturers and health care practitioners to conduct studies of safety
and effectiveness. We constantly work to find ways to make safe and effective products
available to patients as quickly and efficiently as possible, consistent with the protections
established in the Jaw. It is essential to preserve the system of controlled clinical trials that
provides the information necessary to make the final detenmination on the safety and
effectiveness of unapproved products. The two concepts, the protection of public health and

making available treatments for individuals, can and must co-exist.
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B. HUMAN SUBJECT PROTECTHION

The FDAC Act and its mmpliomoentng regulalions @ ong pant of a complex system o} safeguards
designed 1o protect human subjects.  Each participant in a research effort -- the company that
sponsors the research, the clinical investigator who conducts the research, and the Institutional
Review Board (IRB) is obliged 1o protect the interests of the people who are taking part in the
experiments. FDA’s responsibility is to see that the safeguards are met. FDA monitors the

activities of research sponsors, researchers, IRBs and others involved in the trial.  We take very

seriously our role to protect people enrolled in clinical trials.

The sponsors of research -- usually, manufacturers or academic bodies, but sometimes individual
physicians -- must select well-qualified clinical investigators, design scientifically- sound
protocols, make sure that the research is properly conducted, and make certain that the clinical
investigators conduct the research in compliance with all pertinent regulations, including
requirements for obtaining informed consent and review by an JRB. The primary regulatory
obligations of the clinical investigator are to: 1) conduct or supervise the study; 2) conduct the
study according to the approved protocol or research plan; 3) ensure that the study is reviewed
and approved by an IRB that is constituted and functioning according to FDA and other Federal
requirements; 4) obtain informed consent; 5) maintain adequate and accurate records of study .
observations (including adverse reactions); 6) administer the drug only to subjects under the
investigator’s personal supervision or under the supervision of a sub-investigator responsible to
the investigator; 7) report to the sponsor adverse experiences that occur in the course of the
investigation; and 8) promptly report to the IRB all unanticipated problems involving risks to

humans or others.
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The core of FDA s intormed consent regulations, Titde 210 Code of Federal Revulations (CFR
Part 50.1s that the clinical investigator must gencrally obtain the informed consent of a human
subject or his‘her legally authorized representative before'any FDA-regulated research can be
conducted. The researcher has to make sure that, whenever possible, the study participants fully
understand the potential risks and benefits of the experiment before the experiment begins. The
information provided must be in a language underslandabl; to the subject, and must not require
the subject 10 waive any legal rights, or release those conducting the study from lability for
negligence. The clinical investigator must tell the human subjects important information about
the study and its potential consequences so that the person can decide whether to be in the
experiment. The entire informed consent process involves giving the subject all the information
concerning the study that he or she would reasonably want to know, ensuring that the subject has

comprehended this information, and obtaining the subject’s written consent to participate.

An IRB is a group (consisting of experts and lay persons) formally designated to review, approve
the initiation of, and periodically review the progress of, research involving human subjects.

The primary function of IRBs is to protect the rights and welfare of the people who are in trials.
FDA’s regulations, 21 CFR Part 56, contain the general standards for the composition, operation,
and responsibility of an IRB that reviews clinical investigations submitted to FDA under sections
505(i), and 520(g) of the FD&C Act. IRBs must scrutinize and approve each of the clinical
trials that are conducted on FDA-regulated products in this country each year. IRBs must
develop and follow procedures for their initial and continuing review of the trials. Among other
requirements, IRBs must make sure that the risks to subjects are minimized and do not outweigh
the anticipated study benefits, that the selection of participants is equitable, that there are

adequate plans to monitor data gathered in the trial and provisions to protect the privacy of

9
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subjects and ic conliavniioiny of adla. The Ik hus tie authiority 1o approve, modily, o1
disapprove s chnicad sk T IRB must approy e Ui miormed consent 1orm that will bo used
1 the researchers fail to adhere 1o IRB requirements, the IRB has the authority and the
responsibility to take appropriate steps, which may include termination of the trial.  The IRB is
required to conduct continuing review of ongoing research at intervals appropriate to the degree
of risk, but not less than once per year. It also has the authority 1o observe or have a third party

observe the consent process and the research.

