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January 22, 2015

Madam Chairperson, Members of the Committee:

My name is Debra Billingsley, and 1 am the Executive Secretary of the Kansas
State Board of Pharmacy. Our Board is created by statute and is comprised of seven
members, each of whom is appointed by the Governor. Of the seven, six are licensed
pharinacists and one is a member of the general public. They are charged with protecting
the health, safety and welfare of the citizens of Kansas and to educate and promote the
understanding of pharmacy practices in Kansas,

The Board of Pharmacy wanted to provide information to the committee related to
medical marijuana. Currently, marijuana is listed as a schedule I controlled substance
federally and in state law (K.S.A. 65-4105). A schedule I drug has a high potential for
abuse and has no current accepted medical use in treatment in the United States. There is
a lack of accepted safety for use of the drug under medical supervision.

The Department of Justice denied a petition from the Coalition for Rescheduling
Cannabis to initiate proceedings to reschedule marijuana federally. The denial was
reported in the Federal Register, Volume 76, Number 131 (Friday, July 8, 2011). The
denial was based on a request to remove marijuana from schedule I and to reschedule
cannabis as either a schedule 111, IV, or V. The request was based on the following
assertions:

1) That cannabis has an accepted medical use in the United States,

2) That cannabis 1s safe for use under medical supervision,

3) That the potential for abuse is lower than schedule I or II, and

4) That cannabis dependence liability is lower than schedule I or II.

The Drug Enforcement Administration (DEA) requested a scientific medical
evaluation and scheduling recommendation from the Department of Health and Human
Services (DHHS). | have attached a copy of the information that was provided to the
Departiment of Justice. The Secretary of DHHS is required to consider in a scientific and
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medical evaluation eight factors determinative of control under the Controlled Substance
Act. Those eight factors are:

1)
2)
3)
4)
3)
6)
7)
8)

The actual or relative potential for abuse,

Scientific evidence of its pharmacological effects, if known,

The state of current scientific knowledge regarding the drug or other substances,
Its history and current pattern of abuse,

The scope, duration, and significance of abuse,

What, if any, risk there is to the public,

Its psychic or physiologic dependence liability, and

Whether the substance is an immediate precursor of a substance already
controlled under this article,

After consideration of the eight factors discussed the DHHS recommended that
marijuana remain in schedule I of the Controlled Substance Act, Under state law the
Board of Pharmacy is required to determine annually any drugs that should be scheduled,
rescheduled or deleted from the Controlled Substance list. Pursuant to K.S.A. 65-4102
the Board must consider the same eight factors when making a recommendation to the
legislature. Based on the recommendations of DHHS the Board of Pharmacy would not
recommend a change to the Kansas Controlled Substance Act since it would be a hazard
to the public safety of the citizens of Kansas.

Thank you for permitting me to provide information.
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DEPARTMENT OF JUSTICE

Drug Enforcemeant Administration

21 CFR Chapter Il
[Docket No. DEA-352N]

Denial of Petition To Initiate
Proceedings To Reschedule Marljuana

AGENCY: Drug Enforcement
Administration (DEA), Department of
Justice.

ACTION: Denial of petition to initiate
proceedings to reschedule marijuana.

SUMMARY: By letter dated June 21, 2011,
the Drug Enforcemsnt Administration
(DEA) denied a petition to initiate
rulemaking proceedings to reschedule
marijuana.! Because DEA belisves that
this matter is of particular interest to
members of the public, the agency is
publishing below the letter sent to the
petitioner (denying the petition), along
with the supporting documentation that
was attached to the letter.

FOR FURTHER INFORMATION CONTACT:
Tmelda L. Paredes, Office of Diversion
Control, Drug Enforcement
Administration, 8701 Morrisselte Drive,
Springfield, Virginia 22152; Telephone
{202) 307-7165.

SUPPLEMENTARY INFORMATION:

Jme 21, 2011,

Dear Mr. Kennedy:

On October 9, 2002, you petitioned
the Drug Enforcement Administration
(DEA} to initiate rulemaking
procesdings under the rescheduling
provisions of the Controlled Substances
Act (CSA). Specifically, you petitioned
DEA to have marijuana removed from
schedule I of the CSA and rescheduled
as cannabis in schedule III, IV or V,

You requested that DEA remove
marijuana from schedule T based on
your assertion that:

{1) Cannabis has an accepted medical
use in the United States;

(2} Cannabis is safe for use under
medical supervision;

(3) Cannabis has an abuse potential
lower than schedule I or 1T drugs; and

{4) Canmabis has a dependence
liability that is lower than schedule I or
11 drugs.

In accordance with the CSA
rascheduling provisions, after gathering
the necessary data, DEA requested a
scientific and medical evaluation and
scheduling recommendation from the
Department of Health and Human

1 Nota that “marihuana” is the spelling originally
used in the Controlled Substances Act (CSA). This
document uses the spelling that is more comman
in current usage, “marijuana.”

Services (DHHS). DHHS concluded that
marijuana has a high potential for abuse,
has no accepted medical use in the
United States, and lacks an acceptable
level of safety for use even under
medical supervision. Therefore, DHHS
recommended that marijuana remain in
schedule L. The scientific and medical
evaluation and scheduling
recommendation that DHHS submitted
to DEA is attached hereto,

Based on the DHHS evaluation and all
other relevant data, DEA has concluded
that there is no substantial evidence that
marijuana should be removed from
schedule I. A document prepared by
DEA addressing these materials in detail
also is attached hereto. In short,
marijuana continues to meet the criteria
for schedule I control under the CSA
because:

(1) Marijuana has a high pofential for
abuse. The DHHS evaluation and the
additional data gathered by DEA show
that marijuana has a high potential for
abuse.

{2) Marijuana has no currently
accepted medical use in freatment in
the United States. According to
astablished case law, marijuana has no
“currently accepted medical use”
because: The drug’s chemistry is not
known and reproducible; there are no
adequate safety studies; there are no
adequate and well-controlled studies
proving efficacy; the drug is not
accepted by qualified experts; and the
scientific evidence is not widely
available.

(3) Marijuana lacks accepted safely
for use under medical supervision. At
present, there are no U.S. Food and
Drug Administration (FDA)-approved
marijuana products, nor is marijuana
under a New Drug Application (NDA)
evaluation at the FDA for any
indication. Marijuana does not have a
currently accepted medical use in
treatment in the United States or a
currently accepted medical use with
severe restrictions. At this tiine, the
kaiown risks of marijuana use have not
been shown to be outweighed by
specific benefits in well-controlled
clinical trials that scientifically evaluate
safety and sfficacy.

You also argued that cannabis has a
dependence liability that is lower than
schedule I or II drugs. Findings as to the
physical or psychelogical dependence
of a drug are only one of eight factors
lo be considered. As discussed further
in the attached documents, DHHS states
that long-term, regular use of marijuana
can lead to physical dependence and
withdrawal following discontinuation
as well as psychic addiction or
dependence.

The statutory mandate of 21 U.S.C,
812(b) is dispositive. Congress
astablished only one schedule, scheduls
1, for drugs of abuse with “no currently
accepted medical use in treatment in the
United States” and “lack of accepted
safety for use under medical
supervision.” 21 U.S.C. 812(b).

Accordingly, and as set forth in detail
in the accompanying DHHS and DEA
documents, there is no statutory basis
under the CSA for DEA to grant your
petition to initiate rulemaking
proceedings to reschedule marijuana.
Your petition is, therefore, hereby
denied.

Sincerely,

Michele M. Leonhart,
Administrator,

Attachments:

Marijuana. Scheduling Review Document:
Eight Factor Analysis

Basis for the recommendation for
maintaining marijuana in schedule I of the
Controlled Substances Act

Pate; june 30, 2011

Michele M. Leonhart

Administrator

Department of Health and Human Services,

Office of the Secretary Assistant Secretary for
Health, Office of Public Health and Science
Washington, D.C. 20201.

December 6, 2008,
The Honorable Karen P, Tandy
Administrator, Drug Enforcement

Administration, U.S. Deparlmeni of

Justice, Washingion, D.C. 20537

Dear Ms. Tandy:

This is in response to vour request of July
2004, and pursuant to the Controlled
Substances Act [CSA), 21 U.5.C. 811(b}, (c),
and {f), the Department of Health and Human
Services (DHHS) recomumends that marijuana
continue 1o be subject to control under
Schedule I of the CSA.

Marijuana is currently controlied under
Scheduls I of the CSA. Marijuana continues
to meet the thiee criteria for placing a
substance in Schedule I of the CSA under 21
1.8.€. 812(b}{}). As discussed in the attached
analysis, marijuana has a high potential for
abuse, has no currenily accepted medical use
in freatment in the United States, and has a
lack of an accepted level of safety for use
under medical supervision, Accordingly,
HHS recommends that marijuana continue to
be subject to control under Schedule I of the
CSA. Enclosed is a document prepared by
FDA’s Controlled Substance Staff that is the
basis for this recommendation.

Should you have any questions regarding
this recommendation, please contact Corinne
P. Moody, of the Controlled Substance Staff,
Center for Drug Evaluation and Research. Ms,
Moody can be reached at 301-827-1999.

Sincerely vours,
John O. Agwunobi,
Assistant Secrelary for Health.

Enclosure:
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Basis for the Recommendation for
Maintaining Marijuana in Schedule I of the
Conirolled Substances Act

BASIS FOR THE RECOMMENDATION FOR
MAINTAINING MARIJUANA IN
SCHEDULE I OF THE CONTROLLED
SUBSTANCES ACT

On October 9, 2002, the Coalition for
Rescheduling Cannabis (hereafter known as
the Coalition) submitied a petition to the
Drug Enforcemen! Administration (DEA}
requesting that proceedings be initiated to
repaal the rules and regulations that place
marijuana in Schedula I of the Controtled
Substances Act (CSA). The petition contends
that cannabis has an accepled medical use in
the United States, is safe for use under
medical supervision, and has an abuse
potential and a dependency liability that is
lower than Schedule I or I drugs. The
petition requests that marijuana be
rescheduled as “cannabis” in either Schedule
LI, IV, or V of the CSA. In July 2004, the DEA
Administrator requested that the Department
of Health and Human Services {HHS) provide
a scientific and medical evaluation of the
available information and a scheduling
recommendation for marijuana, in
accordance with the provisions of 21 U.S.C.
811(b}.

In accordance with 21 U.S.C. 811(b), DEA
has gathered information related to the
control of marijuana {Cannabis sativa}?
under the CSA. Pursuant to 21 U.S.C. 811(h),
the Secretary is required to consider in a
scientific and medical evaluation eight
factors determinative of control under the
CSA. Following consideration of the eight
factors, if it is appropriate, the Secretary must
maka three findings to recommend
scheduling a substance in the CSA. The
findings relate to a substance's abuse
potential, legitimate medical use, and safety
or depsendence lability.

Administrative responsibilities for
evaluating a substance for control under the
CSA are performed by the Food and Drug
Administration {FDA}, with the concurrence
of the National Institute on Drug Abuse
{NIDA}, as described in the Memorandum of
Understanding {MOU) of March 8, 1985 {50
FR 9518-20).

In this document, FDA recommends the
continued control of marijuana in Schedule
1 of the CSA. Pursuant to 21 U.S.C. 811(¢),
the eight factors pertaining to the scheduling
of marijuana are considered betow,

1, ITS ACTUAL OR RELATIVE POTENTIAL
FOR ABUSE

The first factor the Secretary must consider
is marijuana’s actual or relative potential for

2The CSA defines marijuana as the following:

all parts of the plant Cannabis Sativa L., whether
growing or not; the seeds thereof; the resin
extracted from any parl of such plant; and every
compound, manufacture, sali, derivative, mixture,
or preparation of such plant, its sesds or resin. Such
term does nol include the mature stalks of such
plant, fiber produced from such stalks, ol or cake
made from the seeds of such plamt, any other
compouzd, manufecture, salt, derivative, mixture,
or preparation of such mature stalks {except the
resin extracted there from), fiber, oil, or cake, or the
sterilized seed of such plant which is incapabla of
germination {21 U.5.C. 802(16)}.

abuse. The term "“abuse” is not defined in the
CSA. However, the legislative history of the
CSA suggests the following in determining
whether a particular drug or substance hasa
potential for abuse:

a. Individuals are taking the substance in
amounts sufficient to create a hazard to their
health or to the safety of other individuals or
to the community.

b. There is a significant diversion of the
drug or substance from legitimate drug
channels.

¢. Individuals are taking the substance on
their own initiative rather than on the basis
of medical advice from a practitioner
licensed by law to administer such
substances,

d. The substance is so related in its action
to a substance already listed as having a
poiential for abuse to make it likely that it
will bave the same potential for abuse as
such substance, thus making it reasonable to
assume that there may be significant
diversions from legitimate channels,
significant use contrary {o or without medical
advice, or that it has a substantial capability
of creating hazards to the health of the user
or to the safety of the community.

Comprehensive Drug Abuse Prevention and
Control Act of 1970, H.R. Rep. Ne. 91—
1444, 91st Cong., Sess. 1 {1970) reprinted
in U.5.C.C.A.N. 4566, 4603.

In considering these concepts in a variety
of scheduling analyses over the last three
decades, the Secretary has analyzed a range
of factors when assessing the abusa liability
of a subsiance. These factors have included
the prevalences and frequency of use in the
generat public and in specific sub-
populations, the amount of the material that
is available for illicit use, the ease with
which the substance may be obtained or
manufactured, the reputation or status of the
substance “on the strest,” as well as evidence
relevant to population groups that may be at
particular risk.

Abuse liability is a complex determination
with many dimensions. There is no single
test or assessment procedure that, by itself,
provides a full and complete
characterization, T'hus, no single measure of
abuse liability is ideal. Scientifically, a
comprehensive evaluation of the relative
abuse potential of a drug substance can
inchude consideration of the drug's receptor
binding affinity, preclinical pharmacology,
reinforcing effects, discriminative stimulus
effects, dependence producing potential,
pharmacokinstics and routs of
administration, texicity, assessment of the
clinical efficacy-safety database relative to
actual abuse, clinical abuse Hability studies,
and the public health risks following
introduction of the substance to the general
population. It is important to note that abuse
may exist indepandent of a state of tolerance
or physieal dependence, because drugs may
be abused in doses or in patterns that do not
induce these phenomena. Animal data,
human data, and epidemiological data are all
used in determining a substance’s abuse
Hability. Epidemiological data can also be an
intportant indicalor of actual abuse. Finally,
avidence of clandestine production and illicit
trafficking of a substance are also important
factoxs.

a. There is evidence that individuals are
taking the substance in amounts sufficient to
create a hazard to their health or to the
safety of other individuals or to the
community.

Marijuana is a widely abused substance.
The pharmacology of the psychoactive
constituents of marijuana, including deltas-
tetrahydrocannabinol (delta®-THC), the
primary psychoactive ingredient in
marijuana, has been studied extensively in
animals and humans and is discussed in
more detail below in Factor 2, “'Scientific
Evidence of its Pharmacological Effects, if
Known.” Data on the extent of marijuana
abuse are available from HHS through NIDA
and the Substance Abuse and Mental Health
Services Administration (SAMHSA). These
data are discussed in detail under Factor 4,
“Its History and Current Pattern of Abuse;”
Factor 5, “The Scope, Duration, and
Significance of Abuse;" and Factor 6, “What,
if any, Risk There is to the Public Health?”

According to SAMHSA’s 2004 National
Survey on Drug Use and Health (NSDUH; the
database formerty known as the National
Househeld Survey on Drug Abuse (NHSDAJ),
the latest year for which complete data are
available, 14.6 million Americans have used
martjnana in the past month, This is an
increase of 3.4 million individuals since
1999, when 11.2 million individuals raported
using marijuana monthly. (See the discussion
of NSDUH data under Factor 4).

The Drug Abuse Warning Network
(DAWN]}, sponsored by SAMHSA, is a
national probability survey of 1.5, hospitals
with emergency departments (EDs) designed
to obtain information on ED visits in which
recent drug use is implicated; 2003 is the
latest year for which complete data are
available. Marijuana was involved in 79,663
ED visits (13 percent of drug-related visiis).
There are a number of risks resulting from
both acute and chronic use of marijuana
which are discussed in full below under
Factors 2 and 6.

b, There is significant diversion of the
substance from legitimate drug channels,

At present, cannabis is legally available
through legitimate channels for research
purposes only and thus has a limited
potential for diversion. In addition, the lack
of significant diversion of investigational
supplies may result from the ready
availability of illicit cannabis of equal or
greater quality. The magnitude of the demand
for illicit marijuana is evidenced by DEA/
Office of National Drug Control Policy
{ONDCP} ssizure slatistics. Data on marijuana
seizures can often highlight trends in the
overall trafficking patterns, DEA's Federal-
Wide Drug Seizure System (FDSS) provides
information on iotal federal drug seizures.
FDSS reports total federal seizures of
2,700,282 pounds of marijuana in 2003, the
latest year for which complele data are
available (DEA, 2003). This represents nearly
a doubling of marijuana seizures since 1995,
when 1,381,107 pounds of marijuana were
seized by federal agents.

¢. Individuals are taking the substance on
their own initiative rather than on the basis
of medical advice from a practitioner
licensed by law to administer such
substances,
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The 2004 NSDUH data show that 14.6
million American adults use marijuana on a
monthly basis (SAMHSA, 2004), confirming
that marijuana has reinforcing properties for
many individuals. The FDA has not
evaluated or approved a new drug
application {(NDA) for marijuana for any
therapeutic indication, although several
investigational new drug (IND) applications
ara currenily active, Based on the large
number of individuals who use marijuana, it
can be concluded that the majority of
individuals using cannabis do so on their
own initiative, not on the basis of medical
advice from a practitioner licensed to
administer the drug in the course of
professional practice.

d. The substance is so related in its action
to a substance already listed as having a
potential for abuse to make it likely that it
will have the same potential for abuse as
such substance, thus making it reasonable to
assume that there may be significant
diversions from legitimate channels,
significant use contrary to or without
medical advice, or that it has a substantial
capability of creating hazards to the health
of the user or to the safety of the community.

The primary psychoactive compound in
hotanical marijuana is deta®THC. Other
cannabinoids also present in the marijuana
plant likely contribute to the psychoeactive
affects,

There are two drug products containing
cannabinoid compounds that are structurally
related to the active components in
martjuana. Both are controlled under the
CSA. Marinol is a Schednle 11F drug product
containing synthetic delta®-THC, knewn
generically as dronabinol, formulated in
sesame oil in soft gelatin capsules.
Dronabinol is listed in Schedula I. Marinol
was approved by the FDA in 1985 for the
treatment of 1wo medical conditions: nausea
and vomiting associated with cancer
chemotherapy in patients that had failed 1o
respond adequataly to conventional anti-
emetic treatments, and for the treatment of
anorexia associated with weight loss in
patients with acquired immunodeficiency
syndrome or AIDS, Cesamet is a drug product
containing the Schedule II substance,
nabilone, that was approved for marketing by
the FDA in 1985 for the treatment of nausea
and vomiting associated with cancer
chemotherapy. All other structurally related
cannabinoids in marijuana are already listed
as Schedule I drugs under the CSA,

2, SCIENTIFIC EVIDENCE OF ITS
PHARMACOLOGICAL EFFECTS, IF
KNOWN

The second factor the Secrelary must
consider is scientific evidence of marijuana’s
pharmacological effects, There are abundant
scientific data available on the
neurochemistry, toxicology, and
pharmacolegy of marijuana. This section
includes a scientific evaluation of
marfjuana’s neurochemistry, pharmacology,
and human and animal behavioral, central
nervous system, cognitive, cardiovascular,
autonomic, endocrinological, and
immunological system effects, The overview
presenied below relies upon the most current
research literature on cannabinoids.

Neurochemistry and Pharmacology of
Marijuana

Some 483 natural constituents have been
identified in marijuana, including
approximately 66 compounds that ars
classified as cannabinoids (Ross and El
Sohly, 1995). Cannabinoids are not known to
extst in plants other than marijuana, and
most of the eannabinoid compounds that
oceur naturally have been identified
chemically. Delta®-THC is considered the
major psychoactive cannabinoid constituent
of marijuana {(Wachiel et al., 2002). The
structure and function of delta®FHC was
first described in 1964 by Gaoni and
Mechoulam.

The site of action of delta®-THG and other
cannabinoids was verified with the cloning
of cannabinoid receptors, first from rat brain
tissue (Matsuda et al., 1390} and then from
human brain tissue {Gerard ot al., 1991). Two
cannabineid receptors, CB, and CB», have
subsequently been characterized (Piomelli,
2005).

Autoradiographic studies have provided
inforiation on the distribution of
cannabinoid receptors. CB, receptors are
found in the basal ganglia, hippocampus, and
cerebellum of the brain {Howlett at al., 2004}
as well as in the immune system. It is
believed that the localization of these
receplors may explain cannabinoid
interference with movement coordination
and effects on memory and cognition. The
concentration of CB; receptors is
considerably lower in peripheral tissues than
in the central nervous system (Henkerham st
al,, 1980 and 1992},

CB; receptors are found primarily in the
immune system, predominantly in B
lymphocytes and natural killer cells
{Bouaboula et al., 1993}. It is believed that
the CBa-type receptor is responsible for
mediating the immunological effects of
cannabineids [(Galiegue et al., 1995).

However, GB, receptors also have recently
been localized in the brain, primarily in the
eerebellum and hippocampus (Gong et al,,
20086),

The cannabinoid receptors belong to the
family of G-protein-coupled receptors and
present a ypical seven {ransmembrane-
spanning domain structure. Many G-protein-
coupled receptors are linked 1o adenylale
cyclase either positively or negatively,
depending on the receptor system.
Cannabineid receptors are linked to an
inhibitory G-protein (Gi), so that when the
recaptor is activated, adenylate cyclase
activity is inhibited, which prevents the
conversion of adenosine triphosphate
{ATPo the second messenger cyclic
adenosine monophosphate (cAMP).
Examples of inhibitory-coupled recepiors
include: opioid, muscarinic cholinergic,
alpha »-adrenoreceptors, dopamine (D), and
serotonin (5—-HT;).

it has been shown that CB(, but not CB;
receptors, inhibit N- and P/Q type calcium
channels and activate inwardly rectifying
potassium channels (Mackie et al., 1995;
Twitchell et al., 1997). Inhibition of the N-
type calcium channels decreases
neurctransmitter release from several tissues
and this may be the mechanism by which
cannabinoids inhibit acetylcholine,

norepinephrine, and giutamate release from
specific areas of the brain. These effects
might represent a potential cellular
mechanism underlying the antinociceptive
and psychoactive effects of cannabinoids
{Ameri, 1999). When cannabinoids are given
subacutely to rats, there is a down-regulation
of CB, receptors, as well as a decrease in
GTPgamma$ hinding, the second messenger
system coupled to CB) receptors (Breivogel ot
al., 2001},

Delta?-THC displays similar affinity for
CB, and CB; recepiors but hahaves as a weak
agonist for CB; receplors, based on inhibition
of adenylate cyclase. The identification of
synthetic cannabinoid ligands that
selectively bind to CB; receptors but do not
have the typica! delta®-THC-like
psychoactive properties suggests that the
psychotropic affects of cannabineids are
mediated through the activation of CB,-
receptors (Hanus et al,, 1999}, Naturally-
occurring cannabinoid agonists, such as
deltas-THC, and the synthetic cannabinoid
agonists such as WIN-55,212-2 and CP-
55,940 produce hypothermia, analgesia,
hypoactivity, and cataplexy in addition to
their psychoactve effects.