IRBs are currently not required to register with FDA nor inform FDA when they begin reviewing
studies. However, FDA performs on-site inspections of IRBs that review research involving
products that FDA regulates, including IRBs in academic institutions and hospitals as well as
those independent from where the research will be conducted. The primary focus of FDA’s IRB
Program is the protection of the rights and welfare of research subjects, rather than validating the

data obtained from research.

Marijuana

FDA has not approved marijuana for medical use in the United States. Despite its status as an
unapproved new drug, there has been considerable interest in its use for the treatment of a
number of conditions, including glaucoma, AIDS wasting, neuropathic pain, treatment of
spasticity associated with multiple sclerosis, and chemotherapy-induced nausea. Under the
Controlled Substances Act (CSA) Congress listed marijjuana in Schedule I Schedule |
substances have a very high potential for abuse, no accepted medical use in the United States,
and lack accepted safety data for use under medical supervision. Schedule I substances can still

be the subject of an IND; however, the conditions for its use are more restrictive.

10
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Pursuant to the FD&C Act, FDA is responsible for the approval and marketing of drugs for
medical use, including controlled substances. DEA is the lead Federal agency responsible for
regulating controlled substances and enforcing the CSA. The CSA separates controlled
substances into five schedules, depending upon their approved medical use and abuse potential.
Unlike Schedule 1 controlled substances, Schedule Il substances are approved for medical use,
although they also have a very high potential for abuse. Schedules ITI, IV, and V include those
controlled substances that have been approved for medical use, but whose potential for abuse is

diminished.

FDA’s Office of Criminal Investigations (OCI) is responsible for managing and conducting the
Agency’s criminal investigations. As a part of its duties, OCI has worked closely with DEA on
a number of criminal investigations involving the illegal sale, use, and diversion of controlled
substances including controlied substances sold over the Internet.  OCT’s close working
relationship with DEA and local law enforcement agencies has led to many successful criminal
cases involving controlled substances. FDA cooperates with DEA and other state and Federal
agencies. OCT is often requested by these entities to provide assistance. Both OCI and DEA
have worked together in the past to utilize the full range of regulatory and administrative tools .
available to them to pursue cases involving controlled substances. However, the primary
responsibility for enforcing the CSA resides with DEA, and, FDA generally defers to DEA on
criminal enforcement efforts related to Schedule I controlled substances. The criminal penalties
related to Schedule I controlled substances are far greater under the CSA than those available

under the FD&C Act for the distribution of an unapproved new drug.
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Fhe Depariment of Health and Fuman Services (HHS) and FDA suppori e medicad rescarch
comniumty who mtend o stady marpuana i scenubicadly vabid mvestgations and weli-
controtied chinical trials, in-line with the FDA’s drug approval process. HHS and FDA
recognize the need for objective evaluations of the potential merits of cannabinoids for medical
uses. If the scientific community discovers a positive benefit, HHS also recognizes the need to
stimulate development of alternative, safer dosage forms. In February 1997, an NIH-sponsored
workshop analyzed available scientific information and concluded that “in order to evaluate
various hypotheses concerning the potential utility of marijuana in various therapeutic areas,

more and better studies would be needed.”

In March 1999, the Institute of Medicine (IOM) issued a detailed report that supports the
absolute need for evidence-based research into the effects of marijuana and cannabinoid
components of marijuana, for patients with specific disease conditions. The IOM report also
emphasized that smoked marijuana is a crude drug delivery system that exposes patients 10 a
significant number of harmful substances and that “if there is any future of marijuana as a
medicine, it lies in its isolated components, the cannabinoids and their synthetic derivatives,” As
such, the JOM recommended that clinical trials should be conducted with the goal of developing

safe delivery systems.

In May 1999, HHS released “Guidance on Procedures for the Provision of Marijuana for
Medical Research,” a document intended to provide the medical research community
who intend to study marijuana in scientifically valid investigations and well-controlled
clinical trials on HHS procedures for providing research-grade marijuana to sponsors.

12
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The HHS swidance 19 mmended 1o tacthinie the vescarch needed to evaluate pendiny
public health questions regardimg miarijuana by making research-grade marijuana
available for well-designed studies on a cost-reimbursable basis.  The focus of this HHS
program is the support of quality research for the development of clinically meaningful
data regarding marijuana. An appropriate scientific study of a drug requires, among
other things, that the drug used in the research must have a consistent and predictable
potency, must be free of contamination, and must be available in sufficient amounts to
support the needs of the study. NIDA allocates resources to cultivate a grade of
marijuana that is suitable for research purposes. The HHS Guidance outlines the
procedures for obtaining research-grade marijuana including: 1) the researcher must
make an inquiry to NIDA to determine the availability and costs of marijuana, and NIDA
has to determine that marijuana is available to support the study; 2) researchers who
propose to conduct investigations in humans must proceed through the FDA process for
filing an IND application: and 3) all researchers must obtain from DEA registration to

conduct research using a Schedule ] controlled substance.