In 2000, two endogenons cannabineid
receptor agonists, anandamide and
arachidonyl glycerol (2-AG}), were
discovered. Anandamide is a low efficacy
agonist {Breivogel and Childers, 2000), 2-AG
is a highly efficacious agonist (Gonsiorek et
al,, 2000}. Cannabinoid endogenous ligands
are present in central as well as peripheral
tissues. The action of the endogenous ligands
is terminated by a combination of uptake and
hydrolysis. The physiological role of
endogenous cannabinofds is an active area of
research {Martin et al., 1999).

Progress in cannabinotd pharmacology,
including further characterization of the
cannabinoid receptors, isolation of
endogenous cannabinoid ligands, synthesis
of agonists and antagonists with variable
affinity, and selectivity for cannabinoid
receptors, provide the foundation for the
potential elucidation of cannabinoid-
mediated effects and their relationship to
psychomotor disorders, memory, cognitive
functions, analgesia, anti-emesis, intraocular
and systemic blood pressure modulation,
bronchodilation, and inflammation.

Central Nervous System Effects

Human Physiological and Psychological
Effects
Subjective Effects

The physiological, psychological, and
behavioral effects of marijuana vary among
individuals. Common responses to
cannabinolds, as described by Adams and
Martin (1996} and others {Hollister, 1986 and
1988; Institute of Madicine, 1982) are listed
below:

1} Dizziness, nausea, tachycardia, facial
flushing, dry mouth, and tremor initially

2) Merriment, happiness, and even
exhilaration at high doses

3} Disinhibition, relaxation, increased
sociability, and talkativeness

4) Enhanced sensory perception, giving
rise to increased appreciation of music, art,
and touch
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5) Heightened imagination leading to a
subjective sense of increased creativity

6) Time distortions

7) Ihusions, delusions, and hallucinations,
especially al high doses

8) Impaired judgment, reduced co-
ordination and ataxia, which can impede
driving ability or [ead to an increase in risk-
taking behavior

9) Emotional lability, incongruity of affect,
dysphoria, disorganized thinking, inabilily lo
converse logically, agitation, paranoia,
confusion, restlessness, anxisty, drowsiness,
and panic attacks, especially in
inexperienced users or in those who have
taken a large dose

10] Increased appetite and short-term
memory impairment

‘I'hese subjective responses to marijuana
are pleasurable to many humans and are
associated with drug-sesking and drug-taking
{Maldonade, 2002).

‘The short-term perceptual distortions and
psychological alterations produced by
marijuana have been characterized by some
researchers as acute or transient psychosis
{Favrat et al., 2005), However, the full
response to cannabinoids is dissimilar to the
DSM-IV-TR criteria for a diagnesis of one of
the psychotic disorders (DSM-IV-TR, 2000).

As with many psychoactive drugs, an
individual's response to marijuana can be
influenced by that person’s medical/
psychiatric history and history with drugs.
Frequent marijuana users (greater than 100
times) were hetter able to identify a drug
effect from low dose delia?-THCG than
infrequent users (less than 10 times) and
were Jass likely to experience sedative effects
from the drug (Kirk and deWit, 1999). Dose
preferences have been demonstrated for
marijuana in which higher doses {1.95
percent delta®-THC) are preferred over lower
doses {0.63 percent delta®-THC) {Chait and
Burke, 1994},

Behavioral Impairment

Acute administration of smoked marijuana
impairs performance on tests of learning,
associative processes, and psychomotor
behavior {Biock et al., 1992}, These data
demenstrate that the short-term effects of
marijuana can interfere significantly with an
individual’s ability to learn in the classroom
or to operate motor vehicles, Administration
to human volunteers of 290 micrograms per
kilogram (ug/kg) detta®-THC in a smoked
marijuana cigarette resulted in impaired
percepiual molor speed and accuracy, two
skills that are critical to driving ability
{Kurzthaler et al., 1998}, Similarly,
administration of 3.95 percent delta®-THC in
a smoked marijuana cigarette increased
disequilibrivin measures, as well as the
latency in a task of simulated vehicle
braking, al a rate comparable to an increase
in stopping distance of 5 feet at 60 mph
(Liguori ot al., 1998},

The effects of marijuana may not fully
resolve until at least 1 day after the acute
psychoactive effects have subsided, following
repeated administration. Heishman et al.
{1990) showed that impairment on memory
tasks persists for 24 hours after smoking
marijuana cigareties containing 2.57 percent
delta®-THC., However, Fant et al. {1998}
showed minimal residual alterations in

subjective or performance measures the day
after subjects were exposad 1o 1.8 percent or
3.6 percent sinoked delta®-THC.

The effects of chronic marijuana use have
also been investigated. Marijuana did not
appaear to have residual effects on
performance of a comprehensive
neuropsychological battery when 54
monozygotic male twins (one of whom used
marijuana, one of whom did not) were
compared 1-20 years after cessation of
marijuana use {Lyons et al., 2004}, This
conclusion is similar te the results from an
earlier study of marijuana’s effects on
cognition in 1,318 participants over a 15-year
period, where there was no evidence of long-
term residual effects {Lyketsos et al., 1999).
In contrast, Solowij et al. (2002)
demonstirated that 51 long-term cannabis
users did less well than 33 non-using
controls or 51 short-term users on certain
tasks of memory and attention, but users in
this study were abstinent for only 17 hours
at time of lesting. A recent study noted that
heavy, frequent cannabis users, abstinent for
at least 24 hours, performed significantly
worse than controls on verbal memory and
psychomolor spead tests (Messinis et al,
20086).

Pope et al. (2003} reported that no
differences were seen in neuropsychological
performance in early- or late-onset users
compared to non-using controls, after
adjustment for intelligence quotient (IQ). In
another cohorf of chronic, heavy martjuana
users, some deficils were observed on
memory tests up o a week following
supervised abstinence, but these effecis
disappeared by day 28 of abstinence
{(Harrison et al., 2002}, The authors
concluded that, “cannabis-associated
cognitive deficits are reversible and related to
receni cannabis exposure, rather than
irreversible and related to cumulative
lifetime use.” Other investigators have
reported neurcpsychological deficits in
memaory, executive functioning, psychomotor
speed, and manual dexterity in heavy
marijuana smokers who had heen abstinent
for 28 days (Bolla et al., 2082}, A follow up
study of heavy marijuana users noted
decision-making deficits after 25 days of
abstinence (Bolla et al., 2005). Finally, when
10} was contrasted in adolescents at 9-12
years and at 17-20 years, current heavy
marijuana users showed a 4-point reduction
in I} in later adolescence compared to those
who did net use marijuana (Fried st al,,
2002).

Age of first use may be a critical factor in
persistent impairment resulting from chronic
marijuana use. Individuals with a history of
marijuana-only use that began before the age
of 16 were found to perform more poorly on
a visual scanning task measuring attention
than individuals who started using marijuana
after age 16 (Ehrenreich et al., 1999), Kandsl
and Chen {2000) assert that the majority of
early-onset marijnana users do not go on to
become heavy users of marijuana, and those
that do tend to associate with delinguent
social groups.

Heavy marijuana users were contrasted
with an age matched contrel group in a case-
control design. The heavy users reported
lower educational achievement and lower

income than contrals, a difference that
persisted after confounding variables were
iaken into account. Additionally, the users
also reported negalive eifects of marijuana
use on cognition, memory, career, social life,
and physical and mental health (Gruber et
al., 2003).

Association with Psychosis

Extansive research has been conducted
recently to investigate whether exposure to
marijuana is associated with schizophrenia
or other psychoses. While many studies are
small and inferential, other studies in the
literature utilize hundreds to thousands of
subjects.

At present, the data do not suggest a
causative link between marijuana use and the
development of psychosis. Although some
individuals who use marijuana have received
a diagnosis of psychosis, most reports
conclude that prodromal symploms of
schizophrenia appear prior to marijuana use
{Schiffman et al., 2005}, When psychiatric
symptoms are assessed in individuals wiih
chronic psychesis, the “schizophrenic
chuster” of symptoms is significantly
observed among individuals who do not have
a history of marijuana use, while “mood
cluster” symptoms are significantly observed
in individuals who do have a history of
marijuana use (Maremmani et al., 2004).

In the largest study evaluating the link
between psychosis and drug use, 3 percent of
50,000 Swedish conscripts who used
marijuana more than 50 times went on to
develop schizophrenia (Andreasson et al.,
1987). This was interpreted by the authors to
suggest that marijuana use increased the risk
for the disorder only among those
individuals who were predisposed to
davelop psychosis. A similar conclusion was
drawn when the prevalence of schizophrenia
was modeled against marijuana use across
birth cohorts in Australia between the years
1940 to 1979 {Degenhardt et al., 2003).
Although marijuana use increased over time
in adults born during the 4-decade period,
there was not a corresponding increase in
diagnoses for psychosis in these individuals.
The authors conclude that marijuana may
precipitate schizophrenic disorders only in
thase individuals who are vulnerables to
developing psychosis. Thus, marijuana per se
does nol appear te induce schizophrenia in
the majority of individuals who try or
continue to use the drug,

Howaver, as might be expected, the acute
intoxication produced by marijuana does
exacerbate the perceptoal and cognitive
deficits of psychosis in individuals who have
been previously diagnosed with the
condition (Schiffman et al., 2005; Hall ot al.,
2004; Mathers and Ghodse, 1992;
Thornicroft, 1990). This is consistent with a
25-year longitudinal study of over 1,000
individuals who had a higher rate of
experiencing some symptoms of psychosis
{but who did not receive a diagnosis of
psychosis) if they were daily marijuana users
than if they were not (Fergusson ef al,, 2005).
A shorter, 3-year longitudinal study with
over 4,000 subjects similarly showed that
psychotic symptoms, but not diagnoses, were
more prevalent in subjects who used
marijuana (van Os et al., 2002).
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Additionally, schizophrenic individuals
stabilized with antipsychotics do not respond
differently to marijuana than healthy controls
(D’Souza et al., 2005), suggesting that
psychosis and/or antipsychotics de not
biochemically alter cannabinoid systems in
the brain.

Interestingly, cannabis use prior to a first
psychotic episode appearsd to spare
neurccognitive deficits compared to patients
who had not used marijuana (Stirling et al.,
2005). Although adolescents diaghosed with
a first psychotic episode used more
marijuana than adults who had their first
psychotic break, adolescents and adults had
similar clinical outcomes 2 years later
{Pencer et al., 2005).

Heavy marijuana users, though, do not
perform differently than non-users on the
Stroop task, a classic psychometric
instrument that measures executive cognitive
funclioning. Since psychotic individuals do
not perform the Stroop task well, alterations
in executive functioning consistent with a
psychotic profile were not apparent
following chronic expeosure to marijuana
{Gruber and Yurgelun-Todd, 2005; Eldreth st
al., 2004}

Alteration in Brain Structure

Although evidence suggests that some
drugs of abuse can lead to changes in the
density or structure of the brain in humans,
there are currently no data showing that
oxposure to marijuana can induce such
alterations. A recent comparison of long-term
marijuana smokers to non-smoking control
subjects using magnetic resonance imaging
(MRI) did not reveal any differences in the
volume of grey or white matter, in the
hippocampus, or in cerebrospinal fluid
volume, between the two groups (Tzilos et
al., 2005).

Behavioral Effects of Prenatal Exposure

The impact of in utero marijuana exposure
on performance in a series of cognitive tasks
has been studied in children at different
stages of development. However, since many
marijuana users have abused other drugs, it
is difficult to determine the specific impact
of marijuana on prenatal exposure,

Differences in several cognilive domains
distinguished the 4-year-old children of
heavy marijuana users. In particular, memory
and verbal measures are negatively
associated with maternal marijuana use
(Fried and Waikinson, 1987). Maternal
marijuana use is predictive of poorer
performance on abstract/visual reasoning
tasks, although it is not associated with an
overall lowered I(Q in 3-year old children
(Griffith et al., 1994). Af 6 years of age,
prenatal marffuana history is associated with
an increase in omission errors on a vigilance
task, possibly reflecting a deficit in sustained
attention (Fried et al., 1992). When the effect
of prenatal exposure in 9-12 year old
children is analyzed, in utero marijuana
exposure is nagatively associated with
executive function tasks that require impulse
control, visual analysis, and hypothesis
testing, and it is not associated with global
intelligence {Fried et al., 1998}.

Marijuana as a “Gateway Drug”

The Institute of Medicine {(IOM) reported
that the widely held belief that marijuana is

a “gateway drug,” leading to subsequent
abuse of other illicit drugs, lacks conclusive
evidence (Institute of Medicine, 1999).
Recently, Fergusson et al. (2005] in a 25-year
study of 1,256 New Zealand children
concluded that use of marijuana correlates to
an increased risk of abuse of other drugs,
including cocaine and heroin, Other sources,
however, do not support a direct causal
relationship belwesn regular marijuana and
other illicit drug use. In general, such studies
are selective in recruiting individuals whe, in
addition te having extensive histories of
marijnana use, are influenced by myriad
social, biological, and economic factors that
contribute to extensive drug abuse (Hall and
Lynskey, 2005). For most studies that test the
hypothesis that marijuana causes abuse of
harder drugs, the determinative measure of
choice is any drug use, rather than DSM-IV-
TR criteria for drug abuse or dependence
(DSM-IV-TR, 2000).

According to Golub & Johnson (2001), the
rate of progression to hard drug use by youth
born in the 1970’s, as opposed to youth born
between World War IT and the 1960's, is
significantly decreased, although overall
marijuana use among youth appears to be
increasing. Nace et al, (1975} reporied that
even in the Vietnam-era soldiers who
extensively abused marijuana and heroin,
thers was a lack of correlation of a causal
relationship demonstrating marijuana use
leading to heroin addiction. A recent
longitudinal study of 708 adolescents
demonstrated that early onset marijuana use
did not lead to problematic drug use (Kandel
and Chen, 2000). Similarly, among 2,446
adolescents followed longitudinally,
cannabis dependence was uncommaon but
when it did ocour, it was predicied primarily
by parental death, deprived socio-econontic
status, and haseline use of illicit drugs other
than marijuana {von Sydow et al., 2002).

Animal behavioral effects
Self-Administration

Self-administration is 2 method thai
assesses whether a drug produces rewarding
effects that increase the likelihood of
behavioral responses in order to obtain
additional drug. Drugs that are self-
administered by aninals are likely to
produce rewarding effects in humans, which
is indicalive of abuse liability. Generally, a
good correlation exists between those drugs
that are self-administered by rhesus monkeys
and those that are abused by humans {Balsier
and Bigelow, 2003].

Interestingly, self-administration of
hallucinogenic-like drugs, such as
cannabinoids, lysergic acid diethylamide
{LSD), and mescaline, has besn difficull to
demonsirate in animals {Yanagita, 1980).
However, when it is known that humans
voluntarily consume a particular drug {such
as cannabis) for its pleasurable effects, the
inability to establish self-administration with
that drug in animals has no practical
importance in the assessment of abuse
potential. This is because the animal test is
a predictor of human behavioral response in
the absance of naturalistic data.

The experimental literature generally
reporls that naive animals will not self-
administer cannabinoids unless they have

had previous expsrience with other drugs of
abuse. However, when squirrel monkeys are
first trained to self-administer intravenous
cocaine, they will continue to bar-press at the
same rate as when delta®THC is substituted
for cocaine, at doses that are comparable to
those used by humans who smoke marijuana
(Tanda et al., 2000). This affect is blocked by
the cannabinoid receptor antagonist, SR
141716, New studies show that monkeys
without a history of any drug exposure can
be successfully trained to self-administer
delta®-THG intravenously (Justinova et al,,
2003}, The maximal rate of responding is 4
ug/kg/injection, which is 2-3 times greater
than that observed in previous studies using
cocaine-experienced monkeys.

These data demonstrate that under specfic
prefreatment conditions, an animal model of
reinforcement by cannabinoids now exists for
future investigations. Rats will self-
administer delta®-THC when il is applied
intracerebroventricularly {(i.c.v.}, but only at
the lowest doses tested (0.01-0.02 ug/
infusion) (Braida et al., 2004). This effect is
antagonized by the cannabinoid antagonist
SR141716 and by the opioid antagonist
naloxone (Braida et al., 2004). Additionally,
mice will self-administer WIN 55212, a CB,
receptor agonist with a non-cannabinoeid
structure {Martellotta et al., 1998),

There may be a critical dose-dependent
effect, though, since aversive effects, rather
than reinforcing effects, have been described
in rats that received high doses of WIN 55212
{Chaperon et al., 1998) or delta®-THC
{Sanudo-Pena et al., 1997). SR 141716
reversed these aversive effects in both
studies.

Conditioned Place Preference

Conditioned place preference (CPP)is a
less rigorous method than self-adminisiration
of determining whether drugs have
rewarding properties. In this behavioral test,
animals are given the opportunity te spend
time in two distinct environments: one where
they praviously received a drug and one
where they received a placebo. If the drug is
reinforcing, aninals will choose to spend
more time in the environment paired with
the drug than the one paired with the
placebe, when both opticns are presented
simultaneously,

Animals shewr CPP to delta®THG, but only
at the lowest doses tested (0.075-0.75 mg/kg,
i.p.} (Braida et al., 2004}. This effect is
antagonized by the cannabinoid antagonist,
SR141718, as well as by the opioid
antagonist, naloxone (Braida et al., 2004},
However, SR141716 may be a partial agonist,
rather than a full antagonist, since it is also
able to induce CPP {Cheer et al., 2000},
Interestingly, in knockout mice, animals
withoul p-opioid receptors do not develop
CPP to delta™THC (Ghozland ei al., 2002).

Drug Discrimination Studies

Drug discrimination is a method in which
animals indicate whether a test drug
produces physical or psychic perceptions
similar to those produced by a known drug
of abuse. In this test, an animal learns to
press one bar when it receives the known
drug of abuse and another bar when it
receives placebo. A challenge session with
the test drug determines which of the two
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bars the animal presses mozre often, as an
indicator of whether the test drug is like the
known drug of abuse.

Animals, including monkeys and rats
{Gold et al,, 1992}, as well as humans (Chait,
1988}, can discriminate cannabinoids from
other drugs or placebe. Discriminative
stimulus effects of delta®-THC are
pharmacolegically specific for marijuana-
containing cannabinoids (Balster and
Prescoll, 1992; Barnett et al.,, 1985; Browne
and Weissman, 1981; Wiley et al., 1993;
Wiley et al., 1995). Additionally, the major
active metaholite of delta®-THC, 11-hydroxy-
delta®-THC, also generalizes to the stimulus
cue elicited by delta®THC {(Browne and
Weissman, 1981}, Twenty-two other
cannabineids found in marijuana also fully
substitute for delta®THC,

The discriminative stimulus effects of the
cannabinoid group appear to provide unique
effecis because stimulants, hallucinogens,
opioids, benzodiazepines, barbiturates,
NMDA antagonists, and antipsychotics do
not fully substitute for delta®THC.

Tolerance and Physical Dependence

Tolerance is a state of adaptation in which
exposure 1o a drug induces changes that
rasult in a diminution of one or more of the
drug’s effects over time {American Academy
of Pain Medicine, American Pain Society and
Amarican Society of Addiction Medicine
consensus document, 2001). Physical
dependence is a state of adaplation
manifested by a drug class-specific
withdrawal syndrome produced by abrupt
cessation, rapid dose reduction, decreasing
blood level of the drug, and/or
administration of an antagonist (ibid}.

The presence of tolerance or physical
dependence does not determine whether a
drug has abuse potential, in the absence of
other abuse indicators such as rewarding
properties. Many medications that are not
associated with abuse or addiction, such as
antidepressants, bata-blockers, and centrally
acting antihypertensive drugs, can produce
physical dependence and withdrawal
symptoms after chronic use.

Tolerance to the subjective and
performance effects of marijuana has not
been demonstrated in studies with humans.
For example, reaction times are not altered
by acule administration of marijuana in long
term marijuana users (Block and Wittenborn,
1985). This may be related to receni
electrophysiological data showing that the
ability of delta®-THC to increase neuronal
firing in the ventral tegmental area {a region
known to play a critical role in drug
reinforcement and reward) is not reduced
following chronic administration of the drug
(Wu and French, 2008). On the other hand,
tolerance can develop in humans to
marijuana-induced cardiovascular and
aulonomic changes, decreased intraccular
pressure, and sleep alierations (Jones et al.,
1881). Down-regulation of cannabinoid
receptors has besn suggested as the
mechanism underlying tolerance to the
effects of marijuana (Rodrignez de Fonseca et
al,, 1994; Oviedo st al., 1993).

Acute administration of marijuana
confaining 2.1 percent delta®THC does not
produce ‘‘hangover effects” (Chait et al,,

1985). In chronic marijuana users, though, a
marijuana withdrawal syndrome has been
described that consisis of restlessness,
irritability, mild agitation, insomnia, sleep
EEG disturbances, nausea, and cramping that
resolves within a few days (Haney et al,,
1999}, However, the American Psychiatric
Association's Diagnostic and Statistical
Manual (DSM-IV-TR, 2000) doss not include
a listing for cannabis withdrawal syndrome
because, 'symptoms of cannabis withdrawal
. . . have been described . . . but their
clinical significance is uncertain,” A review
of all current clinical studies on cannabis
withdrawal led to the recommendation by
Budney et al. {2004} that the DSM introduce
a listing for cannabis withdrawal that
includes such symptoms as sleep difficulties,
strange dreams, decreased appetite,
decreased weighl, anger, irritability, and
anxiety, Based on clinical descriptions, this
syndrome appears to be mild compared to
classical alcohol and barbiturate withdrawat
syndromes, which can include more serious
symploms such as agitation, paranoia, and
seizures. A recent study comparing
marijuana and tebacco withdrawal symptoms
in humans demonstrated that the magnitude
and timecourse of the two withdrawal
syndromes are similar (Vandrey et al., 2005).

The production of an overt withdrawal
syndrome in animals following chronic
delta?-THC administration has been variably
demonstrated under conditions of natural
discontinuation. This may be the result of the
slow release of cannabinoids from adipose
storage, as well as the presence of the major
psychoactive metabolite, 11-hydroxy-delta®-
THC, When investigators have shown such a
withdrawal syndrome in monkeys follewing
the termination of cannabinoid
administration, the behaviors included
transient aggression, anorexia, biting,
irritability, scratching, and yawning (Budney
et al., 2004}. Howaever, in rodents treated
with a cannabinoid antagonist following
subacute administration of delta®-THC,
pronounced withdrawal symptoms,
including wet dog shakes, can be provoked
(Breivogel et al., 2003).