FDA regulates smoked marijuana, a botanical product, when it is being investigated for
use in the diagnosis, cure, mitigation, treatment or prevention of disease in man or other
animals, as a drug, under the FD&C Act. Botanicals include herbal products made from
leaves, as well as products made from roots, stems, seeds, pollen or any other part of a
plant. Botanical products pose some issues that are unique to this class of product,
including the problem of lot-to-lot consistency. These unpurified products, which may

be either from a single plant source or from a combination of different plant substances,

13
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aticn eacrt then TCPOred Cildis HIIOngi‘c mochatishie hal dle Cilnel unkiown ot
undeimed, For tese ressons s e exact e Batuie OF Hhiese products may not e
known. In addition, issues of strength, potency, shelf life, dosing and 1oxicity
monitoring need to be addressed.  If a product varies greatly, as can occur with
botanicals, it is critical 1o obtain lot-to-lot product consistency. Without this it is difficult
to determine if the product is causing the change in a patient's condition, or the change is
related to some other factor. Because of the problems associated with obtaining lot-to-
lot consistency with botanical marijuana, it is not surprising that IOM recommended that

clinical trials should be conducted with the goal of developing safe delivery systems.

HHS performed a scientific and medical evaluation of marijuana in 2001 and concluded with a
recommendation to DEA that marijuana should remain in Schedule I pursuant to section 201(b)
of the CSA. HHS’s scientific and medical evaluation and scheduling recommendation can be
found at Volume 66, Federal Register page 20038 (April 18, 2001). After receiving an HHS
evaluation and recommendation, DEA is responsible for scheduling substances and as noted
previously, has primary responsibility for the regulation and distribution of Schedule |

substances.

FDA Approval of Safer Dosage Forms of Cannabinoids

FDA has approved two drugs, Marinol and Cesamet, for therapeutic uses in the U.S., which
contain active ingredients that are present in botanical marijuana. On May 31, 1985, FDA
approved Marinol Capsules, manufactured by Unimed, for nausea and vomiting associated with

cancer chemotherapy inpatients that had failed to respond adequately to conventional antiemetic

14
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treatments. Marmol Capsuies include the actne imprediem dronabimol. a syntheuc delia-9-
tetrahvdrocannabinol or THC. which is considered the psychoactive component of marijuana.
On December 22, 1992, FDA approved Marinol Capsules for the treatment of anorexia
associated with weight loss in patients with AIDS. Although FDA approved Cesamet Capsules
for the treatment of nausea and vomiting associated with chemotherapy on December 26, 1985,
this product was never marketed in the U.S. Cesamet Capsules contain nabilone as the active
ingredient, a synthetic cannabinoid. Nabilone is not naturally occurring and not derived from

marijuana, as is THC.

These products have been through FDA’s rigorous approval process and have been determined
to be safe and effective for their respective indications. It is only through the FDA drug
approval process that solid clinical data can be obtained and a scientifically based assessment of
the risks and benefits of an investigational drug is made. Upon FDA approval for marketing,
consumers who need the medication can have confidence that the approved medication wilH be

safe and effective.

CONCLUSION

Having access to a drug or medical treatment, without knowing how to use it or even if it is
effective, does not benefit anyone. Simply having access, without having safety, efficacy, and
adequate use information does not help patients. FDA has and will continue to use its IND and
other expanded access programs to provide patients freedom to choose investigational medical
treatments while reasonably ensuring safety, informed choice, and systematic data collection that

allows us to review drug applications.
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FDA Wi continue to be seceptin e sound, scicnihicadhy based roscarcn o the madicimnu tses
of botanical marijuana and other cannabmoids. FDA wil] continuc to facilitate the work of

manufacturers interested in bringing to the market safe and effective products.

1 would like to thank the Subcommittee again for the opportunity to testify today on this
important issue. 1 would be happy, at this time, to answer any questions Members of the

Subcommitiee may have.
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Mr. SOUDER. Thank you very much. Ms. Good.