Behavioral Sensitization

Sensitization {o the effects of drugs is the
opposite of tolerance: instead of a reduction
in behavioral response upon repeated drug
administration, animals that are sensitized
demonstrate an increase in behavioral
response, Cadoni et al, (2001) demonstrated
that repeated exposure to delta®THC can
induce sensitization to a variety of
cannabinoids. These same animals also have
a sensitized response to administration of
opioids, an effect known as cross-
sensitization. Conversely, when animals were
sensitized to the effects of niorphine, there
was cross-sensitization to cannabinoids.
Thus, the cannabineid and opiocids systems
appear lo operate symmetrically in terms of
cross-sensitization.

Cardiovascular and Autonomic Effects

Single smoked or oral doses of deltas-THC
produce tachycardia and may incresse blood
pressure {Capriotti ot al., 1988; Benowitz and
Jones, 1975). However, prolonged delta®-THC
ingestion produces significant heart rate

slowing and blood pressure lowering
(Benowitz and jones, 1975). Both plant-
derived cannabinoids and endocannabinoids
have been shown to elicil hypotension and
bradycardia via activation of peripherally-
lccated CB, receptors (Wagner et al., 1998).
This study suggests that the mechanism of
this effect is through presynaptic CB,
receptor-mediated inhibition of
norepinephrine release from peripheral
sympathetic nerve terminals, with possible
additional direct vasodilation via activation
of vascular cannabinoid receptors.

The impaired circulatory responses
following delta® THC administration to
standing, exercise, Valsalva maneunver, and
cold pressor testing suggest that
cannabinoids induce a state of sympathstic
insufficiency. In humans, tolerance can
devalop to the orthostatic hypotension
{jones, 2002; Sidney, 2002}, possibly related
to plasma volume expansion, but does not
davelop to the supine hypotensive effects
(Benowitz and Jones, 1975). During chronic
marijuana ingestion, nearly complete
tolerance develops to tachycardia and
psychological effects when subjects are
challenged with smoked marijuana.
Electrocardiographic changes are minimal
even after large cumulative doses of delta®-
THC. {Benowitz and Jones, 1875},

It is notable that marijuana smoking by
older patients, particularly those with some
degree of coronary artery or cerebrovascular
disease, poses risks related to increased
cardiac work, increased catecholamines,
carboxyhemoglobin, and postural
hypotension {Benowitz and Jones, 1981;
Hollister, 1988).

Respiratory Effects

Transient bronchodilation is the mast
typical effect following acute exposure to
marijuana (Gong et al., 1984}, Long-term use
of marijuana can lead to an increased
frequency of chronie bronchitis and
pharyngitis, as well as chronic cough and
increased sputum. Pulmenary function tests
reveal that large-airway obstruction can oceur
with chronic marijuana smoking, as can
cellular inflammatory histopathologicat
abnormalities in bronchial epithelium
(Adams and Martin, 1996; Hollister, 1986).

The evidence that marijuana may lead to
cancer asscciated with respiratory effects is
inconsistent, with some studies suggesting a
positive correlation while others do not
{Tashkin, 2005). Several cases of lung cancer
have been reported in young marijuana users
with no history of tobacco smoking or other
significant risk factors (Fung et al., 1998).
Marijuana use may dose-dependently intsract
with mutagenic sensitivity, cigaretie smoking
and alcohol use to increase the risk of head
and neck cancer {Zhang et al., 1999).
However, in the largest study to date with
1,650 subjects, no positive association was
found bebween marijuana use and lung
cancer (Tashkin et al., 2006). This {inding
held true regardless of extent of marijuana
uss, when tobacco use and other potential
confounding factors were controlled.

The lack of evidence for carcinogenicily
related to cannabis may be related to the fact
that intoxication from marijuana does not
require Jarge amounis of smoked material.
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This may be especially pertinent since
marijuana is reportedly more potent taday
than a generation ago. Thus, individuals may
consume much less marijuana than in
pravious decades to reach the desired
subjective effects, exposing them to less
puotential carcinogens.

Endocrine System

The presence of in vitro delta®THC
reduces binding of the corticosteroid,
dexamethasone, in hippocampal tissue from
adrenalectomized rats, suggesting an
interaction with the glucocorticoid receptor
(Cldridge et al., 1991). Acate delta®-THC
relaases corticosterone, but tolerance
develops to this effect with chronic
administration {Eldridge et al., 1991).

Experimenlal administration of marijuana
to humans does not consistently alter
endocrine parameters, In an early study, male
subjects who experimentally received
smoked marijuana showed a significant
depression in luteinizing hormone and a
significant increase in corlisol were observed
{Cone et al., 1986). However, two later
studies showed no changes in hormones.
Male subjects who were experimentally
exposed to smoked delta®-THC (18 mg/
marijuana cigarette) or oral delta®-THC (10
mg t.i.d. for 3 days and on the morning of the
fourth day) showed no changes in plasma
prolactin, ACTH, cortisol, luteinizing
hormone, or testosterone levels {Dax of al.,
1989). Similarly, a study with 93 men and 56
women showed that chronic marjuana use
did not significantly alter concentrations of
testosterone, luteinizing hormone, follicle
stimulating hormene, prolactin, or cortisol
{Block st al., 1991).

Relatively liftle research has been
performed on the effects of experimentally
administered marijuana on female
reproductive system functioning. In
monkeys, delta®-THC administration
suppressed ovulation {Asch et al., 1981) and
raduced progesterone levels (Almirez et al.,
1983). However, when women were studied
following experimental exposure to smoked
marijuana, no hormonal or menstrual cycle
changes were cbserved (Mendelson and
Mello, 1984]). Brown and Dobs {2002) suggest
that the discrepancy between animal and
human hornonal response to cannabinoids
may be attributed to the development of
tolerance in humans.

Recent data suggest that cannabinoid
agonists may have therapeutic value in the
treatment of prostate cancer, a type of
carcinoma in which growth is stimulated by
androgens. Research with prostate cancer
cells shows that the mixed CB,/CB, agonist,
WIN-35212-2, induces apoptosis in prostate
cancer cell growth, as well as decreases in
expression of androgen receptors and
prostate-specific antigens (Sarfaraz et al.,
2005).

Immune System

Immune functions are altered by
cannahinoids, but there can be differences
between the effects of synthetic, natural, and
endogenous cannabinoids, often in an
apparently biphasic manner depending on
dose (Croxford and Yamamura, 2008).

Abrams et al. {2003} investigated the effect
of marijuana on immunological functioning

in 62 AIDS patients who were taking protease
inhibitors. Subjects received one of the
following three times a day: smoked
marijuana cigarette containing 3.95 percent
deltas-THG; oral tablet containing delta®-THC
(2.5 mg oral dronabinol); or oral placebo.
There were ne changes in CD4+ and CD8+
cell counts or HIV RNA levels or protease
inhibitor levels baetween groups,
demonsirating no short-term adverse
virologic effects from using cannabinoids in
individuals with compromised iminune
systams,

These human data contrast with data
generated in immunodeficient mice showing
that exposure to deita®-THC in vive
suppresses immune funciion, increases HIV
co-receptor expression, and acts as a cofactor
to enhance HIV replication (Roth et al.,

2005}

3. THE STATE OF CURRENT SCIENTIFIC
KNOWLEDGE REGARDING THE DRUG OR
OTHER SUBSTANCE

The third factor the Secretary must
consider is the state of current scientific
knowledge regarding marijuana, Thus, this
section discusses the chemistry, human
pharmacokinetics, and medical uses of
marijuana.

Chemistry

According to the DEA, Cannabis sativa is
the primary species of cannabis currently
marketed illegally in the United States of
America, From this plant, three derivatives
are sold as separate illicit drug products:
marijuana, hashish, and hashish oil.

Each of these derivatives contains a
complex mixture of chemicals. Among the
components are the 21 carbon terpenes found
in the plant as well as their carboxylic acids,
analogues, and transformation products
known as cannabinoids {Agurell et al., 1984
and 1986; Mechoulan, 1973). The
cannabinoids appear to naturally oceur only
in the marijuana plant and most of the
botanically-derived cannabinoids have been
identified. Among the cannabinoids, delta%-
THC {alternate name deltal-THC) and delta-
8-tetrahydrocannabinol {deltad-THC,
alternate name deltas-THC) are both found in
marijuana and are able {o produce the
characteristic psychoactive effects of
marijuana, Because delta®THC is more
abundant than deltas8-THC, the activity of
marijuana is largely attributed to the former.
Deltas-THC is found only in few varieties of
the plant (Hively et al., 1966).

Delta®-THG is an optically active resinous
substance, insoluble in water, and extremely
lipid soluble. Chemically deltas-THC is (6aR-
trans}-6a,7,8,10a-tetrahydro-6,6,9-trimethyl-
3-pentyl-6H-dibenzo-[b,d]pyran-1-ol or
{-}-delta®-(trans}-tetrahydiocannabinol. The
(-}-trans isomer of deltad-THC is
pharmacologically 6 to 100 times mare
potent than the {+)-trans isomer {Dewey et
al., 1984).

Other cannabinoids, such as cannabidiol
{CBD) and cannabinol (CBN), have been
characterized. UBD is not considered to have
cannabinol-like psychoactivity, but is
thought to have significant anticonvulsant,
sedative, and anxiolytic activity (Adams and
Martin, 1996; Agurell ot al., 1984 and 1986;
Hollister, 1986].

Marijuana is a mixture of the dried
flowering tops and leaves from the plant and
is variable in content and potency {Agurell et
al., 1984 and 1986; Graham, 1976;
Mechoulam, 1873}, Marijuana is usually
smoked in the form of rolled cigareties while
hashish and hash oil are smoked in pipes.
Potency of marijuana, as indicated by
cannabinoid content, has been reported io
average from as low as 1 to 2 percent to as
high as 17 percent.

The concentration of delta®-THC and other
cannabinoids in marijuana varies with
growing conditions and processing after
harvest. Other variables that can influence
the strength, quality, and purity of marijuana
are genetic differences among the cannabis
plant species and which parts of the plant are
collected (flowers, leaves, stems, etc.)
{Adams and Martin, 1996; Agurell et al.,
1984; Mechoulam, 1973). In the usual
mixture of leaves and stems distributed as
marijuana, the concentration of delta®THC
ranges widely from 0.3 to 4.0 percent by
weight, However, specially grown and
selected marijuana can contain even 15
percent or greater delta®-THC. Thus, a 1 gm
marijuana cigarette might contain as little as
3 mg or as much as 150 mg or more of deHa®-
THC.

Hashish consists of the cannabinoid-rich
resinous material of the cannabis plant,
which is dried and compressed into a variaty
of forms {balls, cakes, etc.). Pieces are then
broken off, placed into a pipe and smoked,
DEA reports that cannabinoid conient in
hashish averages 6 percent.

Hash oil is produced by solvent extraction
of the cannabinoids from plant material.
Color and odor of the extract vary, depending
on the type of solvent used. Hash oil is 2
viscous brown or amber-colored liquid that
contains approximately 15 percent
cannabinoids. One or bwo drops of the liquid
placed on a cigaretie purportedly produce the
equivalent of a single marijuana cigarette
(DEA, 2005},

The lack of a consistent concentration of
delta®-THC in botanical marijuana from
diverse sources complicates the
interpretation of clinical data using
marijuana. If marijuana is to be investigated
more widely for medical use, information
and data regarding the chemisiry,
manufacturing, and specifications of
marijuana must be developed.

Human Pharmacokinetics

Marijuana is generally smoked as a
cigarette (weighing between 0.5 and 1.0 gm),
or in a pipe. It can also be taken orally in
foods or as extracts of plant material in
ethanol or other solvents,

The absorption, metabolism, and
pharmacokinetic profile of delta® THC (and
other cannabinoids) in marijuana or other
drug products containing delta®™THC vary
with route of administration and fermulation
fAdams and Martin, 1996; Agurell et al., 1984
and 1986). When marijuana is administered
by smoking, delta®-THC in the form of an
aerosol is absorbed within seconds, The
psychoactive effects of marijuana ocour
immediately following absorption, with
maental and hehavioral effects measurable up
to 6 hours (Grotenhermen, 2003; Hollister,
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1986 and 1988). Delta?-THC is delivered to
the brain rapidly and sfficiently as would be
expecied of a very lipid-soluble drug,

The bicavailability of the delta®-THC [rom
marijuana in a cigarette or pipe can range
from 1 to 24 percent with the fraction
ahsorbed rarely exceeding 10 to 20 percent
{Agurell st al., 1986; Hollister, 1988}, The
ralatively low and variable bioavailability
resuits from the fellowing: significant loss of
delta®-THC in side-stream smoke, variation
in individual smoking behaviors,
cannabinoid pyrolysis, incomplele
absorption of inhaled smoke, and metabolism
in the lungs. A individual’s experience and
technique with smoking marijuana is an
important determinant of the dose that is
abserbed (Herning et al., 1986; johansson et
al., 1989).

After smoking, venous levels of delta®-THC
decline precipitously within minutes, and
within an hour are about 5 o 10 percent of
the peak level (Agurell et al., 1986; Huestis
ot al., 1992a and 1992h). Plasma clearance of
delta®-THC is approximately 950 ml/min or
greater, thus approximaling hepatic bloed
flow. The rapid disappearance of delta®™THC
from blood is largely due to redistribution to
other tissues in the body, rather than to
metabolism (Agurell et al., 1984 and 1986).
Metabolism in most Hssues is relatively slow
or absent, Slow release of delta®-THC and
other cannabinoids from tissues and
subsequent metabolism results in a long
elimination half-life. The terminal haif-life of
delta®-THC is estimated to range from
approximately 20 hours to as long as 10 to
13 days (Hunt and Jones, 1980}, though
reported estimates vary as expected with any
slowly cleared substance and the use of
assays of variable sensitivities. Lembexger et
al. (1870) determined the half-life of delta®-
THC to range from 23 to 28 hours in heavy
marijuana users to 60 {o 70 hours in naive
users.

Characterization of the pharmacckinetics
of delta®THC and other cannabinoids from
smoked marijuana is difficult (Agureli et al,,
1986; Herning et al., 1986; Huestis et al.,
1992a), in part because a subject’s smoking
behavior during an experiment is variable.
Each puif delivers a discrete dose of delta®-
THC. An experienced marijuana smoker can
titrate and regulate the dose to obtain the
desired acute psychological effects and to
avoid overdose and/or minimize undesired
effects. For example, under naturalistic
conditions, users will hold marijuana smoke
in the lungs for an exiended period of time,
in order to prelong absorption and increase
psychoactive effects. The effect of experience
in the psychelogical response may explain
why venous blood levels of delta®-THC
correlate poorly with intensity of effects and
level of intoxication {Agurell ef al., 1086;
Barnstt et al., 1985; Huestis et al., 1992a).

Additionally, puff and inhalation volume
changes with phase of smoking, tending fo be
highest at the beginning and lowest at the
end of smoking a cigarelte, Some studies
found frequent users to have higher puff
volumes than Jess frequent marijuana users.
During smoeking, as the cigarette length
shortans, the concentration of delta®-THC in
the remaining marijuana increases; thus, each
successive puff contains an increasing
concentration of delta®-THC.

In contrast to smoking, the onset of effects
after oral administration of delta®-THC or
marijuana is 30 to 90 min, which peaks after
2 to 3 hours and continues for 4 to 12 hours
{Grotenhermen, 2003; Adams and Martin,
1996; Agurell et al., 1984 and 1986}, Oral
bioavailability of deltas-THC, whether pure
or in marijuana, is low and extremely
variable, ranging between 5 and 20 percent
(Agurslt et al., 1984 and 1986). Following
oral administration of radioactive-labeled
delta®-THC, delta®-THC plasma levels are
low relative to those levels after smoking or
intravenous administration. There is inter-
and intra-subject variability, even when
repeated dosing occurs under controlled
conditions. The low and variable oral
bioavailability of delta™THGC is a
consequence of its first-pass hepatic
elimipation from blood and erratic
absorption from stomach and bowel, 1t is
more difficult for a user to titrate the oral
delta® THC dose than marijuana smoking
becanse of the delay in onset of effects after
an oral dose (typieally 1 to 2 hours}).

Cannabinoid metabolism is extensive.
Delta?-THC is metabolized via microsomal
hydroxylation to both active and inactive
metaholites (Lemberger et al., 1970, 1972a,
and 1972b; Agurell et al., 1986; Hollister,
1988) of which the primary active metabolite
was 11-hydroxy-delta®-THC. This metabolite
is approximately equipotent to delta®-THC in
producing marijuana-like subjective effects
{Agurell et al., 1986; Lemberger and Rubin,
1975). After oral administration, metabolita
levels may exceed that of delta®-THC and
thus contribute greatly to the
pharmacological effects of oral delta®-THGC or
marijuana. In addition te 11-hydroxy-delta®-
THC, some inactive carboxy metabolites have
terminal half-lives of 50 hours to & days or
more. The latter substances serve as long-
term markers of sarlier marijuana use in
urine tests. The majority of the absorbad
delta®-THC dose is eliminated in feces, and
about 33 percent in urine. Deltas-THC enters
anferchepatic circulation and undergoes
hydroxylation and oxidation to 11-nor-8-
carboxy-della®-THC. The glucuronide is
excreted as the major urine metabolite along
with about 18 nonconjugated metabolites,
Frequent and infrequent marijuana users are
similar in the way they metabolize delta®-
THC (Agurell et al., 1986).

Medical Uses for Marijuana

A NDA for marijuana/cannabis has not
been submitted to the FDA for any indication
and thus no medicinal product containing
botanical cannabis has besn approved for
marketing. However, small clinical studies
published in the current medical literature
demonsirate that research with marijuana is
being conducted in humans in the United
States under FDA-authorized investigational
new drug (IND) applications.

HHS states in a published guidance that it
is commilted to providing “'research-grade
marijuana for studies that are the most likely
to yisld usable, essential data” (HHS, 1999),
The opportunity for scientists to conduct
clinical research with botanical marijuana
has increased due to changes in the process
for obfaining botanical marijuana from NIDA,
the only legitimate source of the drug for

research in the United States, In May 1999,
HHS provided guidance on the procedures
for providing research-grade marijuana to
scientists who intend 1o study marijuana in
scientifically valid investigations and well-
controlled clinical trials (DHHS, 1999). This
action was prompted by the increasing
interest in determining whether
cannabinoids have medical use through
scientifically valid investigations.

In February 1897, a National Institutes of
Health {NIH)-sponsored workshop analyzed
available scientific information and
concluded that “in order to evaluate various
hypotheses concerning the potential utility of
marijuana in various iherapeutic areas, more
and better studies would be needed™ (NIH,
1997). In additon, in March 1999, the
Institute of Medicine {IOM) issued a dstailed
report that supported the 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 emiphasized that smoked
marijuana is a crude drug delivery system
that exposes individuals to a significant
number of harmful substances and that “if
there is any future for marijuana as a
medicine, it lies in its isclated components,
the cannabinoids and their synthetic
derivatives.” As such, the IOM recommended
that clinical trials should be conducted with
the goal of developing safe delivery systems
{nstitute of Medicine, 1999). Additionally,
state-level public initiatives, including
referenda in support of the medical use of
marijuana, have generated interest in the
medical community for high quality clinical
investigation and comprehensive safety and
effectiveness data.

For example, in 2000, the state of
California established the Center for
Medicinatl Cannabis Research (CMCR}
{(wwiv.cmer.ucsd.edu} "in response to
scientific evidence for therapeutic
possibilities of cannabis and local legislative
initiatives in favor of compassionate use”
{Grant, 2005). State legislation establishing
the CMCR called for high quality medical
research that will “enhance understanding of
the efficacy and adverse effects of marijuana
as a pharmacological agent,” but siressed that
the project “should not be construed as
encouraging or sanctioning the social or
tecreational use of marijuana.” CMCR has
thus far funded studies on the potential use
of cannabinoids for the treatment of multiple
sclerosis, neuropathic pain, appelite
suppression and cachexia, and severe pain
and nausea related to cancer or its treatment
by chemotherapy. To date, though, no NDAs
utilizing marijuana for these indications have
been submitted to the FDA.

Howaever, FDA approval of an NDA is not
the sole means through which a drug can be
determined to have a “‘currently accepied
medical use" under the CSA. According to
established case law, a drug has a “currently
accepied medical use” if all of the following
five elements have heen satisfied:

a, the drug's chemistry is known and
reproducible;

b. there are adequate safety studiss;

c. there are adequate and well-controlied
studies proving efficacy;

d. the drug is accepted by qualified
experts; and
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e, the scientific evidence is widely
available,

[Alliance for Cannabis Therapeutics v. DEA,
15 F.3d 1131, 1135 (D.C. Cir, 1994)]
Although the structures of many

cannabineids found in marijuana have been

characterized, a complete scientific analysis
of all the chemical components found in
marijuana has not been conducted. Safety
siudies for acute or subchronic
administration of marijuana have been
carried out through a limited number of

Phase 1 clinical investigations approved by

the FDA, but there have been no NDA-quality

studies that have scientifically assessed the
efficacy and full safely profile of marijuana
for any medical condition. A material
conflict of opinion among experts precludes

a finding that marijuana has been accepted

by gualified experis. At this time, it is clear

that there is not a consensus of medical
opinion concerning medical applications of
marijuana, Finally, the scientific evidence
regarding the safety or efficacy of marijuana
is typically available only in summarized
form, such as in a paper published in the
medical literature, rather than in a raw data
formal. As such, there is no opportunity for
adequate scientific scrutiny of whether the
data demonstrate safety or efficacy.
Alternataly, a drug can be considered to
have “a currently accepted medical use with
severe restrictions” (21 U.S.C. 812(b}{2){B})),

as allowed under the stipulations for a

Schedule If drug. However, as stated above,

a material conflict of opinion among experts

precludes a finding that marijuana has been

accepled by qualified experts, even under
condilions where its use is severaly
restricted. Thus, to date, research on the
medical use of marijuana has not progressed
to the point that marijuana can be considerad
to have a “currently accepted medical use”

or a "“currently accepted medical use with
severe restrictions.”

4, ITS HISTORY AND CURRENT PATTERN
OF ABUSE

The fourth factor the Secretary must
consider is the history and current pattern of
abuse of marijuana. A variety of sources
provide data necessary {o assess abuse
paiterns and irends of marijuana. The data
indicators of marijuana use include NSDUH,
Monitoring the Future (MTF), DAWN, and
Treatment Episode Data Set (TEDS}, which
are described below:

National Survey on Drug Use and Health

The National Survey on Drug Use and
Health (NSDUH, 2004; hitp://
oas.samhsa.gov/nsduh.htm) is conducted
annually by SAMHSA, an agency of HHS.
NSDUH provides estimates of the prevalence
and incidence of illicit drug, alcohol, and
tobacco use in the United States. This
database was known until 2001 as the
National Household Survey on Drug Abuse.
The survey is based on a nationally
represeniative sample of the civilian, non-
institutionalized population 12 years of age
and older. The survey identifies whether an
individual used a drug during a certain
period, but not the ameunt of the drug used
on each occasion. Excluded groups include
homeless people, active military personnel,
and residents of institutions, such as jails.