Ms. Goop. Chairman Souder, Congressman Cummings and dis-
tinguished members of the panel, I appreciate your invitation to
testify today regarding the process that would need to be gone
through for someone to obtain a DEA registration under the Con-
trolled Substances Act [CSA], to grow marijuana for scientific re-
search. While I cannot discuss any specific pending applications or
discuss hypothetical situations, I'm pleased to explain the general
process.

In the United States, anyone who wishes to cultivate marijuana
to supply scientific requirements would have to obtain a bulk man-
ufacturer registration from the Drug Enforcement Administration.
The statutory basis for considering applicants is contained in Title
21, U.S. Code Section 823(a), and these considerations are applied
to anyone who wishes to apply to manufacture a substance in
Schedules I or II of the Controlled Substance Act.

The Attorney General, and subsequently the DEA, is empowered
to register those whose applications are consistent with the public
interest and are in compliance with various U.S. treaty obligations.
The statute sets out six factors that DEA shall consider when de-
termining whether or not to grant an application, and considering
whether it’s in the public interest. First is DEA’s ability to main-
tain effective controls against diversion of the substance in ques-
tion to make sure it does not get into other than legitimate medical
scientific research or industrial channels. This is done by limiting
the number of bulk manufacturers to that number necessary to
produce an adequate and uninterrupted supply of marijuana or any
other substance under adequately competitive conditions for legiti-
mate medical, scientific and research purposes.

We must also consider the applicant’s compliance with State and
local law, the applicant’s ability to promote technical advances in
the art of manufacturing controlled substances and in the develop-
ment of new substances. DEA must also consider any conviction
record that the applicant may have under State or Federal law re-
lated to the manufacture, distribution or dispensing of controlled
substances. We must also consider the applicant’s past experience
in the manufacture of controlled substances and the existence of ef-
fective controls by that applicant to prevent diversion. And finally,
DEA must consider any other factor which is relevant to and con-
sistent with the public interest.

In order to determine whether a proposed applicant would be
consistent with U.S. treaty obligations as the law requires, we
must consider the requirements of the Single Convention on Nar-
cotic Drugs of 1961 and the Convention on Psychotropic Substances
of 1971. Among the basic principles of these treaties is that the cul-
tivation of marijuana should be limited to the number of producers
who can provide an adequate supply to meet the country’s legiti-
mate medical, scientific and research needs. Congress has ex-
pressly incorporated this principle into the CSA.

The DEA regulations provide more detailed information on the
process of obtaining registration to bulk manufacture bulk mari-
juana. This is contained in chapter 21 of the Code of Federal Regu-
lations, Section 1301.33. Briefly, an applicant wishing to cultivate
marijuana for scientific studies or to bulk manufacture any class of
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a Schedule I drug, for that matter, is required to submit a DEA
Form 225, an application for registration, along with the appro-
priate fee.

Upon receipt of that application, assuming it is completed in its
entirety, DEA publishes a notice of application in the Federal Reg-
ister. This notice identifies the applicant as well as the controlled
substances they are wishing to apply to handle. And a copy of that
notice is provided to every other bulk manufacturer who handles
that same class of drug. By regulation, all those other manufactur-
ers have 60 days to file written comments or objections to the pro-
posed registration of this new applicant by filing notice with the
DEA administrator.

At the same time, DEA conducts an investigation of the appli-
cant to determine the information necessary to satisfy the six pub-
lic interest factors I described previously. DEA takes into consider-
ation any comments or objections filed on behalf of the other reg-
istered manufacturers in that same class of drug, as well as infor-
mation gathered during the investigation in making its decision on
whether or not the applicant in question would be consistent with
the public interest.

In general, if no comments or objections are filed and the results
of the investigation conclude that the registration is consistent with
the public interest and that all U.S. obligations under international
treaties have not been contravened, then the applicant will be ap-
proved and a notice of registration will be published in the Federal
Register.

If DEA seeks to deny registration, it must serve the applicant
with an order to show cause, which provides that applicant with an
opportunity for a hearing in accordance with the Administrative
Procedures Act. Any applicant whose application is denied is then
entitled to seek review of that decision through the U.S. Court of
Appeals.