According to the 2004 NSDUH, 18.1
million individuals (7.9 percent of the U.S.
population) illicitly used drugs other than
alcohol and nicotine on a monthly basis,
compared to 14.8 million (6.7 percenl of the
1.5, populaton} users in 1999, This is an
increase from 1999 of 4.3 million {2.0 percent
of the U.5. population}. The most frequently
used illicit drug was marijuana, with 14.6
million individuatls (6.1 percent of the U.S.

population) using it monthly. Thus, regular
tllicit drug use, and more specifically
marijuana use, for rewarding responses is
increasing. The 2004 NSDUH estimated that
96.8 million individuals (40.2 percent of the
U.S. population) have tried marijuana at least
onca during their lifetime. Thus, 15 percent
of those who have tried marijuana on one
occasion go on to use it monthly, but 85
percent of them do not.

Monitoring the Future

MTYF (2005, htip://
www.monitoringthefuture.org) is a NIDA-
sponsored annual national survey that tracks
drug use trends among adolescents in the
United States. The MTI surveys 8th, 10th,
and 12th graders every spring in randomly
selected U.S. schools. The MTF survey has
been conducted since 1975 for 12th graders
and since 1991 for 8th and 10th graders by
the Instituts for Social Research at the
University of Michigan under a grant from
NIDA. The 2005 sample sizes were 17,300—
8ih graders; 16,700—-10th graders; and
15,400—12th graders, In all, a total of 49,300
students in 402 schools participated.

Since 1998, illicit drug use among teens
dacreased and held steady through 2005 in
all three grades [Table 1). Marijuana
remained the most widely used illicit drug,
though its use has steadily decreased since
1999. For 2005, the annual prevalence rates
for marijuana use in grades 8, 10, and 12
weore, respectively, 12.2 percent, 26.6
percent, and 33.6 percent. Current monthly
prevalence rates for marijuana use were 6.6
percent, 15.2 percent, and 19.8 percent. (See
Table 1). According to Gruber and Pope
(2002}, when adolescenis who used
marijuana reach their late 20's, the vast
majority of these individuals will have
stopped using marijuana.

TABLE 1—TRENDS IN ANNUAL AND MONTHLY PREVALENCE OF USE OF VARIOUS DRUGS FOR EIGHTH, TENTH, AND
TWELFTH GRADERS, FROM MONITORING THE FUTURE. PERCENTAGES REPRESENT STUDENTS IN SURVEY RESFOND-
ING THAT THEY HAD USED A DRUG EITHER IN THE PAST YEAR OR IN THE PAST 30 DAYs

Annual 30-Day
2003 2004 2005 2003 2004 2005

Any illicit drug {a):

Bth GIAAE oot s e e 16.1 i5.2 15.5 9.7 8.4 85

10th Grade ... 320 311 29.8 19.5 18.3 17.3

T2t GIAAE e creeemritrrer s s s s e 39.3 38.8 384 241 234 231
Any illicit drug other than cannabis (a):

BN GIBAR e s s e s s s 8.8 7.9 8.1 4,7 4.1 4.1

10th Grade ... 13.8 13.5 12.9 6.9 6.9 6.4

T2H0 GIAAR .eovieiericiree st en bbb s st b sasan s sr e 19.8 20.5 19.7 10.4 10.8 10.3
Mariiuanashashish:

8th Grade ..... 2.8 11.8 12.2 7.5 6.4 6.6

toth Grade ... 28.2 27.6 26.6 17.0 15.9 15.2
T2 GIAE coeeeieveeeeeeeee et sts e ea e sr s s eress e sasr s e mennsr e s sas e e senn s emnnneeae 34.9 34.3 336 21.2 19.9 19.8

SOURCE: The Monitoring the Future Study, the University of Michigan,
a. For 12th graders only, “any ifficit drug” Includes any use of marljuana, 18D, other hallucinogens, crack, other cocaine, or herein, or any use
of other opiates, stimutanis, barbiturates, or iranquilizers not under a doclor's orders. For 8th and 10lh graders, the use of olher opiates and bar-

biturates was excluded.

Drug Abuse Warning Network

DAWN (2008, http://
daswwninfo.samhsa.gov/) is a national
probability survey of U.S. hospitals with EDs

designed to oblain information on ED visits
in which recent drug use is implicated. The
ED data from a representative sample of
hospital emergency departments are

weighted to produce national estimates. It is
critical to note that DAWN data and
estimates for 2004 are not comparabla to
those for any prior years because of vast
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changes in the methodology used to collect
the data. I"urther, estimates for 2004 are the
first to be based on a new, redesigned sample
of hospitals. Thus, the most recent estimates
available are for 2004.

Many factors can influence the estimates of
ED visits, including trends in the ED usage
in general, Some drug users may have visited
EDs for a varisty of reasons, some of which
may have heen life-threatening, whereas
athers may have sought care at the ED for
detoxificalion because they needed
certification before entering treatment,
DAWN data do not distinguish the drug
rasponsible for the ED visit from others used
concomitantly, As stated in a recent DAWN
reporl, “Since marijuana/hashish is
frequently present in combination with other
drugs, the reason for the ED contact may be
more relevant to the other drug(s) involved
in the episode.”

FFor 2004, DAWN estimates a total of
1,997,993 {95 percent confidence interval
{CI]: 1,708,205 to 2,287,781} drmg-related ED
visits for the entire United States. During this
period, DAWN estimates 940,953 (CL:
773,124 to 1,108,782) drug-related ED visits
involved a major drug of abuse. Thus, nearly
half of all drug-related visits involved alcohol
or an illicit drug. Overall, drug-related ED
visits averaged 1.6 drugs per visit, including
illicit drugs, alcohel, prescription and over-
the-counter (OTC) pharmaceuticals, dietary
supplemsnts, and non-phamiaceuatical
inhalants.

Marijuana was involved in 215,665 {CI:
175,930 to 255,400} ED visits, while cocaine
was involved in 383,350 {CI: 284,170 to
482,530} ED visits, heroin was invelved in
162,137 {ClI: 122,414 to 201,860} ED visits,
and stimulants, including amphetamine and
methamphetamine, were invelved in 102,843
fCI: 61,520 to 144,166) ED visits. Other illicit
drugs, such as PCP, MDMA, and GHB, were
much less frequently associated with ED
visits.

Approximately 18 percent of ED visits
involving marijuana were for patients under
the age of 18, whereas this age group
accounts for less than 1 percent of the ED
visils involving heroin/morphine and
approximately 3 percent of the visits
involving cocaine. Since the size of the
population differs across age groups, a
measure standardized for population size is
useful to make comparisons, For marijuana,
the rates of ED visits per 100,000 population
were highest for patients aged 18 to 20 (225
ED visits per 100,000} and for patients aged
21 to 24 {190 ED visits per 100,000},

Treatment Episode Data Set

TEDS (TEDS, 2003; htip://oas.somhsa.gov/
dusis.himiiteds2) system is part of
SAMHSA’s Drug and Alcoho!l Services
Information System {Office of Applied
Science, SAMHSA). TEDS comprises data on
treatment admissions that are routinaly
collected by States in monitoring their
substance abuse trealinent systems. The
TEDS report provides information on the
demographic and substance use
characteristics of the 1.8 million annual
admissions to treatment for abuse of alcohol
and drugs in facilities that report to
individual State administrative data systems.

TEDS is an admission-based systent, and
TEDS admissions do not reprasent
individuals. Thus, a given individuat
admitted to treatment twice within a given
year would be counted as two admissions,
Additionally, TEDS does not include all
admissions to substance abuse treahment.
TEDS includes facilities that are licensed or
certified by the States to provide substance
abuse treaiment and that are required by the
States to provide TEDS client-level data,
Facilities that report TEDS data are those that
receive State alcohol and/or drug agency
funds for the provision of alcohel and/or
drug treatment services. The primary goal for
TEDS is to monitor the characteristics of
treatment episodes for substance abusers.

Primary marijuana abuse accounted for
15.5 percent of TEDS admissions in 2003, the
latest year for which data are available.
Three-quarters of the individuals admitted
for marijuana were male and 55 percent of
the admitted individuals were white. The
average age at admission was 23 years, The
largest proportion {84 percent} of admissions
o ambulatory treatment was for primary
marijuana abuse. More than half (57 percent)
of marijuana treatment admissions were
referred through the criminal justice systen.

Between 1993 and 2003, the percentage of
admissions for primary martjuana use
increased from 6.9 percent {o 15.5 percent,
comparable to the increase for primary
opioid use from 13 percent in 1993 to 17.6
percent in 2003. In contrast, the percentage
of admissions for primary cocaine use
declined from 12.6 percent in 1993 fo 9.8
percent in 2003, and for primary alcohol use
from 56.9 percent in 1893 to 41.7 percent in
2003,

Twenty-six percent of those individuals
who were adiitted for primary use of
marijuana reporied its daily use, although
34.8 percent did not use marijuana in the
past month. Nearly all (96.2 percent) of
primary marijuana users utilized the drug by
smoking it. Over 90 percent of primary
marijuana admissions used marijuana for the
first time before the age of 18.

5. THE SCOPE, DURATION, AND
SIGNIFICANCE OF ABUSE

The fifth factor the Secretary must consider
is the scope, duration, and significance of
marijuana abuse. According to 2004 data
from NSDUH and MTF, marijuana remains
the most extensively used illegal drug in the
United States, with 40.6 percent of U.S.
individuals over age 12 (96.6 million) and
44.8 percent of 12th graders having used
marijuana at least once in their lifetime,
While the majority of individuals over age 12
(85 percent) who have used marijuana do not
use the drug monthly, 14.6 million
individuals (6.1 percent of the U.S.
population) report that they used marijuana
within the past 30 days. An axamination of
use among various age cehorts in NSDUH
demanstrates that menthly use occurs
primarily among college age individuals,
with use dropping off sharply after age 25.

DAWN data show that marijuana was
involved in 79,663 ED visits, which amounts
to 13 percent of all drug-related ED visits.
Minors accounted for 15 percent of these
marijuana-related visits, making marijuana

the drug most frequently associated with ED
visits for individuals under the age of 18
years.

Data from TEDS show that 15.5 percent of
all admissions were for primary marijuana
abuse, Approximately 80 percent of these
primary marijuana admissions were for
individuals under the age of 18 years.

6, WHAT, IF ANY, RISK THERE IS TO THE
PUBLIC

"The sixth factor the Secrelary must
consider is the risk marijuana poses to the
public health. The risk to the public health
as measured by emergency room episodes,
marijuana-related deaths, and drug treatment
admissions is discussed in full under Factors
1, 4, and 5, above, Accordingly, Facter 6
focuses on the health risks to the individual
user.

All drugs, both medicinal and illicit, have
a broad range of effects on the individual
user that are dependent on dose and duration
of use among others. FDA-approved drug
products can praduce adverse events {or
“side effects”) in some individuals even at
doses in the therapeutic range. When
determining whether a drug product is safe
and effective for any indication, FDA
performs an extensive risk-benefit analysis to
dstermine whether the risks posed by the
drug product’s potential or actual side effects
are outweighed by the dmg product’s
potential benefits. As marijuana is nat FDA-
approved for any medicinal use, any
potential benefits atirtbuted to marljuana use
have not been found to be outweighed by the
risks, However, cannabinoids are generally
potent psychoactive substances and are
pharmacologically active on multiple organ
systems,

Tha discussion of marijuana’s central
nervous system, cognitive, cardiovascular, .
autonomie, respiratory, and immune system
effects are fully discussed under Factor 2.
Consequences of marijuana use and #buse are
discussed below in terms of the risk from
acute and chronic use of the drug to the
individual user {Institute of Medicine, 1999),

Risks from acute use of marijuana

Acule use of marijuana impairs
psychomotor performance, including
performance of complex tasks, which makes
it inadvisable to operate motor vehicles or
hieavy equipment after using marijuana
(Ramaskers et al., 2004), Dysphoria and
psychological distress, including prolonged
anxiety reactions, are potential responses in
a minority of individuals who use marijuana
{Haney st al., 1998},

Risks from chronic use of marfjuana

Chronic exposure to marijuana smoke is
considered to be comparable to tobacco
smoke with respect to increased risk of
cancer, lung damage, and poor pregnancy
outcome, Although a distinctive marijuana
withdrawal syndrome has been identified,
indicating that marijuana produces physical
dependence, this phenomenon is mild and
short-lived (Budney et al., 2004), as described
above under Factor 2,

The Diagnostic and Statistical Manual
{DSM-IV-TR, 2000} of the American
Psychiatric Association states that the
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consequences of cannabis abuse are as
follows:

[Pleriodic cannabis use and intoxication
can interfere with performance at work or
school and may be physically hazardous in
sHuations such as driving a car, Legal
problems may occur as a consequence of
arresis for cannabis possession. There may be
arguiments with spouses or parents over the
possession of cannabis in the home or its use
in the presence of children. When
psychological or physical problems are
associated with cannabis in the context of
compulsive use, a diagnosis of Cannabis
Dependence, rather than Cannabis Abuse,
should he considered.

Individuals with Cannabis Dependence
have compulsive use and associated
problems. Tolerance to most of the effects of
cannabis has been reported in individuals
whio use cannabis chronically. There have
also been some reports of withdrawal
symptoms, but their clinical significance is
uncertain. There is some evidence that a
majority of chronic users of cannabinoids
report histories of tolerance or withdrawal
and that these individuals evidence mors
severa drug-related problems overall,
Individuals with Cannabis Dependence may
use very potent cannabis throughout the day
over a pertod of months or years, and they
may spend several hours a day acquiring and
using the substance. This often interferes
with family, school, work, or recreational
activities. Individuals with Cannabis
Dependence may also persist in their use
despite knowledge of physical problems (e.g.,
chronic cough related to smoking) or
psychological problems (e.g., excessive
sedation and a decrease in goal-oriented
activities resulting from repeated use of high
doses),

7. TS PSYCHIC OR PHYSIOLOGIC
DEPENDENCE LIABILITY

The seventh factor the Secretary must
consider is marijuana’s psychic or
physiologic dependence liability. Physical
dependence is a state of adaptation
manifested by a drug class-specific
withdrawal syndrome produced by abrupt
cessation, rapid dose reduction, decreasing
bload level of the drug, and/or
administration of an antagonist (American
Academy of Pain Medicine, American Pain
Society and American Society of Addiction
Medicine consensus document, 2001}, Long-
lerm, regular use of marijuana can lead to
physical dependence and withdrawal
following discontinuation as well as psychic
addiction or dependence. The marijuana
withdrawal syndrome consists of symptoms
such as restlessness, mnild agitation,
insomnia, nausea, and cramping lthat may
resolve after 4 days, and may requive in-
hoespital treatment. It is distinct from the
withdrawal syndromes associated with
alcohol and heroin use (Budney et al., 1999;
Haney et al., 1999}, Lane and Phillips-Bute
{1998) describes milder cases of dependence
including symptoms that are comparable to
those from caffeine withdrawal, including
decreased vigor, increased fatigue,
sleepiness, headache, and reduced ability to
work. The marijuana withdrawal syndreme
has been reported in adolescents who were

admitted for substance abuse lreatment or in
individuals who had been given marijuana
on a daily basis during research conditions,
Withdrawal symptoms can also be induced
in animals following administration of a
cannabinoid antagonist after chronic delta®-
THC administration (Broivogel et al., 2003},

Tolerance is a state of adaptation in which
exposure to a drug induces changes that
result in a diminution of one or more of the
drug’s effects over time (American Academy
of Pain Medicine, American Pain Society and
American Society of Addiction Medicine
consensus document, 2001}, Tolerance can
develop to marijuana-induced cardiovascular
and autonomic changes, decreased
intraocular pressure, sleep and sleep EEG,
and mood and behavioral changes (Jones et
al., 1981). Down-regulation of cannabinoid
receptors has been suggested as the
mechanism underlying tolerance to the
effects of marijuana (Rodriguez de Fonseca et
al., 1994]). Pharmacological tolerance does
not indicate the physical dependence
liability of a drug.

8. WHETHER THE SUBSTANCE IS AN
IMMEDIATE PRECURSOR OF A
SUBSTANCE ALREADY CONTROLLED
UNDER THIS ARTICLE

The eighth factor the Secretary must
consider is whether marijuana is an
immediate precursor of a controlled
substance, Marijuana is not an immediate
precursor of another controtled substance.

RECOMMENDATION

After consideration of the eight factors
discussed above, HHS recommends that
marijuana remain in Schedule I of the CSA.
Marijuana meets the three criteria for placing
a substance in Schedule I of the CSA under
21 U.S.C. 812(b}{(1}:

1) Marijuana has a high potential for abuse:

The large number of individuals using
marijuana on a regular basis, its widespread
use, and the vast amount of marijuana that
is available for illicit use are indicative of the
high abuse potential for marijuana.
Approximately 14,6 million individuals in
the United States (6.1 percent of the U.S,
population) used marijuana monthly in 2003,
A 2003 survey indicates that by 12th grade,
33.6 percent of students report having used
marijuana in the past year, and 19.8 percent
report using it monthly. In Q3 te Q4 2003,
79,663 LD visits were marijuana-related,
represanting 13 percent of all drug-related
episodes, Primary marijuana use accounted
for 15.5 percent of admissions to drug
treatment programs in 2003. Marijuana has
dose-dependent reinforcing effects, as
demonstrated by data that humans prefer
higher deses of marijuana to lower doses. In
addition, there is evidence that marijuana use
can result in psychological dependence in at
risk individuals.

2) Marijuana has no currently accepted
medical use in treatment in the United
States:

The FIXA has not yet approved an NDA for
marijuana. The opportunity for scientisis to
conduct clinical rasearch with marijuana
exists under the HHS policy supporting
clinical research with botanical marijuana.

While there are INDs for marijuana active at
the FDA, marijuana does not have a currently
accepted medical use for treatment in the
United States, nor does it have an accepled
medical use with severs restrictions,

A drug has a “currently accepled medical
use” if all of the following five eloments have
been satisfied:

a. The drug's chemistry s known and
reproducible;

b. There are adequate safety studies;

c. There are adequate and well-controlled
studies proving efficacy;

d. The drug is accepted by qualified
experts; and

e. The scientific evidence is widely
available.
tAlliance for Cannabis Therapeutics v. DEA,

15 F.3d 1131, 1135 [D.C. Cir. 1994]]

Although the structures of many
cannabinoids found in marijuana have been
characterized, a complete scientific analysis
of all the chemical components found in
marijuana has not been conducted. Safety
studies for acute or subchronic
administration of marijuana have been
carried out through a limited number of
Phase 1 clinical investigations approved by
the FDA, but there have been no NDA-guality
studies that have scientifically assessed the
efficacy of marijuana for any medical
condition. A material conflict of opinton
among experts precludes a finding that
marijuana has been accepted by qualified
axperts. At this time, it is clear that there is
not a consensus of medical opinion
concerning medical applications of
marijuana. Finally, the scientific evidence
regarding the safety or efficacy of marijuana
is typically available only in summarized
form, such as in a paper published in the
medical literature, rather than in a raw dala
format. As such, there is ne opportunity for
adequate seientific scrutiny of whether the
data demonstrate safety or efficacy.,

Alternately, a drug can be considered to
have "a currently accepted medical use with
severe restrictions” (21 U.S.C. 812(b){(2)(B}],
as altowed under the stipulations fora
Schedule II drug. However, as stated aboves,
a material conflict of opinion among experts
preciudes & finding that marijuana has been
accepted by gualified experts, even under
conditions where its use is severaly
resiricted, To date, research on the medical
use of marijuana has not progressed to the
point that marijuana can be considered to
have a “currently accepted medical use™ or
a "currently accepted medical use with
sevare restrictions.”

3) There is a lack of accepted safety for use
of marijuana under medical supervision,

At present, there are no FDA-approved
marijuana products, nor is marijuana under
NDA evaluation at the FDA for any
indication, Marijuana does not have a
currently accepted medical use in treatment
in the United States or a currently accepted
medical use with severe restrictions, The
Canter for Medicinal Cannabis Research in
California, among others, is conducting
research with marijuana at the IND level, but
these studies have not yei progressed to the
stage of submitting an NDA. Thus, at this
time, the known risks of marijuana use have
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not been shown te be outweighed by specific
benefits in well-controlled clinical trials that
scientifically evaluate safety and efficacy.

In addition, the agency cannot conclude
thal marijuana has an acceptable level of
safety withoul assurance of a consistent and
predictable potency and without proof that
the subsiance is fres of contamination. If
marijuana is o be investigated more widely
for medical use, information and dala
regarding the chemistry, manufacturing, and
specifications of marijuana must be
developed. Therefore, HHS concludes that,
even under medical supervision, marijuana
has not been shown at present to have an
acceptable level of safety.
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Marijuana

Scheduling Review Document: Eight Factor

Analysis

Drug and Chemical Evaluation Section

Office of Diversion Control

Drug Enforcement Administration, April
2011

INTRODUCTION

On October 9, 2002, the Coalition for
Rescheduling Cannabis submitied a petition
to the Drug Enforcement Administration
(DEA) to initiate proceedings for a repeal of
the rules or regulations that place marijuana 3
in schedule I of the Controlled Substances
Act [CSA). The petition requests that
marijuana be rescheduled as “‘cannabis” in
either schedule 11, 1V, or V of the CSA. The
petitioner claims that:

1. Cannabis has an accepted medical use in
the United States;

2. Cannabis is safe for use under medical
supervision;

3. Cannabis has an abuse potential Jower
than schedule I or Il drugs; and

4, Cannabis has a dependence liability that
is lower than schedule I or II drugs.

The DEA accepted this petition for filing
on April 3, 2003. In accordance with 21

3 The Centrolied Substances Act [CSA) defines
marijuana as the following:

All parts of the plant Cannabis sativa L., whether
growing or not; the seeds thereof; the resin
extracted from any parl of such plant; and every
compound, manufacture, salt, derivative, mixture,
ar proeparation of such plant, ils seads or resin. Such
term does not inclede the mature stalks of such
plamt, fiber produced from such statks, oil or cake
made from the seeds of such plant, any other
compound, manufacture, salt, derivative, mixture,
or preparation of such mature stalks {excepi the
resin extracted thera from), fiber, oil, or cake, or the
sterilized seed of such plant which is incapable of
germination, 21 U.8.C. 802{16}.

Note that “marihuana™ is the spelling originally
used in the CSA. This document uses the spelling
that is more common in current usage, “marijuana.”

U.S.C. 811(b}, after gathering the necessary
data, the DEA requested a medical and
scientific evaluation and scheduling
recommendation for cannabis from the
Department of Health and Human Services
(DHHS]) on July 12, 2004, On December 6,
2006, the DHHS provided its scientific and
medical evaluation titted Basis for the
Recommendation for Maintaining Marijuana
in Schedule I of the Controlled Substances
Act and recommmended that marijuana
continue to be controlled in schedule I of the
CSA.

The CSA requires DEA to determine
whether the DHHS scientific and medical
avaluation and scheduling recommendation
and “all other relevant data’ constitute
substantial evidence that the drug should be
rescheduled as proposed in the petition, 21
U.5.C. 811(b). This document is prepared
accordingly.