In conclusion, DEA will carefully consider any application for
registration as a bulk manufacturer of marijuana consistent with
the relevant statutory criteria. Mr. Chairman, thank you for the
opportunity to testify today, and I will be happy to answer any
questions.

[The prepared statement of Ms. Good follows:]
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“Marijuana and Medicine: The Need for a Science-Based Approach”

Chairman Souder, Congressman Cummings, and distinguished members of the
Subcommittee, I appreciate your invitation to testify today on the process of applying for
a registration under the Controlled Substances Act (CSA) to grow marijuana for scientific
research. While I cannot discuss specific pending applications or apply the relevant
factors to hypotheticals, I am pleased to explain the general process.

Bulk Manufacturing of Marijuana Registration Application Considerations

In the United States, those that wish to cultivate marijuana to supply scientific
requirements must obtain a bulk manufacturing registration from the Drug Enforcement
Administration (DEA). The statutory basis for considering such applicants is contained
in Title 21, United States Code, Section 823(a); these considerations are given to all those
that wish to manufacture a substance controlled in Schedule I or If of the Controlled
Substances Act. Briefly, the Attorney General, who has subsequently re-delegated this
function to the Administrator and Deputy Administrator of the DEA, is empowered to
register those whose applications are consistent with the public interest and United
States” obligations under various international treaties.

The statute sets out six factors that the DEA shall consider to determine whether
granting the application is in the public interest. The first factor is DEA’s ability to
maintain effective controls against diversion of the substance(s) into other than legitimate
medical, scientific, research or industrial channels by limiting the number of bulk
manufacturers to the number of establishments necessary to produce an adequate and
uninterrupted supply of marijuana under adequately competitive conditions for legitimate
medical, scientific, and research purposes. The second factor is the applicant’s
compliance with applicable State and local law. The third factor is the applicant’s ability
to promote the technical advances in the art of manufacturing controlled substances and
the development of new substances. As a fourth factor, the DEA must consider any
conviction record of the applicant under both Federal and State laws relating to the
manufacture, distribution, and dispensing of controlled substances. The fifth factor is the
applicant’s past experience in the manufacture of controlled substances and the existence
in the establishment of effective controls against diversion. Finally, the sixth factor
allows the DEA to consider any other factors which are relevant to and consistent with
the public interest.
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International Treaty Considerations

In order to determine whether the proposed application would be consistent with
United States treaty obligations, as section 823(a) requires, the primary treaty obligations
that DEA must take into account are those under the Single Convention on Narcotic
Drugs, 1961, and the Convention on Psychotropic Substances, 1971. Among the basic
principles of these treaties is that the cultivation of marijuana (along with opium poppy
and coca leaves) should be limited to the minimum number of producers who can provide
an adequate supply to meet the country’s legitimate medical, scientific, and research
needs. Congress expressly incorporated this principle in subsection 823(a)(1).

Bulk Manufacturing of Marijuana Registration Process

The DEA regulations provide more detailed information on the process required
for obtaining a registration to bulk manufacture marijuana, as set forth in Chapter 21,
Code of Federal Regulations, Section 1301.33 (21 CF.R. § 1301.33). Briefly, applicants
wishing to cultivate marijuana for scientific studies, or bulk manufacture any basic class
in Schedule 1 for that matter, are required to submit Form DEA-225 “Application for
Registration” along with the appropriate registration fee. Upon receipt of a completed
application, the DEA publishes a notice of application in the Federal Register. This
Notice identifies the applicant as well as the controlled substance for which the applicant
has applied to manufacture. Simuitaneously, a copy of the Notice is sent to each bulk
manufacturer of that same controlled substance as well as the applicants. By regulation,
such manufacturers and applicants have 60 days to file written comments on or
objections to the proposed registration with the Administrator.

The DEA concurrently conducts an investigation of the applicant in order to
obtain the information necessary to make determinations consistent with the six public
interest factors previously mentioned (21 U.S.C. § 823(a)).

The DEA takes into consideration any comments or objections filed on behalf of
other registered manufacturers of the same controlled substance or applicants therefore as
well as the information gained during the investigation in making its decision as to
whether the registration of the applicant is consistent with the public interest. In general,
if no comments or objections are filed with the DEA and if the results of the investigation
conclude that the registration is consistent with the public interest and that U.S.
obligations under international treaties have not been contravened, then the application
will be approved and a Notice of Registration is published in the Federal Register.