The Attorney General “may by rule”
transfer a drug or other substance bstwesn
schedules if he finds that such drug or other
substance has a potential for abuse, and
makes with respect to such drug or other
substance the findings prescribed by
subsection (b) of Section 812 for the schedule
in which such drug is to be placed. 21 U.S.C.
811fa){1). In order for a substance to be
placed in schedule I, the Attorney General
must find that:

A. The drug or other substance has a high
potential for abusa.

B. The drug or other substance has no
currently accepted medical use in treatment
in the United States.

C. There is a lack of accepted safety for use
of the drug or other substance under medical
supervision.

21 U.S.C. 812(b)(1)(A}-{C). To be classified in
ona of the other schedules (I through V}, a
drug of abuse must have either a *‘currently
accepted medical use in treatment in the
United States or a currently accepted medical
use with severs restrictions.” 21 U.8.C,
812(b}{(2)-{5). If a conirolled substance has no
such currently accepted medical use, it must
be placed in schedule I. See Notice of Denial
of Petition, 66 FR 20038, 20038 (Apr. 18,
2001) (“Congress established only one
schedule—schedule I—for drugs of abuse
with ‘no currently accepted medical use in
treatment in the Uniled States’ and ‘lack of
accepted safety for use . . . under medical
supervision.''}.

In deciding whether to grant a petilion to
initiate rulemaking proceedings with respect
to a particular drug, DEA must determine
whether there is sufficient evidence to
conclude that the drug meats the criteria for
placement in another schedule based on the
criteria set forth in 21 U.S.C. 812(b}. To do
so0, the CSA requires that DEA and DHHS
consider eight factors as specified in 21
1.8.C. 811(c). This document is organized
according to these eight factors.

With specific regard to the issue of whether
the drug has a currently accepted medical
use in treatment in the United States, DHHS
stales that the FDA has not evaluated nor
approved a new drug application (NDA} for
marijuana, The long-established factors
applied by the DEA for determining whether
a drug has a “currently accepted medical
use' under tha CSA ara:
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1. The drug's chemistry must be known
and reproducible;

2. There must be adequate safety studies;

3. There must he adequate and well-
controlled studies proving efficacy;

4, Tha drug must be accepted by qualified
experts; and

5. The scientific evidence must be widely
available,

57 FR 10,499, 10,506 (1992); Alliance for
Cannabis Therapeutics v, DEA, 15 F.3d 1131,
1135 (D.C. Gir. 1994) (ACT) {upholding these
factors as valid criteria for determining
“accepted medical use”). A drug will be
deemed (o have a currently accepied medical
use for GSA purposes only if all five of the
foregoing elements are demonstrated. This
test is considered here under the third factor.

Accordingly, as the eight factor analysis
sets forth in detail below, the evidence
shows:

1. Actual or relative potential for abuse.
Marijuana has a high abuse petential. It is the
most widely used illicit substance in the
United States. Preclinical and clinical data
show that it has reinforcing effects
characteristic of drugs ef abuse. National
databases on actual abuse show marijuana is
the most widely abused drug, including
significant numbers of substance abuse
treatment admissions. Data on marijuana
seizures show widespread availability and
trafficking,

2. Scientific evidence of ils
pharmacological effect. The scientific
understanding of marijuana, cannabinoid
receptors, and the endocannabinoid system
has improved, Marijuana produces various
pharmacological effecis, including subjective
{e.g., suphoria, dizziness, disinhibition),
cardiovascular, acute and chronic
raspiratory, immune system, cognitive
impairment, and prenatal exposure effects as
wall as possible increased risk of
schizophrenia among those predisposed to
psychosis.

3. Current scientific knowledge, There is no
currently accepied medical use for marijuana
in the United States. Under the five-part test
for currently accepled medical use approved
in ACT, 15 F.3d at 1135, there is no complete
scientific analysis of marijnana’s chemical
components; there are no adequate safety
studias; there are no adequate and well-
controlled efficacy studies; there is not a
consensus of medical opinion concerning
medical applications of marijuana; and the
scientific evidence regarding marijuana’s
safoty and efficacy is not widely available,
While a number of siates have passed veter
refarenda or legislative actions authorizing
the use of marijuana for medical purposes,
this does not establish a currently accepted
medical use under federal law. To date,
scientific and medical research has not
progressed to the point that marijuana hasa
currently accepted medical use, aven under
conditions where its use is severely
restricted.

4, History and current pattern of abuse,
Marijuana use has been relatively stable from
2002 io 2009, and it continues to be the most
widely used illicit drug, In 2009, there were
16.7 million gurrent users. There were also
2.4 million new users, most of whom were
less than 18 years of age. During the same

period, marijuana was the most frequently
identified drug exhibit in federal, state, and
local laboratories. High consumption of
marijuana is fueled by increasing amounts of
hoth domestically grown and illegally
simuggled foreign source marijuana, and an
increasing percentage of seizures involve
high potency marijuana,

5. Scape, duration, and significance of
abuse. Abuse of marijuana is widespread and
significant. In 2008, for example, an
estimated 3.9 million people aged 12 or older
used marijuana on a daily or almost daily
basis over a 12-month period. In addition, a
significant proportion of all admissions for
treatment for substance abuse are for primary
marijuana abuse: in 2007, 16 percent of all
admissions wers for primary marijuana
abuse, representing 287,933 individuals, Of
individuals under the age of 19 admitted to
substance abuse lreatment, more than half
were treated for primary martjuana abuse.

6. Risk, if any, to public health, Together
with the health risks outlined in terms of
pharmacological effects above, public health
risks from acute use of marijuana include
impaired psychomotor performance,
including impaired driving, and impaired
performance on tests of learning and
associative processes, Public health risks
from chronic use of marijuana include
respiratory effects, physical dependence, and
psychological problems.

7. Psychie or physiological dependence
liability. Long-term, regular use of marijuana
can lead to physical dependence and
withdrawal following discontinuation, as
well as psychic addiction or dependence.

8. Immediate precursor. Marijuana is not
an immediate precursor of any controlled
substance,

This review shows, in particular, that the
avidence is insufficient with respect to the
specific issue of whether marijuana has a
currently accepted medical use under the
five-part test. The evidence was insufficlent
in this regard on the prior two occasions
when DEA considered petitions to
reschedule marijuana in 1992 (67 IR 10499) 4
and in 2001 (66 FR 20038).5 Little has
changed since then with respect lo the lack
of clinical evidence necessary to establish
that marijuana has a currently accepted
medical use: only a limited number of FDA-
approved Phase 1 clinical investigations have
been carried out, and there have hesn no
studies that have scientifically assessed the
efficacy and full safety profile of marijuana
for any medieal condition.® The limited

1 Petition for review dismissed, Alliance for
Cannabis Therapentics v. DEA, 15 F.3d 1131 (D.C.
Ciz. 1994},

5 Petition for review dismissed, Geftman v. DEA,
290 F.3d 430 (B,C. Cir. 2002).

8Clinical trials generally proceed in three phases.
See 21 CFR 312.21 (2010). Phase [ irials encompass
initial testing in human subjects, generally
involving 20 to 80 patients. 1d. They are designed
primarily to assess initial safoty, tolerability,
pharmacokinetics, pharmacedynamics, and
preliminary studies of potential therapeutic benefit,
G2 FR 66113, 1997, Phase I and Phase [T studies
involva successively larger groups of patients:
usually no more than several hundred subjects in
Phase I, and usually from several hundred to
several thousand in Phase HI 21 CFR 312.21. These
studies are designed primarily to explore (Phase i}

extsting clinical evidence is not adequate to
warrant rescheduling of marijuana under the
CSA.

Ta the conirary, the dala in this Scheduling
Review document show that marijuana
continues to meet the criteria for scheduls
control under the CSA for the following
reasons:

1. Marijuana has a high potential for abuse,

2. Marijuana has no currently accepted
medical use in treatment in the United
States.

3. Marijuana lacks accepted safety for use
under medical supervision.

FACTOR 1: THE DRUG’S ACTUAL OR
RELATIVE POTENTIAL FOR ABUSE

Marijuana is the most commonly abused
illegal drug in the United States, It is also the
most commonly used illicit drug by
American high-schoolers, Marijuana is the
most frequently identified drug in state, local
and federal forensic laboratories, with
increasing amounts both of domestically
grown and of illicitly smuggled marijuana.
Marijuana’s main psychoactive ingredient,
A9.THG, is an effective reinforcer in
Iahoratory animals, including primates and
rodeits. These animal studies hoth predict
and support the observations that A% THC,
whether smoked as marijuana or
administered by other routes, produces
reinforcing effects in humans, Such
reinforcing effects can account for the
repeated abuse of marijuana.

A. Indicators of Abuse Potential

DHHS has concluded in its document,
"Basis for the Recommendation for
Maintaining Marijuana in Schedule I of the
Controlled Substances Act”, that marijuana
has a high potential for abuse. The finding of
“abuse potential” is critical for control under
the Conirolled Substances Act (CSA}
Although the term is not defined in the CSA,
guidance in determining abuse potential is
provided in the legislative history of the Act
{Comprehensive Drug Abuse Prevention and
Control Act of 1970, H.R. Rep. No. 91144,
91st Cong., Sess.1 {1970), reprinted in 1970
U.S.C.C.A.N. 4566, 4603). Accordingly, the
following items are indicators that a drug or
other subsiance has potential for abuse:

+ There is evidencs that individuals are
taking the drug or other substance in
amounts sufficient to create a hazard to their
healih or o the safety of other individuals or
to the community; or

o There is significant diversion of the drug
or other subsiance from legitimate drug
channels; or

¢ Individuals are taking the drug or
substance on their own initiative rather than
on the basis of medical advice from a
praciitioner licensed by law to administer
such drugs; or

« The drug is a new drug so related in its
action to a drug or other substance already
listed as having a potential for abuse to make
it likely that the drug substance will have the
same potential for abuse as such drugs, thus

and to demonstrate or confirm {Phase 11}
therapeutic efficacy and benefit in patients. 62 FR
66113, 1997, See also Riegel v. Medtronic, Inc., 128
S.Ct. 999, 1018-19 n.15 (2008) {Ginsburg, .,
dissenting].
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making it reasonable to assume that there
may be significant diversion from lagiimate
channels, significant use contrary to or
without medical advice, or that it has a
substantial capability of creating hazards to
the health of the user or to the safety of the
community. Of course, evidence of actual
abuse of a substance is indicative that a drug
has a potential for abuse.

After considering the above items, DHHS
has found that marijuana has a high potential
for abuse,

1. There is evidence that individuals are
taking the drug or other substance in
amounts sufficient to create a hazard to their
health or to the safety of other individuals or
to the cormmunity.

Marijuana is the most highly used illicit
substance in the United States, Smoked
marijuana exerts a number of cardiovascular
and respiratory effects, both acutely and
chronically and can cause chronic bronchitis
and inflammatory abnormalities of the lung
tissue, Marijuana’s main psychoactive
ingredient A®-THG alters immune function
and decreases resistance to microbial
infections. The cognitive impairments caused
by marijuana use that persist beyond
behaviorally detectable intoxication may
have significant consequences on workplace
performance and safety, academic
achievement, and automotive safety, and
adolescents may he particularly vulnerable to
marijuana’s cognitive eifects. Prenatal
exposure to marijuana was linked to
children’s poorer performance in a number of
cognitive tests. Data on the extent and scope
of marijuana abuse are presented under
factors 4 and 5 of this analysis, DHHS’s
discussion of the harmful health effects of
marijuana and additional information
gathered by DEA are presented under factor
2, and the assessment of risk to the public
health posed by acute and chronic marijuana
abuse is presented under factor 6 of this
analysis,

2. There is significant diversion of the drug
or other substance from legitimate drug
channels.

DHHS states that at present, marijuana is
legally available through legitimate channels
for research only and thus has a limited
potential for diversion. (DEA notes that while
a number of states have passed veter
referenda or legislative actions authoerizing
the use of marijuana for medical purposes,
this does not establish a currently accepted
medical use under federal law.} In addition,
the lack of significant diversion of
investigational supplies may result from the
ready availability of illicit cannabis of equal
or grealer quality.

DEA notes that the magnitude of the
demand for illlcit marijuana is evidenced by
information from a number of databases
presented under factor 4. Briefly, marijuana
is the most commonly abused illegal drug in
the United States. It is also the most
commonly used illicit drug by American
high-schoolers. Marijuana is the most
frequently identified drug in state, local, and
federal forensic laboratories, with increasing
amounts both of domestically grown and of
illiciily smuggled marijuana, An observed
increase in the potency of seized marijuana
also raises concerns.

3. Individuals are taking the drug or
substance on their own initiative rather than
on tha basis of medical advice from a
practitioner licensed by law lo admninister
such drugs,

16.7 million adults over the age of 12
reported having used marijuana in the past
month, according to the 2009 National
Survey on Drug Use and Health {NSDUH), as
further described later in this factor. DHHS
states in its 2006 analysis of the petition that
the IFDA has not evaluated or approved a new
drug application (NDA) for marijuana for any
therapeutic indication, although several
investigational new drug (IND) applications
are currently aclive, Based on the large
number of individuals who use marijuana,
DHHS concludes that the majority of
individuals using cannabis do so on their
own initiative, not on the basis of medical
advice from a practitioner licensed to
administer the drug in the courss of
professional practice.

4, The drug is a new drug so related in its
action to a drug or other substance already
listed as having a potential for abuse to make
it likely that the drug substance will have the
same potential for abuse as such drugs, thus
making it reasonable to assume that there
may be significant diversions from legitimate
channels, significani use contrary to or
without medical advics, or that it has a
subslantial capability of creating hazards to
the health of the user or to the safety of the
community. Of course, evidence of aclual
abuse of a substance is indicative that a drug
has a potential for abuse.

Marijuana is not a new drug. Martjuana’s
primary psychoactive ingredient delia-9-
tetrahydrocannabinol (A®-THC} is controlled
in schedule I of the CSA. DHHS states that
there are twe drug products containing
cannabinoid compounds that are structurally
related to the active componenis in
marfjuana. Both are controlled under the
CSA. Marinot is a schedule ITT drug product
containing synthetic A%-THGC, known
generically as dronabinol, fornulated in
sesamae oil in soft gelatin capsules. Marinol
was approved by the FDA in 1985 for the
treatment of two medical conditions: nausea
and vomiting asscciated with cancer
chemotherapy in patients that had failed to
respond adequately o conventional anti-
emetic treatments, and for the treatment of
anorexia associated with weight loss in
patients with acquired imnrunodeficiency
syndrome (ATDS). Cesamet is a drug product
containing the schedule If substance,
nabilone, that was approved for marketing by
the FDA in 1985 for the treatment of nausea
and vomiiing associated with cancer
chemotherapy. All other structurally related
cannabinoids in marljuana are already listed
as Schedule I drugs under the CSA.

In addition, DEA notes that marijuana and
its active ingredient A%-THC are related in
their action to other contrelled drugs of abuse
when tested in preclinical and clinical tests
of abuse potential. Data showing that
marijuana and A®-THC axhibit properties
common to other controlled drugs of abuse
in those lests are described below in this
factor,

In summary, examination of the indicators
set forth in the legislative history of the CSA

demonstrates that marijuana has a high
potential for abuse. Indead, marijuana is
abused in amounts sufficient to create
hazards to public health and safety; there is
significant trafficking of the substance;
individuals are using marijuana on their own
initiative, for the vast majority, rather than on
the basis of medical advice; and finally,
marijuana exhibiis several properties
common to those of drugs already listed as
having abuse potential.

The petitioner states that, “widespread use
of cannabis is not an indication of its abuse
potential [...] ."" {Exh. C, Section IV(15), pg.
87},

To the contrary, according to the indicators
set {orth In the legislative history of the C5A
as describad above, the fact that “Individuals
are taking the drug or substance on their own
initiative rather than on the basis of medical
advice from a practitioner licensed by law to
administer such drugs” is indeed one of
several indicators that a drug has high
potential for abuss.

B, Abuse Liability Studies

In addition to the indicators suggested by
tha CSA’s legislative history, data as to
preclinical and clinical abuse lability
studies, as well as actual abuse, including
clandestine manufacture, trafficking, and
diversion from legitimate sources, are
considered in this factor,

Abuse liability evaluations are obtained
from studies in the scientific and medical
literature. There are many preclinical
measures of a drug’s effects that when taken
together provide an accurate prediction of the
human abuse lability, Clinical studies of the
subjective and reinforcing effects in humans
and epidemiological studies provide
guantitative data on abuse liability in
humans and some indication of actual abuse
trends. Both preclinical and clinical studies
have clearly demonstrated that marijuana
and AS-THC possess the atiributes associated
with drugs of abuse: they function as a
positive reinforcer to maintain drug-seeking
behavior, they function as a discriminative
stimulus, and they have dependence
potential.

Preclinical and mosi clinical abuse lability
studies have been conducted with the
psychoactive constituents of marijuana,
primarily A%-THC and its metabolite, 11-OH-
AB-THC, A%-THC's subjective effects are
considered fo be the basis for marijuana’s
abuse liability. The folowing studies provide
a summary of that data.

1. Preclinical Studies

Delia-9-THC is an effective reinforcer in
laboralory animals, including primates and
rodents, as these animals will self-administer
A8-THC. These animal studies both predict
and support the observations that AS-THC,
whether smoked as marijuana or
administered by other routes, produces
reinforcing effects in humans. Such
reinforcing effects can account for the
repealed abuse of marijuana.

a. Diseriminative Stimulus Effects

The drug discrimination paradigm is used
as an animal model of human subjective
effects (Salinas et al.,, 2006). This procedure
provides a direct measure of stimulus
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specificity of a test drug in comparison with
a known standard drug or a neutrai stimulus
(e.g., injection of saline water), The light-
headedness and warmth associated with
drinking alcohol or the jitteriness and
increased heart rate associated with drinking
coffee are examples of substance-specific
stimulus effects, The drug discrimination
paradigm is based on the ability of
nonhuman and human subjects to learn to
identify the presence or absence of these
stimuli and to differentiate among the
constellation of stimuli produced by diffarent
pharmacological classes. In drug
discrimination studies, the drug stimuli
function as cues to guide behavioral choice,
which is subsequently reinforced with other
rewards, Repeated pairing of the reinforcer
with only drug-appropriate responses can
engender reliable discrimination between
drug and no-drug or amongst several drugs.
Because some interoceptive stirmuli are
believed to be assaciated with the reinforcing
effects of drugs, the drug discrimination
paradigm is used to evaluate ihe abuse
potential of new substances.

DHHS states that in the drug
discrimination test, animals are trained to
respond by pressing one bar when they
receive the known drug of abuse and another
bar when they receive placebo.

DHHES states that cannabinoids appear to
provide unique discriminative stimulus
effects hecause stimulants, non-cannabinoid
hallucinogens, opioids, henzodiazepines,
barbiturates, NMDA antagonists and
amtipsycholics do not fully substitute for A®-
THC (Browne and Weissman, 1981; Balster
and Prescott, 1992, Gold of ol,, 1992; Barrett
et al., 1995; Wiley et al., 1995). Animals,
including monkeys and rats (Gold et al,,
1992}, as well as humans (Chait ef al., 1988),
can discriminate cannabinoids from other
drugs or placebo.

DEA noles several studies that show that
the discriminative stimulus effects of A>-THC
are mediated via a cannabinoid receptor,
specifically, the CB, receptor subtype, and
that the CB, antagonist rimonabant (SR
141716A) antagonizes the discriminative
stimulus effects of AS-THC in several species
{Pério ef al., 1996; Mansbach et af., 1996;
Jirbe et al., 2001). The subjective effects of
marijuana and AS-THG are, therefors,
mediated by a neurotransmitter system in the
brain that is specific to AS-THC and
cannabinoids.

b. Self-Administration Studies

Self-administration is a behavioral assay
that measures the rewarding effects of a drug
that increase the likelihood of continued
drug-taking behavior. Drugs that are self-
administered by animals are likely to
produce rewarding effects in humans, A
strong correlation exists between drugs and
other substances that are abused by humans
and those that maintain self-injection in
laboratory animals (Schuster and Thompson,
13969; Griifiths ef al,, 1980). As a result,
intravenous self-injection of psychoactive
substances in laboratory animals is
considered to be useful for the prediction of
human abuse Hability of these compounds
{Johanson and Balster, 1978; Collins et al.,,
1984},

DHHS states that sell-administration of
hallucinogenic-like drugs, such as
cannabinoids, lysergic acid diethylamide
(LSD}, and mescaline, has been difficult to
demonstrate in animals (Yanagita, 1980).
DHHS further states that an inability to
establish self-administration has no practical
importance in the assessment of abuse
polential, because it is known that humans
voluntarily consume a particular drug (such
as cannabis) for ils pleasurable effects.

DHHS states that the experimental
literature generally reports that naive animals
will not self-administer cannabinoids unless
they have had previous experience with
other drugs of abuse, however, animal
research in the past decade has provided
several animal maodels of reinforcement by
cannabinoids to allow for pre-clinical
research into cannabinoids’ reinforcing
effects, Squirrel monkeys trained to self-
administer intravenous cocaine will continue
to respond at the same rate as when A-THC
is substituted for cocaine, at doses that are
comparable 1o those used by humans who
smoke marijuana (Tanda et al., 2000). This
effect is blocked by the cannabinoid receptor
aniagonist, SR 141716, Squirrel monkeys
witheut a history of any drug exposure can
be successfully trained to self-administer A9-
THG intravenously (Justinova ef al., 2003).
The maximal rate of responding is 4 pg/kg/
injection, which is 2-3 times greater than
that observed in provious studies using
cocaine-experienced monkeys. Rats will self-
administer A%-THC when it is applied
intracerebroventiricularly (i.c.v.}, but only at
the lowest doses tested (0.01:-0.02/pg/
infusion) (Braida ef ¢l., 2004}, This effect is
antagonized by the cannabinoid antagonist
SR141716 and by the opioid antagonist
naloxone (Braida et al., 2004). Additionally,
mice will self-administer WIN 55212, a
synthetic CB, receptor agonist with a non-
cannabinoid structure (Martellotta ef al.,
1998).

DEA notes a study showing that the opioid
antagonist naliraxone reduces the self-
adminisiration respending for A%-THC in
squirrel monkeys {Justinova et al., 2004).
These investigators, using second-order
schedules of drug-seeking procedures, also
showed that pre-session administration of A9-
THC and other cannabinoid agonists, or
morphine, but not cocaine, reinstates the A%-
'THC seeking behavior following a period of
abstinence {Justinova ¢! al., 2008).
Furthermore, the endogenous cannabinoid
anandamide and its synthetic analog
methanandamide are self-administered by
squirrel monkeys, and CB, receptor
anlagonism blocks the reinforcing effect of
both substances {Justinova ef al., 2005).

¢. Place Conditioning Studies

Conditioned place preference (CPP) is
another behavioral assay used to determine if
a drug has rewarding properties, In this test,
animals in a drug-free state are given the
opportunity to spend {ime in two distinct
environments: one where they previously
received & drug and one where they received
a placebo. If the drug is reinforcing, animals
in a drug-free state will choose to spend more
time in the environment paired with the drug
when both environments are presented
simultaneously.

DHHS states that animals exhibit CPP to
ATHC, but only at the lowest doses tested
[0.075-0.75 mg/kg, i.p.) (Braida e! ol,, 2004).
The effect is antagonized by the cannabinoid
antagonist, rimonabant, as well as the opioid
antagonist, naloxone. The effect of naloxone
on CPP to A9-THC raises the possibility that
the opioid system may be involved in the
rewarding properties of A9-THC and
marijuana. DEA notes a recent review
{Murray and Bevins, 2010) that further
explores the currently available knowiedge
on A% THC’s ability to induce CPP and
conditioned place aversion (CPA}, and
further supports that low doses of AS-THC
appear Lo have conditioned rewarding effects,
whereas higher doses have aversive effects.

2. Clinical Studies

DHHS states that the physioclogical,
psychological, and behavioral effects of
marijuana vary among individuals and
presents a list of common responses to
cannabineids, as described in the scientific
Hterature {Adams and Martin, 1996;
Hollister, 1986, 1988; Institute of Medicine,
1982):

1. Dizziness, nausea, tachycardia, facial
flushing, dry mouth and tremor initially

2. Merriment, happiness and even
exhilaration at high doses

3. Disinhibition, relaxation, increased
sociability, and talkaliveness

4. Enhanced sensory perception, giving rise
to increased appreciation of music, art and
touch

5. Heightened imagination leading to a
subjective sense of increased creativity

6. Time distortions

7. Illusions, delusions and hallucinations
are rare except at high doses

8. Impaired judgment, reduced
coordination and alaxia, which can impede
driving ability or lead to an increase in risk-
taking behavior

9. Emotional lability, incongruity of affect,
dysphoria, disorganized thinking, inability to
converse logically, agitation, paranoia,
confusion, restlessness, anxiety, drowsiness
and panic altacks may occur, especially in
inexperienced users or in those who have
taken a large dose

10. Increased appetite and short-term
memory impairment are common

These subjective responses to marijuana
are pleasurable to many humans and are
associated with drug-seeking and drug-taking
(Maldonado, 2002). DHHS states that, as with
most psychoactive drugs, an individual’s
response to marijuana can be influenced by
a person’s medieal/psychiatric history as
well as their experience with drugs. Frequent
marijuana users (used more than 100 times)
were better able to identify a drug effect from
low-dose A%-THC than infrequent users (used
less than 10 times) and were less likely to
experience sedative effects from the drog
{Kirk and de Wit, 1999}, However, dose
preferences have been demonstrated for
marijuana in which higher doses {1.95
percent AS-THC) are preferred over lower
doses [0.63 percent A-THC) (Chait and
Burke, 1994),

DEA notes that an extensive review of the
reinforcing effects of marijuana in humans
was included in DEA/DHHS’s prior review of
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marijuana (Notice of Benial of Petition, 66 FR
20038, 2001). While additional studies have
been published on the reinforcing effects of
marijuana in humans (e.g., see review by
Cooper and Haney, 2009), they are consistent
with the information provided in DEA/
DHHS’s prior review of this matter, Excerpis
are provided below, with seme citations
omitted.

Both marijuana and THC can serve as
positive reinforcers in humans. Marijuana
and A®-THC produced profiles of behavioral
and subjective effects that were similar
regardless of whether the marijuana was
smoked or taken orally, as marijuana in
brownies, or orally as THC-containing
capsules, although the time course of effects
differed substantially. There is a large
clinical literature documenting the
subjective, reinforcing, discriminative
stimulus, and physiological effects of
marijuana and THG and relating these effects
to the abuse potential of marijuana and THC
{e.g., Chait f al., 1988; Lukas ef ol,, 1995;
Kamien et al., 1994; Chait and Burke, 1994;
Chait and Pierri, 1992; Foliin e al., 1990;
Azorlosa et al., 1992; Kelly ot al,, 1993, 1994;
Chait and Zacny, 1992; Cone ef al., 1388;
Mendelson and Mello, 1984},

These listed studies represent a fraction of
the studies performed to evaluate the abuse
potential of marijuana and THC. In general,
these studies demonstrate that marijuana and
THC dose-dependently increases heart rate
and ratings of “high” and “drug liking", and
alters hehavioral performance measures {e.g.,
Azorlesa ef al., 1992; Kelly et al,, 1993, 1994;
Chait and Zacny, 1992; Kamien ef al,, 1994;
Chait and Burke, 1994; Chait and Piezri,
1992; Foltin ef al.,, 1990; Cone ef al., 1988;
Mendelson and Mello, 1984). Marijuana also
serves as a discriminative stimulus in
humans and produces euphoria and
alterations in mood. These subjective
changes waere used by the subjects as the
basis for the discrimination from placebo
{Chait ef al., 1988).

In addition, smoked marijuana
administration resulted in multiple brief
spisades of euphoria that were paralleled by
rapid transient increases in EEG alpha power
{Lukas ef al., 1995); these EEG changes are
thought to be related to CNS processes of
reinforcement {Mstlo, 1883}.

To help elucidate the relationship hetween
the rise and fall of plasa THC and the self-
reported psychotropic effects, Harder and
Rietbrock {1997) measured both the plasma
levels of THC and the psychological “high”
obtained from smoking a marijuana cigarette
containing 1% THC. As can be seen from
these data, a rise in plasma THC
concenirations results in a corresponding
increase in the subjectively reported feelings
of being “high", However, as THC levels
drop the subjectively reported feelings of
“high’ remain elevated. The subjective
effects seam to lag behind plasma THC levels.
Similarly, Harder and Rietbrock compared
lower doses of 0.3% THC-containing and
0.1% THC-containing cigarettes in human
subjects.

As can be clearly seen from these data,
even low doses of marijuana, containing 1%,
0.3% and even 0.1% THC, typicatly referrad
1o as “non-active”, are capable of producing

subjective reports and physiological markers
of being “high’.

THC and its major metabolite, 11-OH-THC,
have similar psychoactive and
pharmacokinetic profiles in man {Wall ef al.,
1976; DiMarzo ef ol., 1998; Lembarger ef al.,
1872}, Perez-Reyes ef al. (1972) reported that
THC and 11-OH-THC were equipotent in
generating a “high” in human volunieers.
However, the metabolite, 11-OH-THG,
crosses the blood-brain barrier faster than the
parent THC compound (Ho et al,, 1973;
Perez-Reyes et al., 1976). Therefore, the
changes in THC plasma concentrations in
hinnans may not be the best predictive
marker for the subjective and physiological
effects of marijuana in humans. Cocchetto ef
al. (1981) have used hysteresis plots to
clearly demonstrate that plasma THC
concentration is a poor predictor of
simultaneous occurring physiological (heart
rate) and psychological (“high”)
pharinacological effects. Cocchetto ef al.
demonstrated that the time course of
tachycardia and psychological responses
lagged behind the plasma THC
concentration-time profile. As recently
sumiarized by Martin and Hall (1997, 1998}

“There is no linear relationship between
blood [THC) levels and pharmacological
effects with respect to time, a situation that
hampers the prediction of cannabis-induced
impairment based on T'HC blood levels
(p9o}”.

Drug craving is an urge or desire 1o re-
experiencs the drug's effects and is
considered to be one component of drug
dependence, in part responsible for
continued drug use and relapse after
treatment or during periods of drug
abstinence. DEA notes that Budney and
colleagues (1999) reported that 93 percent of
marijuana-dependeant adulis sesking
treatment reportad experiencing mild eraving
for marijuana, and 44 percent rated their past
craving as severs. Heishman and colleagues
developed in 200t a Marijuana Craving
Questionnaire (MC()). When they
administered their MCQ to 217 current
marfjuana smokers who were not atlempting
to quit or reduce their marijuana use, they
found that marijuana craving can be
measured in current smokers that are not
seeking treatment, Most subjects {83 percent)
reported craving marijuana 1-5 times per
day, and 82 percent reported that each
craving episode lasted 30 minutes or less.
Furthermore, they determined that craving
for marijuana can be characterizad by four
components: (1} compulsivity, an inahility to
control marijuana use; (2} emotionality, use
of marijuana in anticipation of relief from
withdrawal or negative mood; (3] expectancy,
anticipation of positive outcomeas from
smoking marijuana; and (4) purposefulness,
intention and planning to use marijuana for
positive outcomes.

C. Actual Abuse of Marijuana—National
Databases Related to Marijuana Abuse and
Trafficking

Marijuana use has been relatively stable
from 2002 to 2008, and it continues to be the
most widely usad illicit drug. Evidence of
actual abuse can be defined by episodes/
mentions in databases indicative of abuse/

dependence. DHHS provided in its 2006
documents data relevant to actual abuse of
marijuana including data from the National
Survey on Drug Use and Health (NSDUH;
formally known as the National Household
Survey on Drug Abuse), the Drug Abuse
Warning Network {DAWN], Monitoring the
IFuture (MTF} survey, and the Treatment
Episode Data Set (TEDS). These data
collection and reporting systems provide
guantilative data on many factors related to
abuse of a particular substance, inclnding
incidence, pattern, consequence and profile
of the abuser of specific substances. DEA
provides here updates to these databases as
well as additional data on trafficking and
illicil availability of marijuana using
information from dalabases it produces, such
as the National Forensic Laboratory
Information System (NFLIS), the System to
Retrieve Information from Drug Evidence
[STRIDE) and the Faederal-wide Drug Seizure
System {(FDSS), as waell as other sources of
data specific to marijuana, including the
Potency Monitoring Project and the Domestic
Cannabis Eradication and Suppression
Program (DCE/SP}.

1. National Survey on Drug Use and Health
(NSDUH]}

The National Survey on Drug Use and
Health, formerly known as the National
Housshold Survey on Drug Abuse {NHSDBA},
is conducted annually by the Department of
Health and Human Service's Substance
Abuse and Mental Health Services
Administration (SAMHSA). It is the primary
source of estimates of the prevalence and
incidence of pharmaceutical drugs, illicit
drugs, alcohol, and tobacco use in the United
States. The survey is based on a nationally
representative sample of the civilian, non-
institutionalized population 12 years of age
and older. The survay excludes homeless
people who do not use shelters, active
military personnel, and residents of
institutionat group quarters such as jails and
hospitals.

According to the 2009 NSDUH report,
marijuana was the mest commanly used
illicit deug {16.7 million past month users) in
the United States, (Note that NSDUH figures
on marijuana use include hashish use; the
relative proportion of hashish use to
marijuana use is very low). Marijuana was
also the most widely abused drug. The 2009
NSDUH report stated that 4.3 million persons
were classified with substance dependence
or abuse of marijuana in the past year based
on criteria specified in the Diagnostic and
Statistical Manual of Mental Disorders, 4th
edition (DSM-IV}. Among persons aged 12 or
older, the past month marijuana use in 2009
(6.6 percent} was statistically significantly
higher than in 2008 (6.1 percent). In 2008,
among adults aged 18 or older whe first tried
marijuana at age 14 or younger, 13.5 percent
wera classified with illicit drug dependence
or abuse, higher than the 2.2 percent of
adults who had first used marijuana at age 18
or older.

In 2008, among past year marijuana users
aged 12 or older, 15.0 percent used marijuana
on 300 or more days within the previous 12
months, This translates into 3.9 million
people using marijuana on a daily or almost
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daily basis over a 12-month period, higher
than the estimate of 3.6 million {14.2 percent
of past year users) in 2007. Among past
month marijuana users, 35.7 percent (5.4
million) used the drug on 20 or more days

in the past month.

2. Monitoring the Future

Monitoring the Future (MTF) is a nalional
survey conducied by the Institute for Sccial
Research at the University of Michigan under
a grant from the National Institute on Drug
Abuse (NIDA) that tracks drug use {rends
among American adolescents in the 8th,
10th, and 12th grades. Marijuana was the
most commenly used itlicit drug reported in
the 2010 MTF report. Approximately 8.0
percent of 8th graders, 16.7 percent of the
10th graders, and 21.4 percent of 12th graders
surveyed in 2010 reported marijuana use
during the past month pricr to the survey.
Monitoring the Future participants reported
a statistically significant increase of daily use
in the past month in 2010, compared to 2009,
1.2 percent, 3.3 percent, and 6.1 percent of
sighth, tenth and twelfth graders,
respectively.

3. DAWN ED (Emergency Department}

The Drug Abuse Warning Network
{DAWN) is a public health surveillance
system that monitors drug-related hospital
emergency department {ED) visits to track the
impact of drug use, misuse, and abuse in the
United States. DAWN provides a picture of
the impact of drug use, misuse, and abuse on
metropolitan areas and across the nation.
DAWN gathers data on drug abuse-related ED
visits from a representalive sample of
hospitals in the coterminous United States.
DAWN ED gathers data on emergency
depariment visits relating to substance use
including, but not limited to, alcohol, illicit
drugs, and other substances categorized as
psychotherapeutic, central nervous system,
respiratory, cardiovascular, alternative
medication, anti-infective, hormone,
nulritional product and gastrointestinal
agents, For the purposes of DAWN, the term
“drug abuse' applies if the following
conditions ars met: (1) the case involved at
least one of the following: use of an illegal
drug; use of a legal drug contrary 1o
directions; or inhalation of a non-
pharmaceutical substance and (2) the
substance was used for one of the following
reasons: because of drug dependence; to
comrit suicide (or attempt to commit
suicide}; for recreational purposss; or to
achieve other psychic effects.

In 2008, marijuana was involved in
376,467 ED visits, out of 1,948,312 drug-

related ED visits, as estimated by DAWN ED
for the entire United States. This compares to
a higher number of ED visits involving
cocaine {422,896}, and lower numbers of ED
visits involving heroin (213,118) and
stimulants (amphetamine,
methamphetamine) (93,562). Visits involving
the other major illicit drugs, such as MDMA,
GHB, LSD and other hallucinogens, PCP, and
inhalants, were much less frequent,
comparatively.

In young patients, marijuana is the illicit
drug most frequently involved in ED visits
according to DAWN estimates, with 182.2 per
100,000 population aged 12 to 17, 484.8 per
100,000 population aged 18 to 20, and 360.2
per 100,000 population aged 21 to 24.

4, Treatment Episode Dala Set (TEDS)
System

Users can become dependent on marijuana
to the point that they seek ireatiment to stop
abusing it or are referred to a drug abuse
treatment program, The TEDS system is part
of the SAMHSA Drug and Alcohol Services
Information System. TEDS comprises data on
treatment admissions that are routinely
collected by states in monitoring their
substance abuse treatment systems. The
primary goal of the TEDS is to menitor the
characteristics of treatment episodes for
substances abusers, The TEDS report
provides information on both the
demographic and substance use
characteristics of admissions to treatment for
abuse of alcohol and drugs in facilities that
report 1o individual siate administrative data
systems. TEDS does not include all
admissions to substance abuse reatment. It
includes admissions to facilities that are
licensed or certified by the state substance
abuse agency to provide substance abuse
treatment (or are administratively tracked by
the agency for other reasons). In general,
facilities reporting to TEDS are those that
receive state alcohol and/or drug agency
funds (including federal block grant funds}
for the provision of alcohol and/or drug
treatment services, The primary substances
reported by TEDS are aleohol, cocaine,
marijuana fmarijuana is considered together
with hashish), heroin, other opiates, PCP,
hallucinogens, amphetamines, other
stimulants, tranguilizers, sedatives, inhalants
and other/unknown. TEDS defines Primary
Substance of Abuse as the main substance of
abuse reported at the time of admission.
TEDS also allows for the recording of twe
other substances of abuse {secondary and
tertiary). A client may be abusing more than

three substances at the time of adission, but
only three are recorded in TEDS,

Admisstons for primary abuse of
marijuana/hashish accounted for 16 percent
of all treatment admissions reported to the
TEDS system in 2006 and 2007, In 2008,
2007 and 2008, 1,933,206, 1,920,401 and
2,016,256 people were admitied to drug and
alcohol treatment in the United States,
respectively. The marijuana/hashish
admissions represented 16 psrcent (308,670),
16 percent (307,123} and 17.2 percent
{346,679} of the total drug/alcohol treatment
admissions in 2006, 2007 and 2008,
respectively. In 2008, 65.8 percent of the
individuals admitted for marijuana were aged
1217, 18-20 and 21-25 {30.5 percent, 15.3
percent and 20.0 percent, respectively).
Among the marijuana/hashish admissions in
2007 in which age of first use was reported
{286,194}, 25.1 percent began using
marijuana at age 12 or younger.

5, Forensic Laboratory Data

Marijuana is widely available in the Uniled
States, fueled by increasing marijuana
production at domestic grow sites as well as
increasing production in Mexico and Canada.
Data on marijuana seizures from federal,
state, and local law enforcement laboratories
have indicated that there is significant
trafficking of marijuana. The National
Forensic Laboratory Information System
{NFLIS) is a program sponscred by the Drug
Enforcement Administration’s Office of
Diversion Control. NFLIS compiles
information on exhibits analyzed in state and
lecal law enforcement laboratories. The
System to Retrieve Information from Drug
Evidence (STRIDE] is a DEA database which
compiles information on exhibits analyzed in
DEA lahoratories. NFLIS and STRIDE
together capture data for all substances
reported by forensic laboratory analyses.
More than 1,700 unique substances are
reported fo these two databases.

NFLIS showed that marijuana was the most
frequently identified drug in state and local
laboratories from January 2001 through
December 2010. Marijuana accounted for
hetween 34 percent and 38 percent of all
drug exhibits analyzed during that time
frame, Similar to NFLIS, STRIDE data
showed that marijuana was the most
frequently identified drug in DEA
laboratories for the same reporting period.
From January 2001 through December 2010,
a range of between 17 percent and 21 percent
of all exhibits analyzed in DEA laboratories
were identified as marijuana (Table 1),

TABLE 1—MARIJUANA (OTHER THAN HASHISH) (EXHIBITS AND CASES) REPORTED BY NFLIS AND STRIDE, 2001-2010,

FORENSIC LABORATORY DATA

NFLIS STRIDE

Exhibits Exhibits
{percent total Cases (percent lotal Cases

exiibits) exhibits)
314,002 {37.9%) 261,181 16,523 (20.7%}) 13,266
373,497 (36.6%) 312,161 14,010 {19.4%) 11,306
407,046 (36.7%} 339,995 13,946 (19.9%) 10,810
440,964 (35.5%) 371,841 13,657 {18.4%) 10,569
469,186 (33.5%) 394,557 14,004 {18.3%) 10,661
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TABLE 1T—MARIUANA (OTHER THAN HASHISH) (EXHIBITS AND CASES) REFORTED BY NFLIS anD STRIDE, 2001-2010,

FORENSIC LABORATORY DATA—Continued

NFLIS STRIDE

Exhibits Exhibits
{percent total Cases {percent tolal Cases

exhibils) exhibits}
506,472 (33.6%) 421,943 13,597 (18.5%) 10,277
512,082 {34.7%) 423,787 13,504 (19.2%) 10,413
513,644 (35.1%) 421,782 12,828 (18.8%) 10,109
524,827 (35.6%) 414,008 12,749 (17.7%) 10,531
464,059 {36.3%) 362,739 11,293 (16.7%) 7,158

Dala gueried 03-04-2011.

TABLE 2—HASHISH (EXHIBITS AND CASES) REPORTED BY NFLIS anD STRIDE, 2001-2010, FORENSIC LABORATORY

DATA
NFLIS STRIDE
Exhibits Cases Exhibits Cases
1,689 1,671 53 50
2,278 2,254 40 38
2,533 2,503 48 42
2,867 2,829 63 51
2,674 2,639 122 a0
2,836 2,802 102 76
3,224 3,194 168 122
2,988 2,820 124 102
2,952 2,843 119 95
2,473 2,392 141 84

Data queried 03-04-2011.

Since 2001, the total nwnber of exhibits
and cases of marijuana and the amount of
marijuana seized federally has remained high
and the number of marijuana planis
eradicated has considerably increased (see
data from Federal-wide Drug Seizure System
and Domaestic Cannabis Eradication and
Suppression Program below]},

6. Federal-wide Drug Seizure System

The Federal-wide Drug Seizure System
(FDSS} contains information about drug
seizures made by the Dryg Enforcement

Administration, the Federal Bureau of
Investigation, United Stales Customs and
Border Protection, and United States
Immigration and Customs Enforcement,
within the jurisdiction of the United Slates.
It also records maritime seizures made by the
United States Coast Guard. Drug seizures
made by other Federal agencies are included
in the FDSS database when drug evidence
custody is fransferred to one of the agencies
identified above. FDSS is now incorporated
into the National Seizure System (NSS),

which is a repository for infermation on
clandestine laboratory, contraband
fchemicals and precursors, currency, drugs,
equipment and weapons), FDSS reports total
federal drug seizures (kg) of substances such
as cocaine, heroin, MDMA,
methamphetamine, and cannabis {marijuana
and hashish). The yearly volume of cannabis
seized (Table 3}, consistently exceeding a
thousand metric tons per year, shows that
cannabis is very widely frafficked in the
United States.

TABLE 3~TOTAL FEDERAL SEIZURES OF CANNABIS

[Expressed In kgj

2002 2003 2004 2005 2006 2007 2008 2009 2009
Cannabis ... 1,103,173 1,232,711 1,179,230 1,416,977 1,141,915 1,459,220 1,690,793 1,911,758 1,858,808
Marijuana ..... 1,102,556 1,232,556 1,179,064 1,116,589 1,141,737 1,458,883 1,590,505 1,910,775 1,858,422
Hashish ... 618 1565 166 388 178 338 289 983 386

7. Potency Moniloring Profect

Rising availability of high potency (i.e.,
with high A%-THC concentrations) marijuana
has pushed the average marijuana patency to
its highest recorded level. The University of
Mississippi’s Potency Monitoring Project
{PMP), through a contract with the National

Institute on Drug Abuse (NIDA), analyzes and
compiles data on the A%-THC concentrations
of cannabis, hashish and hash oil samples
provided by DEA regional laboratories and by
state and local police agencies,

DEA noles studies showing that when
given the choice between low- and high-

potency marijuana, subjects chose the high-
potency marijuana significantly more often
than the low-potency marijuana {Chait and
Burke, 1994}, supporting the hypothesis that
the reinforcing effects of marijuana, and
possibly its abuse liahility, are positively
retated to THC content,
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Figure 1. Average Percentage of A-THC in Samples of Seized Marijuana (1985 --2008)
{Source: The University of Mississippi Potency Monitoring Project)
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8. The Domastic Cannabis Eradication and
Suppression Program

The Domestic Cannabis Eradication and
Suppression Program (DCE/SP) was
astablished in 1979 to reduce the supply of
domestically cultivated marijuara in the
United States, The program was designed to
serve as a partnership between federal, state,
and local agencies. Only California and
Hawaii were aclive participants in the
program at its inception. However, by 1982

the program had expanded to 25 states and
by 1985 all fifty states were participants,
Cannabis is culiivated in remote locations
and frequently on public lands. Data
provided by the DCE/SP (Table 4} shows that
in 2009, there were 9,980,038 plants
eradicated in outdoor cannabis cultivation
areas in the United States, Marijuana is
illicitly grown in all states. Major domestic
outdoor cannabis cultivation areas wers
found in California, Kentucky, Tennessee

and Hawait. Significant quantities of
marijuana were also eradicated from indoor
cultivation operations. There wers 414,604
indoor plants eradicaied in 2009 compared to
217,105 eradicated in 2000. As indoor
cultivation is generally associated with
plants that have higher concentrations of
A9-THC, the larger numbers of indoor grow
facilities may be impacting the higher
average A?-THC concentrations of seized
materials.