If the DEA seeks to deny an application for registration it must serve the applicant
with an order to show cause, which provides the applicant with an opportunity for a
hearing in accordance with the Administrative Procedure Act, as set forth in
21 U.S.C. section 824(c). Any applicant whose application is denied is entitled to seek
review of the decision in the United States Court of Appeals, as provided in
21 U.S.C. section 877.
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Conclusion

The DEA will carefully consider any application for registration as a bulk
manufacturer of marijuana consistent Wwith the relevant statutory and regulatory criteria.

Mir. Chairman, thank you for the opportunity to testify here today. I will be happy
to answer any questions you may have on this process.
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Mr. SOUDER. Thank you very much.

Dr. Meyer, I wanted to ask you a few questions. If the pharma-
ceutical companies wish to bring a new or even existing medical
product to market and chose to bypass the FDA approval process
by using valid initiatives or State legislative approval, would FDA
take any action? If so, what would it be? For example, if a company
tried to pass a State referendum allowing oxycontin to be rec-
ommended by a doctor for any condition whatsoever, what action
would FDA take?

Dr. MEYER. Actually, Mr. Chairman, I'm having a little trouble
hearing you, but I believe I did hear the question.

I don’t think I can speculate on what the FDA action would be.
I'm more of a scientific-medical expert than I am a legal expert. So
I’d hate to speculate on that.

Mr. SOUDER. Let me ask you this question, then. Would you
think it’s fairly safe to say that the FDA would not approve of
pharmaceutical companies avoiding the Federal FDA guidelines
through State referendums to introduce new drugs?

Dr. MEYER. I think you could certainly point to instances where
the FDA has acted in such circumstances.

Mr. SOUDER. Would that not call into some degree the whole
question of having an FDA and a scientific process that you de-
scribed so thoroughly? What would be the point of having you and
others do all this research if it can just be done by referendum?

Dr. MEYER. Right. Again, I don’t want to talk about speculation
here, but I think FDA certainly strongly feels that the FD&C Act
and our actions under that are protective of public health and the
right way to develop drugs.

Mr. SOUDER. One of our concerns is that this whole so-called me-
dicinal marijuana movement has implied that marijuana is medici-
nal, and as Dr. Volkow has pointed out, there are 200 ingredients
marijuana, just like heroin and cocaine and other narcotics that are
dangerous, with sub-ingredients that can be used and harnessed in
certain ways to help with certain conditions, but that FDA has
been virtually absent in the debate over the medical value of mari-
juana use.

The reason FDA was established and is funded by Congress is
to make sure that such confusion in fact does not exist. Will the
FDA now consider issuing warning letters to all States, localities
and sellers of marijuana, explaining that botanical marijuana has
not been approved by the FDA for medical use and cannot be ad-
vertised as such, as you would do in other things? In fact, it was
just announced in the Washington Post you’re investigating wal-
nuts.

The question is, why hasn’t this been more aggressively handled
by FDA, and will it consider imposing appropriate penalties on
those that continue to illegally promote this dangerous drug as
medicine? We’re not even talking about, at this point, the clinics.
We're talking about those who advertise it as medicine without
FDA approval. It is, if nothing else, false advertising.

Dr. MEYER. Let me answer that in two ways, Mr. Chairman.
First, within the last couple of years, the FDA has given a con-
sultation to the DEA on the status of marijuana as far as where
it should be scheduled. We agreed that it should remain on Sched-
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ule I under the Controlled Substance Act and should therefore be
controlled. It should be enforced as a Schedule I product, meaning
it has no known medical use and has substantial possibility for
abuse.

The second thing is, I believe part of your question was directed
to the FDA in written form recently. I believe that preparation for
answering is underway, and I will defer to that written answer for
that.

Mr. SOUDER. I understand that when we bring a researcher in,
you’re not necessarily making the political policy level decisions.
But it has been a frustrating process because we read that the
FDA is cracking down on other things. By the way, I feel compelled
to make this comment. We had one of our most appalling hearings
in Florida on oxycontin just recently, with the sweeping number of
deaths there in Florida.

We have a similar problem in Indiana. No. 1, it just exploded
through a bunch of bank robberies, a bunch of kids, the abuse of
a legal drug. As I understood Ms. Good’s comment, one of the first
criteria is, can this be controlled and managed. What we learned
at that hearing is the No. 1 cause of narcotics deaths in the United
States are from legal, approved drugs that were supposed to be in
this category of things that we were managing. It’s going to be
pretty hard to convince a lot of us that in fact, there can be a man-
agement process for controlled drugs.