TABLE 4—DOMESTIC CANNABIS ERADICATION, QUTDCOR AND INDOOR PLANTS SEIZED, 2000-2009
{Source: Domestic Cannabis Eradication/Suppression Program]

2000 2001 2002 2003 2004 2005 2008 2007 2008 2009
QUIAOO vervrmrrreeriemeneeeenes | 2,687,788 | 3,068,632 | 3,128,800 | 3,427,923 2,996,144 | 3,938,151 | 4,830,766 | 6,500,500 [ 7,562,322 9,980,038
T2 O 217,105 236,128 213,040 223,183 203,896 270,935 400,892 434,728 450,986 414,604
Tolal v | 2814,903{ 3,304,760 | 3,341,840 ; 3,651,106 | 3,200,040 | 4,208,086 | 5,231,668 | 7,034,327 | 8,013,308 10,304,642

The recent statistics from these various
surveys and dalabases show that marijuana
continues to be the most commonly used
illcit drug, with considerable rates of heavy
abuse and dependence. They also show that
marijuana is the most readily available illicit
drug in the United States.

The petitioner states that, “The abuse
pofential of cannabis is insufficient to justify
the prohibition of medical use.” The
petitioner also states that, “[s]everal studies
demonstrate that abuse rates for cannabis are
lower than rates for other common drugs.”
{Exh. C, Section TV(18), pg. 92}

DHHS states, to the contrary, “the large
number of individuals using marijuana on a
regular basis, its widespread use, and the vast
amount of marijuana that is available for
illicit use are indicative of the high abuss
potential for marijuana.” Indeed, the data
presented in this section shows that
marijuana has a high potential for abuse as
determined using the indicators identified in
the CSA's legislative history, Both clinical
and preclinical studies have demonstrated
that marijuana and its principal psychoactive
constituent A%-THC possess the attributes
associated with drugs of abuse. They
function as positive reinforcers and as

discriminative stimuli to maintain drug-
seeking hehavior.

In addition, marijuana is the most highly
abused and trafficked illicit substance in the
United States, Chronic abuse has resulted in
a considerable number of individuals seeking
substance abuse treatment according to
national databases such as TEDS. Abuse of
marijuana is associated with significant
public health and safety risks that are
described under factors 2, 6 and 7.

The issue of whether marijuana has a
currently accepted medical use is discussed
under Factor 3.
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The pstitioner claims that, *[...]widespread
use of marijuana without dependency
supports the argument that marijuana is safo
for use under medical supervision,” (Exh. C,
Section IV(15), pg. 87).

Petitioner's clalm of widespread use
without dependency is not supported by
abuse-related data. In particular, this claim
disragards the high numbers of admissions to
treatment facilities for marijuana abuse.
Indeed, TEDS adrmissions for primary abuse
of marijuana/hashish accounted for roughly
17 percent of all treatment admissions in
2008. In 2008, 2,016,256 people were
admitted to drug and alcohol treatment in the
United States and 346,679 of those
admissions were for marijuana/hashish
abuse. These drug treatment numbers are not
consistent with this claim. Marijuana is not
safe for use under medical supervision, and
this peint is addressed further in Factor 3.

The petitioner also claims that, “Data on
both drug treatment and emergency room
admissions also distinguishes the abuse
potential of marijuana from that of other
drugs and establishes its relative abuse
potential as lower than schedule [ drugs such
as heroin and schedule Il drugs such as
cocaine,” (Exh. G, Section IV(17}, pg. 99).
The petitioner then presents data from TEDS
in 1998, in which a larger proportion of all
marijuana treatment admissions are referred
to by the criminal justice system (54 percent),
compared to much smaller percentages for
heroin and cocaine. The petitioner argues
that the abuse potential of these other drugs
is more severs such that addicts seek
{reatment on their own or through persuasion
of their assaciates, and claims that this
difference establishes marijuana’s relative
abuse potential as lower than the other drugs.

Petitioner's claim is not supported by an
examination of the absolute numbers of
adntissions for treatment for each drug
discussed. Regardless of proportions of
referrals from the criminal justice systems,
the absolute numbers of admissions for
treatment for marijuana, heroin, or cocaine
dependence are very high. Furthermors, data
from TEDS in 2007 (SAMHSA, 2009) show
that both primary marijuana and
methamphetainine/amphetamine admissions
had the largest proportion of admissions
referrad through the criminal justice system
{57 percent each), followed by PCP {54
percent). Both methamphstamine/
amphetamine and PCP have very high
potential for abuse (Lile, 2006; Crider, 1986).
Accordingly, this iHustrates that it is not
possible to establish or predict relative abuse
potentials from the ranking of proportions of
treatment admissions referred by the criminal
justice systom.

FACTOR 2; SCIENTIFIC EVIDENCE OF THE
DRUG'S PHARMACOLOGICAL EFFECTS,
IF KNOWN

DHHS states that there are abundant
scientific dala available on the
neurochemisiry, toxicology, and
pharmacology of marijuana. Following is a
summary of the current scientific
understanding of the endogenous
cannabinoid system and of marijuana’s
pharmacological effects, including its effects
on the cardiovascular, respiratory, and

immune systems, as well as its effects on
mental health and cognitive function and the
effect of prenatal exposure {o marijuana.

Neurochemistey of the Psychoactive
Constituents of Marijuana

DHHS states that of 483 natural
constituents identified in marijuana, 86 are
classified as cannabinoids (Ross and El
Sohly, 1985). Cannabinoids are not known to
exist in plants other than marijuana and most
of the cannabinoid compounds have heen
identified chemically. The activity of
marijuana is largely attributed to A% THC
{Wachtel ef al,, 2002).

DEA notes that A-THC and delia-8-
tetrahydrocannabinol (A8-THC) are the only
known compounds in the cannabis plant
which show all the psychoactive effects of
marijuana. A% THC is more abundant than A?-
THC and A®-THC concentrations vary within
portions of the cannabis plant {Hanus and
Subivd, 1989; Hanus of al,, 1975). The
pharmacological activity of A%-THC is
stereospecific: the (-}-trans isomer is 6--100
tmes more potent than the (+)-trans isomer
{Dewey ef al,, 1984).

The mechanism of action of AS-THC was
verified with the cloning of cannabinoid
recaptors, first from rat brain tissue (Matsuda
ef al., 1990) and then from human brain
tissue (Gerard et al., 1991). Two cannabinoid
receptors have been identified and
characterized, CB, and CB; (Piomelli, 2005},
Autoradiographic studies have provided
information on the distribution of CB; and
CB: receptors. High densities of CB;
receptors are found in the basal ganglia,
hippocampus, and cerebellum of the brain
(Howlett et al., 2004; Herkenham et af., 1990;
Herkenham, 1992). These brain regions are
associated with movemeni coordination and
cognition and the location of CB; receptors
in these areas may explain cannabinoid
interference with these funciions. Although
CB; receptors are predominantly expressed
in the brain, they have also been detected in
the immune system (Bouaboula et al., 1993]).
CB; receptors are primarily located in B
lymphocytes and natural killer cells of the
immune system and it is believed that this
teceptor is responsibla for mediating
immunological effects of cannabinoids
(Galiegue et al., 1995). Recently, however,
CB; receptors have been lecalized in the
brain, primarily in the cerebellum and
hippocampus {Gong ef al,, 2006).

Cannabinoid receptors are linked 1o an
inhibitory G-protein (Breivoget and Childers,
2000). When the receptor is activated,
adenylate cyclase activity is inhibited,
preventing the conversion of adenosine
triphosphate {ATP) to the second messenger
cyclic adenosine monophosphate {cAMP).
Other examples of inhibitory-coupled
receptors include opieid, muscarinic
cholinergic, alpha,-adrenorecaptors,
dopamine and serotonin receptors, However,
several studies also suggest a link to
stimulatory G-proteins, through which
activation of GB, stimulates adenylate
cyclase activity (Glass and Felder, 1997;
Maneuf and Brotchie, 1997; Felder of al.,
1998),

Activation of CB; receptors inhibits N-and
P/Q-type calciun channels and activate

inwardly rectifying potassium channels
(Mackie et al., 1995; T'witchell ef al., 1997).
Inhibition of N-{ype calcium channels
decreases neurotransmitter release from a
mumber of tissues and may be the mechanism
by which cannabinoids inhibit acetylcholine,
norepinephrine, and glutamats release from
specific areas of the brain. These effects on

G protein-mediated pathways and on calcium
and potassium channels may represent
potential cellular mechanisms underlying the
antinociceptive and psychoactive effects of
cannabinoids (Ameri, 1999).

Dolta®-THC displays similar affinity for
both cannabinoid receptors but behaves as a
weak agonist at CB; receptors, based on
inhibition of adenylate cyclase. The
identification of synthetic cannabinoid
ligands that selectively bind 1o CB; receptors
but do not have the typical A%-THC-like
psychoactive properties, along with the
respective anatomical distribution of the two
receptor subtypes suggests that the
psychoactive effects of cannabinoids are
mediated through the activation of CB,
receptors (Hanus et al., 1999}, Naturally
occurring cannabinoids and synthetic
cannabinoid agonists {such as WIN-55,212-2
and CP-55,940) produce hypothermia,
analgesia, hypoactivity, and catalepsy in
addition te their psycheactive effects.

In 2000, two endogenous cannabinoid
recepior agonists were discovered,
anandamide and arachidonyl glycerol (2-AGJ.
Anandamide is a low efficacy agonist
{Breivogsl and Childers, 2000} and 2-AG is a
highly sfficacicus agonist (Gonsiorek ef al.,
2000). These endogenous ligands are present
in both central and peripheral tssues. The
physiological rola of these endogenous
ligands is an active area of research (Martin
ef al., 1998).

In summary, bwo receptors have been
cloned, CB, (found in the central nervous
system) and CB2 (predominantly found in
the periphery), that bind AS-THC and other
cannabinoids. Activation of these inhibitory
G-protein-coupled receptors inhibils calcium
channels and adenylate cyclase. Endogenous
cannabinoid agonists have been identified,
anandamide and arachidonyl glycerol (2-AG),

Pharmacological Effects of Marijuana

Marijuana produces a number of central
nervous system effects. Many of these effects
are directly related to the abuse potential of
marijuana, and are discussed in Factor 1.
Other effects are discussed herein.

Cardiovascular and Autonomic Effects

DHHS states that acute use of marijuana
causes an increase in heari rate (tachycardia)
and may cause a modest increase in blood
pressure as well (Capriotii ef al., 1988;
Benowitz and Jones, 1975}, Conversely,
chronic exposure 1o marijuana will produce
a decrease in hearl rate (bradycardia) and
decrease of bload pressure. In heavy smokers
of marijuana, the degree of increased heart
rate is diminished due to the developnient of
toleranece (Jones, 2002 and Sitdney, 2002).
These effects are thought to be mediated
through peripherally located, presynaptic
CB; receptor inhibition of norepinephrine
release with possible direct activation of
vascular cannabinoid receptors (Wagner ef
al., 1998).
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DHHS cites a review (Jones, 2002} of
studies showing that smoked marijuana
causes orthostatic hypotension (sympathelic
insufficiency, a sudden drop in blood
pressure upon standing up) often
accompanied by dizziness. DHHS states that
tolerance can devélop to this effect.

Marijuana smoking by older patients,
particularly those with some degree of
coronary artery or cerebrovascular disease,
poses risks related to increased cardiac work,
increased catecholamines,
carboxyhemoglobin, and pestural
hypotension (Benowitz and Jones, 1981;
Hollister, 1988).

BDEA further notes studies in which
nmarijuana has been administered under
controlled conditions to marijuana-
experienced users that showed that
marijuana causes a substantial increase,
compared to placebo, in heart rate
(tachycardia) ranging from 20 percent to 100
percent above baseline, This effect was seen
as usually greatest starting during the 10
minutes or so it takes to smoke a marijuana
cigarette and lasting 2 to 3 hours (reviewed
in Jones et al., 2002).

DEA also notes a randomniized, double-
blind, placebo-controlled study by Mathew
and colleagues (2003) that examined pulse
rate, blood pressure (BP), and plasma AS-THC
levels during reclining and standing for 10
minutes before and after smoking one
marijuana cigarette (3.55 percent A%-THG} by
twenty-nine volunteers, Marijuana induced
postural dizziness, with 28 percent of
subjects reporting severe symptoms.
Intoxication and dizziness peaked
immediately after drug intake, The severe
dizziness group showed the most marked
postural drop in blood pressure and showed
a drop in pulse rate after an initial increase
during standing.

Respiratory Effects

Both acute and chronic respiratory effects
are associated with marijuana smoking.

DHHS states that acute exposure to
marijuana produces transient
bronchodilation (Gong et al., 1984). DHHS
states that long-term use of smoked
marijuana can lead (o increased frequency of
chronic cough, increased sputam, large
airway obstruction, as well as cellular
inflammatory histopathological abnormalities
in bronchial epithelium (Adams and Marlin,
1996; Hollister, 19886).

DEA notes a study showing that both
smoked marijuana and oral AS-THC increases
specific airwvay conductance in asthmatic
subjects {Tashkin et al., 1974). In addition,
other studies have suggested that chronic
marijuana smoking is also associated with
increased incidence of emphysema and
asthma {(Tashkin ef al., 1987}.

DHHS states that the evidence that
marijuana may lead io cancer is inconsistent,
with some studies suggesting a positive
correlation while others do nol, DHHS cited
a large clinical study with 1,650 subjects in
which no positive correlation was found
between marijuana use and lung cancer
(Tashkin et al., 2008). This finding held true
regardless of the extent of marijuana use
when hoth tobacco use and other potential
confounding factors were controlled. DHHS

also cites other studies reporling lung cancer
occurrences in young marijuana users with
no history of tobacco smoking (Fung ef al.,
1999), and suggesting a dose-dependent
effect of marijuana on the risk of head and
neck cancer {Zhang et al., 1999).

DEA notes the publication of a more recent
case-corirol study of lung cancer in adults
under 55 years of age, conducted in New
Zealand by Aldington and colleagues {2008).
huterviewer-administered questionnaires
ware used Lo assess possible risk factors,
including cannabis use, In {olal, 79 cases of
lung cancer and 324 cantrols were included
in the study. The risk of lung cancer
increased 8 percent (85 percent confidence
interval (CI) 2-15) for each joint-vear of
cannabis smoking (one joint-year heing
equivalent to one joint per day for a year),
after adjustment for confounding variables
including cigarette smoking; it went up 7
percent (95 percent CI 5-9) for each pack-
year of cigarette smoking (one pack-year
being equivalent to one pack per day fora
year), after adjustment for confounding
vartables including cannabis smoking. Thus,
a major differential risk between cannabis
and cigarette smoking was observed, with
one joind of cannabis being similar to 20
cigarettes for risk of lung cancer. Users
reporting over 10.5 joint-years of exposure
had a significantly increased risk of
developing lung cancer {relative risk 5.7 {95
percent CI 1,5-21.6}) after adjustment for
confounding variables including cigarstte
smoking. DEA notss that the authors of this
study concluded from their results that long-
term cannabis use increases the risk of lung
cancer in young adulis.

Some studies discuss marijuana smeke and
tobacco smioke. DHHS states that chronic
sxposure to marijuana smoke is considered to
be comparable to tohacco smoke with raspect
to increased risk of cancer and lung damage.
DEA notes studies showing that marijuana
smoke contains several of the same
carcinogens and co-carcinogens as tobacco
smoke and suggesting that pre-cancerous
lesions in bronchial epithelium also seem to
be caused by long-ferm marijuana smoking
(Roth et al., 1998),

In summary, studies are still needed to
clarify the impact of marijuana en the risk of
developing lung cancer as well as head and
neck cancer, DHHS states that the evidence
that marijuana may lead to cancer is
inconsistent, with some studies suggesting a
positive correlation while others do not.

Endocrine Effects

DHHS states that A%-THC reduces binding
of the corticosteroid dexamethasone in
hippocampal tissue from adrenalectomized
rals and acute A?-THC releases
corlicostercne, with tolerance developing to
this effect with chronic administralion
(Eldridge et af., 1991). These data suggest
that A3-THGC may interact with the
glucocorticoid receptor system.

DHHS states thal experimental
administration of marijuana to humans does
not consistently alter the endocrine system.
In an sarly study, four male subjects
administered smoked marijuana showed a
significant depression in luteinizing hormone
and a significant increase in cortisol (Cone et

al,, 1986}. However, later studies in male
subjects receiving smoked A-THC (18 mg/
marijuana cigarette) or oral A%-THC (10 mg
ti.d. for 3 days) showed no changes in
plasma prolactin, ACTH, cortisel, luteinizing
hormens or testosterone levels (Dax of al.,
1989), Similarly, a study with 93 males and
56 female subjects showed 1hat chronic
marijuana use did not significantly alter
concamrations of testosterone, luteinizing
hormone, foliicle stimulating hormone,
prelactin or cortisol {Block et ¢l., 1891).

DHHS cites a study (Sarfaraz ef al,, 2005)
which showed that the cannabinoid agonist
WIN 55,212-2 induces apoptosis in prostate
cancer cells growth and decreases expression
of androgen receptors. DHHS states that this
data suggests a potential therapeutic value for
cannabinoid agonists in the treatment of
prostate cancer, an androgen-stimulated iype
of carcinoma.

In summary, while animal studies have
suggested that cannabinoids can alter
multiple hormonal systems, the effects in
humans, in particular the consequences of
long-term marijuana abuse, remain unclear.

Immune System Effects

DHHS states that cannabinoids alter
immune function but that there can be
differences batween the effects of synthetic,
natural, and endogenous cannabinoids
{Croxford and Yamanrura, 2005).

DHHS cites a study by Roth el al. (2005}
that examined the effect of A%-THC exposure
on immune function and response to HIV
infection in immunedeficient mice that were
implanted with human blood cells infected
with HIV. The sindy shows that expesure to
A®-THC in vivo suppresses immune function,
increases HIV co-receptor expression and
acts as a cofactor to enhance HIV replication.
DEA notes that the authors of this study state
that their results suggest a dynamic
interaction bebween A9-THC, iminunity, and
the pathogenesis of HIV and support
epidemiologic studies that have identified
marijuana use as a risk factor for HIV
infection and the progression of AIDS.
However, DHHS discusses a recent study by
Abrams ef al, (2003) that investigated the
effect of marijuana on immunological
functioning in 67 AIDS patients who were
taking protease inhibitors. Subjects received
one of three treatiments, three times a day:
smoked marijuana cigarette containing 3.95
percent A%-THC; oral tablet containing A9-
THC (2.5 mg oral dronabinol); or oral
placebo. There were no changes in HIV-RNA
levels between groups, demonsirating no
short-term adverse virologic effects from
using cannabineids.

DEA notes a review suggesting that AS-THC
and cannabinoids decrease resistance {o
microbial infections in experimental animal
models and in vitro (see review by Cabral and
Staab, 2005). Various siudies have been
conducted in drug-abusing human subjects,
experimental aninals exposed to marijuana
smoke or injected with cannabinoids, and in
In vitro models using immune cell cultures
treated with various cannabinoids. DEA
notes that for the most part, these studies
suggest that cannabinoids modulate the
function of various cells of the human
immune system, including T- and B-
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lymphocytes as well as natural killer {NK}
cells and macrophages. Macrophages engulf
and destroy foreign matter, NK cells target
cells (e.g., cancerous cells} and destroy them,
B-lymphocytes produce antibodies against
infective organisms, and T-lymphocytes kill
cells or trigger the activity of other cells of
the immune system,

In addition to studies examining
cannabinoid effects on immune ¢ell function,
DEA also notes other reports which have
documented that cannabinoids modulate
resistance to various infactious agents.
Viruses such as herpes simplex viras and
murine retrovirus have been studied as well
as bacterial agenis such as members of the
genera Staphylococcus, Lisleria, Treponema,
and Legionella. These studies suggest that
cannabinoids modulate host resistance,
especially the secondary immune response
{reviewed in Cabral and Dove-Pettit, 1998).

Finally, DEA notes a review suggesting that
cannabinoids nodulate the production and
function of cytokines as well as modulate the
actvity of network cells such as macrophages
and T helper cells. Cytokines are the
chemicals produced by cells of the immune
system in order to communicate and
orchestrate the attack. Binding to specific
receplors on larget cells, cytokines recruil
many other cells and substancas to the field
of action. Cytokines also encourage cell
growth, promote cell activation, direct
cellular traffic, and destroy target cells (see
review by Klein et al., 2000).

In summary, as DHHS states, cannabinoids
alter immune function, but there can be
differences between the effects of synthetic,
natural, and endogenous cannabinoids.
While there is a large hody of evidence to
suggest that A®-THC alters immune function,
research is still needed to clarify the effects
of cannabinoids and marijuana on the
immune system in humans, in particular the
risks posed by smoked marijuana in
immunocompromized individuals.

Association with Psychosis

The term psychosis is generally used in
research as a generic description of severe
mental illnesses characterized by the
presence of delusions, hallucinations and
other associated cognitive and behavioral
impairments, Psychosis is measured sither by
using slandardized diagrostic criteria for
psychotic cenditions such as schizophrenia
or by using validated scales that rank the
lavel of psychotic symptoms from none 1o
sevare (Fergusson ef af., 2006},

DHHS states that extensive research has
been conducted recently to investigate
whether exposure to marijuana is associated
with schizophrenia or other psychoses.
DHHS states that, at the time of their review,
the data does not suggest a causative link
between marijuana use and the development
of psychosis.

DHHS discusses an early epidemiological
study conducted by Andreasson and
colleagues (1987), which examined the link
between psychosis and marijuana use. In this
study, 45,000 18- and 19-year-old male
Swedish subjects provided detatled
information on their drug-taking history. The
incidence of schizophrenia was then
recorded over the next 15 years. Those

individuals who claimed, on admission, to
have taken marijuana on more than 50
occastons were six times more likely to be
diagnosed with schizophrenia in the
following 15 years than those who had never
consumed the drug. When confounding
facters were taken intoe account, the risk of
developing schizophrenia remained
statistically significant. The authors
coneluded that marijuana users who are
vulnerable to developing psychoses are at the
greatest risk for schizophrenia. DHHS states
that therefore marijuana per se does not
appear to induce schizophrenia in the
majority of individuals who try or continue
to use the drug.

DHHS discusses another large longitudinat
study in which the prevalence of
schizophrenia was modeled against
marijuana use across birth cohorts in
Australia from 1940 to 1979 (Degenhardt et
al., 2003). The authors found that marijuana
use may precipitate disorders in vulnerabie
individuals and worsen the course of the
disorder among those that have already
developed it. They did net find any causal
relationship botween marijuana use and
increased incidence of schizophrenia.

DEA notes that Degenhardt and colleagues
{2003} acknowledged that several
environmental risk factors for schizophrenia
had been reduced (i.e., poor maternal
nutrition, infectious disease and poor
antenatal and prenatal care} and that the
diagnostic criteria {or schizophrenia had
changed over the span of this study making
the classification of schizophrenia more
rigorous. These confounders could reduce
the reported prevalence of schizophrenia.