I'll go a second round here. Let me yield to Ms. Sanchez next.

Ms. SANCHEZ. I thank the chairman. At this time, I actually have
no questions for the first panel.

Mr. SOUDER. OK, so I'm going to go on. I wanted to move to Dr.
Volkow, what do you think, you went through the research, you iso-
lated pretty clearly what we’re trying to find out in the subcompo-
nents of marijuana, where we might find some things to help some
people. This, however, has been seized upon by some to try to false-
ly imply that marijuana itself is safe.

What do you think are the best ways we can try to balance this
very difficult problem that we’re having with oxycontin, with her-
oin, with other types of derivatives, the opioids, if we find some
medical things that can be treated through very controlled usage
that then give the impression that the narcotic itself is somehow
safe? How can we more aggressively show through the Federal
Government health divisions that marijuana is actually very dan-
gerous? You've outlined a whole series of things, not only including
gateway, but impacts on individuals and addiction and other
things.

Dr. VoLKOW. Yes, and this of course is a difficult proposition,
particularly I think in the case of opiates, the drugs you are refer-
ring to, because we are faced now with the No. 2 illegal drugs in
this country are prescription compounds. These are opiates, analge-
sics, after marijuana. And that includes kids and elderly people.

And these are drugs that are being prescribed by physicians that
have very good therapeutic applications but somehow are being di-
verted and abused and leading to addiction and high levels of tox-
icity. So the No. 1 issue I think is extremely important, we know
from research that one of the best strategies to combat drug addic-
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tion is prevention. And one of the best ways of addressing preven-
tion is education.

So in order to educate people, you have to have information.
That’s one of the aspects that is very, very relevant. In the case of
marijuana, there have been extensive studies conducted to deter-
mine the effects of toxicity of marijuana. There are many studies
that have shown that it is adverse, but there are also other studies
that have shown it’s not adverse. This has led to controversy.

As new technologies become available and studies become more
rigorous, were starting to get extremely interesting information
documenting in fact that marijuana is not benign. There is clear
evidence to suggest that. So our responsibility, the way that I view
it, is to generate that knowledge such that the data will speak for
itself. It doesn’t become, I think this is a benign drug. It is the data
that are going to state.

And I mentioned two studies, because I think they are quite im-
pressive in what they are telling us, the one showing identical
twins, the ones that started taking marijuana before age 17, had
significantly higher problems with drug abuse and addiction. These
were identical twins, with the same genetics. And another study
showing that chronic use of marijuana, and it wasn’t whether you
are not remembering or memorizing, led to significantly poorer per-
formance in life as assessed by how much money you make, as as-
sessed by years of education, as assessed by how happy you are.

So to summarize, the way we do this is through prevention. The
way that we do it is via education: education of lay public, edu-
cation of policymakers, education of physicians. It’s education
across the different levels of society.

Mr. SOUDER. How would you, both Dr. Volkow and Dr. Meyer, if
in balancing the good and the risks, if smoking tobacco, cigarettes,
turned out to reduce obesity, would either of you recommend smok-
ing tobacco to reduce obesity?

Why would that even be a discussion matter in marijuana, or
how do you balance the countervailing forces? Because tobacco
harms an individual, shortens their life, but doesn’t have an impact
on other people. You don’t, for example, wreck a car and kill some-
body while you’re high on tobacco. So the argument that it shortens
somebody’s life actually has less impact on other people’s life, un-
less we find more data on second hand smoke, which we’re rapidly
developing. That’s another question.

But I'm curious even why things like obesity and other things
would come up, unless it would be isolated from the dangerous ad-
diction, and whether in fact if cigarette smoking was shown to re-
duce obesity, as many people think it does, whether you would ap-
prove it on those grounds.

Dr. VoLkow. I think that’s one of those answers that’s very sim-
ple. No, you would not approve smoking for things like obesity, be-
cause to start with, the risk associated with smoking would be
much worse than those associated with obesity, No. 1.

No. 2, there are many alternatives, even if in fact it was shown,
and it hasn’t been shown that nicotine is an effective treatment for
obesity. But even if it were, for matter of argument, there are ways
of delivering nicotine that do not have the adverse consequences of
smokin