DHHS also discusses several longitudinal
studies that found a dose-response
relationship between marijuana use and an
increasing risk of psychosis among thosa who
are vulnerable to developing psychosis
{Fergusson et al., 2005; van Os ef al., 2002),

DEA notes several longitudinal studies
{Arseneault ef al,, 2002, Caspi ot al., 2005;
Henquet ef /., 2005) that found increased
rates of psychosis or psychotic symptoms in
people using cannabis. Finally, DEA notes
some studies that observe that individuals
with psychetic disorders have higher rates of
cannabis use compared to the general
population (Regier sf al., 1990; Green et al.,
2005).

DEA also notes that, more recently, Moore
and colleagues (2007) performed a meta-
analysis of the longitudinal studies on the
link betiveen cannabis use and subsequent
psychotic symptoms. Authors observed that
there was an increased risk of any psychotic
outcome in individuals who had aver used
cannabis [pooled adjusted odds ratio=1.41,
95 percent CI 1.20-1.65}. Furthermore,
findings were consistent with a dose-
response effect, with greater risk in people
who used cannabis most frequently {2.09,
1.54-2.84}. The authors concluded that their
results support the view that cannabis
increases risk of psychotic outcomes
independently of confounding and iransient
intoxication effecis.

DEA also notes another more recent study
examining the assaciation between marijuana
use and psychosis-related outcoms in pairs of
young adult siblings in Brisbane, Australia

(McGrath et al., 2010). This study found a
dose-response relationship where the longer
the duration of time since the first cannabis
use, the highsr the risk of psychosis-related
outcome. Those patients with early-onset
psychotic symptoms were also likely to
raport early marijuana use. Authors suggest
that their resulis support the hypothesis that
early cannabis use is a risk-modifying factor
for psychosis-related outcomes in young
adults.

Cognitive Effects

DYHHS states that acuie administration of
smoked marijuana impairs performance on
tests of learning, associative processes, and
psychomolor behavior (Block ef al.,, 1992;
Heishman ef ol., 1990). Marijuana may
therefore considerably interfere with an
individual’s ability to learn in a classroom or
to operate motor vehicles. DHHS cites a
study conducted by Kurzthalar and
colleagues {1999} with human volunteers, in
which the administration of 290 pg/kg of A®-
THC in a smoked cigarette resulted in
impaired perceptual motor speed and
accuracy, skills of paramount importance for
safe driving. Similarly, administration of 3.95
percent AS-THC in a smoked cigarette
increased disequilibrium measures, as well
as the latency in a task of simulated vehicle
braking (Liguori ef al., 1998}

DHHS states that the effects of marijuana
may not be fully resolved until at least one
day after the acule psychoactive effects have
subsided, following repealed administration,
Heishman and colleagues (1988} showed that
impairment on memory tasks persists for 24
hours after smoking marijuana cigarettes
containing 2,57 percent A*THC, However,
Fant and colleagues {1998} showed minimal
residual alterations in subjective or
performance measures the day after subjects
were exposed to 1,8 percent or 3.6 percent
smoked A?-THC.

DHHS discussed a study by Lyons and
colleagues (2004} on the neuropsychological
consequences of regular marijuana use in
fifty-four monozygotic male twin pairs, with
one subject being a regular user and its co-
twin a non-user, and neither twin having
used any other illicit drug regularly.
Marljuana-using twins significantly differed
from their non-using co-twins on the general
intetligence domain, However, only one
significant difference was noted between
marijuana-using hwins and their non-using
co-twins on measures of cognitive
functioning. Authors of the study proposed
that the results indicate an absence of any
marked long-term residual effects of
marijuana use on cognitive ahilities. This
conclusion is similar to the results found by
Lyketsos and colleagues (1999), who
investigated the possible adverse effects of
eannabis use on cognitive decline after 12
years in persons under 65 years of age. There
wera no significant differences in cognitive
decline between heavy users, light users, and
nonusers of cannabis, The authors conclude
that over long time periods, in persons under
age B5 years, cognitive decline occurs in all
age groups. This decline is closely associated
with aging and educational level but does not
appear to be asseciated with cannabis use.

DEA notes that while Lyketsos and
colleagues (1998} propose that their results
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provide strong evidence of the absence of a
long term residual effect of cannabis use on
cognition, they also acknowledge a number
of limitations to their study. Notably, authors
remark that it is possible that some cannabis
users in the study may have used cannabis
on the day the test was administered. Given
the acute effects on cannabis on cognition,
this would have tended {o reduce their test
score on that day. This may have adversely
affected accurate measurement of test score
changes over time in cannabis users, The
authors also noted, as another important
limitation, that the test used is not intended
for the purposs for which it was used in this
study and is not a very sensitive measure of
cognitive decline, even though it specifically
lests memory and attention. Thus, small or
subtle effects of cannabis use on cognition or
psychomoter speed may have been missed.

DHHS also discussed a study by Selowij
and colleagues {2002) which examined the
effects of duration of cannabis use on specific
areas of cognitive functioning among users
seeking treatment for cannabis dependence.
They compared 102 near-daily cannabis
users {51 long-term wsers: mean, 23.9 years
of use; 51 shorter-term users: mean, 10.2
years of use) with 33 nonuser controls. They
collected measures from nine standard
neuropsychological tests thal assessed
attention, memory, and executive
functioning, and that were administered
prior {o entry to a treatment program and
following a median 17-hour abstinence.
Authors found that long-term cannabis nsers
performed significantly less wetl than
shorter-lerm users and controls on tests of
memory and attention. Long-term users
showed impaired learning, retention, and
retrieval compared with controls. Both user
groups performed poorly on a time
estimation task. Performance measures often
correlated significantly with the duration of
cannabis use, being worse with increasing
years of use, but were unrelated to
withdrawal symptoms and persisted after
controlling for recent cannabis use and other
drug use. Authors of this study state that
their results support the hypothesis that long-
term heavy cannabis users show impairments
in memory and atiention that endure beyond
the period of intexication and worsen with
increasing years of regular cannabis use.

DHHS cited a siudy by Messinis and
colleagues (2006} which examined
neurophysiological functioning for heavy,
frequent cannabis users. The study compared
20 long-term {L'T) and 20 shorter-term (ST)
heavy, frequent cannabis users after
abstinence for at least 24 hours prior to
testing with 24 non-using controls. LT users
performed significantly worse on verbal
memory and psychomotor speed. LT and ST
users had a higher proportion of deficits on
verbal fluency, verbal memory, attention and
psychomotor speed. Authors conclude from
their study that specific cognitive domains
appear to deteriorate with increasing years of
heavy frequent cannabis use.

DHHS discussed a study by Pope and
colleagues (2003} which reported no
differences in neurepsychological
performance in early- or late-onset users
compared to non-using controls, after
adjustment for intelligence quotient (IQ). In

another cohort of chronic, heavy marijuana
users, some deflicits were observed on
memory tests up to a week following
supervised abstinence but these effects
disappeared by day 28 of abstinence (Pops et
al., 2002). The authors concluded that
“cannabis-associated cognilive deficits are
reversible and related {o recent cannabis
exposure rather than irreversible and related
to curmnulative lifefime use.” Conversely,
DHHS notes that other investigaiors have
reporied persistent neuropsychological
deficits in memory, executive functioning,
psychomotor speed, and manual dexterity in
heavy marijuana smokers who had been
abstinent for 28 days {Bolla ef al., 2002].
Furthermore, when dividing the group into
light, middle, and heavy user groups, Bolla
and colleagues (2002) found that the heavy
user group performed significantly below the
light user group on 5 of 35 measures. A
follow-up study of heavy marijuana users
noted decision-making deficits after 25 days
of abstinence (Bolla ef al., 2005}, When I(}
was contrasted in adolescents 9-12 years of
age and at 17-20 years of age, current heavy
marijuana users showed a 4-point reduction
in I() in later adolescence compared to those
who did not use marijuana (Fried ef al.,
2002).

DHHS states that age of first use may be a
critical factor in persistent impairment from
chronic marijuana use, Individuals with a
history of marijuana-only use that began
bafore the age of 16 were found to perform
more poorty on a visual scanning task
measuring attention than individuals who
slarted using marijuana after 16 (Khrenreich
et al., 1999). DHHS's document noted that
Kandel and Chen (2000) assert that the
majority of early-onset marijuana users do
not go on to become heavy users of
marijuana, and those that do tend to associate
with delinquent social groups.

DEA notes an additional recent study that
indicates that because neuromaturation
continues through adolescence, results on the
long-lasting cognitive effects of marijuana use
in adulis cannol necessarily generalize to
adolescent marijuana users. Medina and
colleagues (2007) examined
neuropsychological functioning in 31
adolescent abstinent marijuana users, after a
period of abstinence from marijuana of 23 to
28 days, and in 34 demographically similar
contrel adolescents, all 1618 years of age.
After controlling for lifetime alcoho! nse and
depressive symptoms, adolescent marijuana
users demonstrated slower psychomotor
speed (p .05), and poorer complex attention
{p .04), story memory (p .04}, and planning
and sequencing ability (p .001) compared
with nonusers. The number of lifetime
marijuana use episodes was associated with
poorer cognitive function, even after
controlling for Hfetime aleohol use. The
general patlern of results suggested that, even
after a month of monitored abstinence,
adolescent marijuana users demonstrate
subtle neuropsychological deficits compared
with nonusers. The authors of this study
suggest that frequent marijuana use during
adolescence may negatively infiuence
neuromaturation and cognitive development.

In summary, acute administration of
marijuana impairs performance on tests of

learning, associative processes, and
psychomotor behavior, The effects of chronic
marijuana use have also been siudied. While
a few studies did not observe sbrong
persistent neurocognitive consequences of
long-term cannabis use {Lyketsos et al., 1999;
Lyons el al., 2004}, others provide support
for the existence of persistent consequences
(Bolla ef al., 2002, 2005}. The cognitive
impairments that are observed 12 hours to
seven days after marijuana use {Messinis ef
al., 2006; Sclowij ef al., 2002; Harrison ef al,,
2002}, and that persist beyond hshaviorally
detectable intoxication, are noteworthy and
may have significant consequencss on
workplace performance and safety, academic
achievement, and automotive safety, In
addition, adelescents may ba particularly
vulnerable to the long-lasting deleterious
effects of marijuana on cognition. The overall
significant effect on general intelligence as
measured by IQ should also not be
overlooked.

Behavioral Effects of Prenatal Exposure

The impact of in utero marijuana exposure
on performance in a series of cognitive tasks
has been studied in children of various ages.
DHHS concludes in its analysis of the
prosently examined petition that since many
marijuana nsers have abused other drugs, it
is difficuli to determine the specific impact
of marijuana on prenatal exposure. Fried and
Watkinson {1990) found that four year old
children of heavy marijuana users have
deficits in memory and verbal measures.
Maternal marijuana use is predictive of
poorer performance on abstract/visual
reasoning tasks of three year old children
(Griffith ef al., 1994) and an increase in
omission errors on a vigilance task of six year
olds (Fried ef al, 1992). When the effect of
prenatal exposure in nine to 12 year old
children is analyzed, in utero exposure to
marijuana is negatively associated with
executive function tasks that require impulse
coniral, visual analysis, and hypothesis
testing (Fried ef al., 1998},

DEA notes studies showing that AS-THC
passes the placental barrier {(Idanpaan-
Heikkila et al., 1969) and that fetal blood
concentrations are at least equal to those
found in the mother's blood (Grotenhermen,
2003},

In summary, smoked marijuana exerts a
number of cardiovascular and respiratory
eifects, both acutely and chronically.
Marijuana’s main psychoactive ingredient A%-
THC alters immune function, The cognitive
impairmenis caused by marijuana use that
persist beyond behaviorally detectable
intoxication may have significant
consequences on workplace performance and
safoty, academic achievement, and
automotive safety, and adolescents may be
particularly vulnerable to marijuana’s
cognitive effects. Prenatal exposurs to
marijuana was linked to children’s poorer
performance in a number of cognitive tests.

FACTOR 3: THE STATE OF THE CURRENT
SCIENTIFIC KNOWLEDGE REGARDING
THE DRUG OR SUBSTANCE

DHHS states that marijuana is a mixture of
the dried leaves and flowering tops of the
cannabis plant (Agurell ef al,, 1984; Graham,
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1976, Mechoulam, 1973). These porlions of
the plant have the highest levels of A?-THC,
the primary psychoactive ingredient in
marijuana. The most potent product {i.e., that
having the highest percentage of A%-THC} of
dried material is sinsemilla, derived from the
unpollinated flowering tops of the female
cannabis plant. Generally, this potent
marijuana product is associated with indoor
grow sites and may have a A®>-THC content

of 15 te 20 percent or more. Other, loss
common forms of marijuana found on the
illicit market are hashish and hashish oil.
Hashish is a A?-THC-rich resinous material of
the cannabis plant which is dried and
compressed into a variety of forms (balls,
cakes or sticks}. Dried pieces are generally
broken off and smoked. A?-THC content is
usually about five percent. The Middle East,
North Africa and Pakistan/Afghanistan are
the main sources of hashish. Hashish oil is
produced by extracting the cannabinoids
from plant material with a solvent. Hashish
oil is a light to dark brown viscous liguid
with a AS-THC content of about 15 percent.
The oil is often sprinkled on cigarettes,
allowed to dry, and then smoked.

Chemistry

DHHS states that some 483 natural
constituents have been identified in
marijuana, including 66 compounds that are
classified as cannabinoids {Ross and El
Sohly, 1995). Cannabinoids are not known to
exist in plants other than marijuana, and
most naturally occurring cannabinocids have
bean identified chemically. The psychoactive
properties of cannabis are attributed io one
or two of the major cannabinoid substances,
namely delta-9- tetrahydrocannabinol (A%
THC} and delta-8-tetrahydrocannabinol {A8-
THC}, Other natural cannabinoids, such as
cannabidiol {CBD) and cannabinol (CBN]},
have been characterized. CBD does not
possess A%THC-like psychoactvity. Its
pharmacological properties appear to include
anticonvulsant, anxiolytic and sedative
propertios (Agurell ef al,, 1984, 1986;
Hollister, 1986).

DHHS states that AS-THC is an optically
active resinous substance, exiremely Hpid
scluble, and insoluble in water. Chemically,
A9-THG is known as (6aR-trans)-6a,7,8,10a-
tetrahydro-6,6,9-trimethyl-3-pentyl-6H-
dibenzo-[b,d]pyran-1-ol or (-}A%-{trans}-
tetrahydrocannabinol. The pharmacological
activity of AS-THC is stereospecific: the (-)-
trans isomer is 6-100 times more potent than
the {+)-trans isomer {(Dewey ef al., 1984).

DEA notes a review of the contaminants
and adulterants that can bes found in
marijuana {McPartland, 2002). In particular,
DEA noles that many studies have reporied
contamination of both illicit and NIDA-
grown marijuana with microbial
contaminants, bacterial or fungal (McLaren ef
al., 2008; McPartland, 1994, 2002;
Ungsrleider e al., 1982; Taylor et al., 1982;
Kurup et al., 1983). Other microbial
contaminants include Klebsiella
pnewnoniae, salmonella enteritidis, and
group D Streptococcus (Ungerlerder et al.,
1982; Kagen of al., 1983; Taylor ef al., 1982},
DEA noles that a review by McLaren and
colleagues (2008) discusses studies showing
that heavy matals present in soil may also

contaminale cannabis, and states that these
contaminaints have the potential to harm the
user without harming the plant. Other
sources of contaminants discussed by
McLaren and colleagues {2008) include
growth enhancers and post control products
related to marijuana cultivation and storage.

Human Pharmacokinetics

DHHS states that marijuana is generally
smoked as a cigaretis (weighing between 0.5
and 1.0 gm; Jones, 1980) or in a pipe. It can
also be taken orally in foods or as extracts of
plant material in ethanol or other solvents.
The absorption, metabolism, and
pharmacokinstic profile of A%-THC (and other
cannabineids) in marijuana or other drug
products containing AS-THG vary with route
of adminisiration and formulation (Adams
and Martin, 1996; Agurel] ef al., 1984, 1986).
When marijizana is administered by smoking,
A8-THG in the form of an aerosol is absorbed
within seconds. The psychoactive effects of
marijuana occur immediately following
absorption, with mental and behavioral
effects measurable up for to six hours after
absorption (Grotenhermen, 2003; Hollister,
1986, 1988). A%-THC is delivered io the brain
rapidly and efficiently as would be expected
of a highly lipid-soluble drug.

The petitionar provided a discussion of
new, or less common, routes and methods of
administration being currently explored (pg.
57, line 1}, These include vaporization for the
inhalation route, as well as rectal, sublingual,
and transdermal routes.

DEA notes that respiratory effects are only
part of the harmful health effects of
prolonged marijuana exposure, as described
further under factor 2 of this document. DEA
also notes that at this time, the majority of
studies exploring the potential therapeutic
uses of marijuana use sroked marijuana, and
the pharmacokinetics and bicavailability
from routes of administration other than
smoked and oral are not well-known.

The pharmacokinetics of smoked and
orally ingested marijuana are thoroughly
reviewed in DHHS's review document.

Medical Utility

The petition filed by the Coalition to
Reschedule Cannabis (Marijuana) aims to
repeal the rule placing marijuana in schedule
I of the CSA, based in part on the propesition
that marijuana has an accepted medical use
in the United States. However DHHS has
concluded in its 2006 analysis that marijuana
has no accepted medical use in treatment in
the United States. Following is a discussion
of the petitioner's specific points and a
presentation of DHHS's evaluation and
recommendation on the question of accepted
medical use for marijuana.

The petitioner states {pg. 48, line 2},
“Results from clinical research demonstrated
that both dronabinel and whole plant
cannabis can offer a safs and elfective
treatment for the following illnesses: muscle
spasm in multiple sclerosis, Tourette
syndrome, chronic pain, nausea and
vomiting in HIV/AIDS and cancer
chemotherapy, loss of appetite from cancer,
hyperactivity of the bladder in patients with
multiple sclerosis and spinal cord injury, and
dyskinesia caused by levodopa in
Parkinson’s disease.”

To support its claim that marijuana has an
accepted medical use in the United States,
the petitioner listed supporting evidence that
included the following:

¢ Evidence from clinical research and
reviews of earlier clinical research (Exh. C,
Section 1 (4, 6), pg. 29}

« Acceptance of the medical use of
marijuana by eight states since 1996 and state
officials in these states establishing that
marijuana has an accepted medical use in the
United States (Exh. C, Section I {1), pg. 13)

¢ Increased recognition by health care
professionals and the medical community,
including the Institute of Medicine (IOM}
{Exh. C, Section I (2), pg. 15)

+ Patients’ experience in which they
reported benefits from smoking marijuana
{Exh. C, Section I {3), pg. 22)

« Kvidence from clinical research {Exh. C,
Section I (4, 6}, pg. 29}

DHHS states that a new drug application
{NDA) for marfjuana has not been submitted
to the FDA for any indication and thus no
medicinal product containing botanical
cannabis has been approved for marketing,
Only small clinical studies published in the
current medical literature demonstrate thal
research with marijuana is heing conducted
in huntans in the United States under FDA-
authorized investigational new drug {IND}]
applications.

There are ongping clinical studies of the
potential utility of marijuana in medical
applications. DHHS states that in 2000, the
state of California established the Center for
Medicinal Cannabis Research (CMCR) which
has funded studies on the potential use of
cannabinoids for the treatment of multiple
sclerosis, neuropathic pain, appstite
suppression and cachexia, and severe pain
and nausea related fo cancer or its treatment
by chemotherapy. To date, though, no NDAs
utilizing marijuana for these indications have
been submitted to the FDA.

To establish accepted medical use, among
other criteria, the effectiveness of a drug must
be established in well-controlled scientific
studies performed in a large number of
patients, To date, such studies have not been
performed for marijuana. Small clinical trial
studies with limited patients and short
duration such as those cited by the petitioner
are not sufficient to establish medical utility.
Larger studies of longer duration are needed
to fully characterize the drug’s efficacy and
safely profile, Anecdotal reports, patients’
self-reported effects, and isolated case reports
are not adequate evidence to support an
accepted medical use of marijuana (57 FR
10499, 1992),

In addition to demonstrating efficacy,
adequate safety studies must be performed to
show that the drug is safe for treating the
targeted disease. DHHS states that safety
studies for acute or subchronic
administration of marijuana have bean
carried out through a limited number of
Phase 1 clinical investigations approved by
the FDA, but there have been no NDA-quality
studies that have scientifically assessed the
efficacy and full safely profile of marijuana
for any medical condition.

DEA further notes that a number of clinical
studies from CMCR have been discontinued.
Mast of these discontinuations were duse to
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recruitment difficulties (htip://
www.cmer.uesd.edu/geninfofresearch.iim
flast retriaved 07/07/2010) (listing G
discontinued studies, 5 of which were
discontinued because of recruitment issues)}.

The petitioner states that the
pharmacological effects are well established
for marijuana and A9-THG, using the
argument that Marinol (containing synthetic
A9-THC, known genarically as dronabinol)
and Cesamet (containing nabilone, a
synthetic cannabinoid not found in
marijuana) are approved for several
therapeutic indications. The approvals of
Marinel and Cesamet were based on well-
comntrolled clinical studies that established
the efficacy and safety of these drugs as a
medicine. Smoked marijuana has not been
dentonstratad 1o be safe and effective in
treating these nedical conditions, Marijuana
is a drug substance composed of numerous
cannabinoids and other constituents; hence
the safety and efficacy of marijuana cannot be
evaluated solely on the effects of A°-THC.
Adequate and well-controlled studies must
be performed with smoked marijuana to
esiablish efficacy and safety, DHHS states
that there is a lack of accepted safety for the
use of marijuana under medical supervision.

‘The petitioner has not submitted any new
data mealing the requisits scientific
standards to support the claim that marijuana
has an accepted medical use in the United
States. Hencs, the new information provided
by the petitioner does not change the federal
govermment's evaluation of marijuana’s
medical use in the United States.

« Petitioner's claim of acceptance of the
medical use of marijuana by eight states since
1996 and state officials in these states
establishing that marijuana has an accepted
medical use in the United States

Petitioner argues that, “[t}he acceptance of
cannabis’s medical use by eight states since
1996 and the experiences of patients, doctors,
and state officials in these states establish
marijuana’s accepted medical use in the
United States.” Petition at 10, 13. This
argument is confrary to the CSA's statutory
scheme. The CSA does not assign to the
states the authority to make fndings relevant
to CSA scheduling determinations. Rather,
the CSA expressly delegates the task of
making such findings—inchuding whethera
subslance has any currently accepted
redical use in treatment in the United
States—to the Attorney General. 21 U.S.C.
811{a). Tha CSA also expressly tasks the
Secretary of DHHS to provide a scientific and
medical evaluation and scheduling
reconunendations to inform the Attorney
General’s findings. 21 U.8.C. 811(b); see also
21 C.F.R. 308.43. That Congress explicitly
provided scheduling authority to these tivo
federal entities in this comprehensive and
exclusive statutory scheme precludes the
argument that state legislative action can
establish accepted medical use under the
CSA.

The CSA explicitly provides that in making
a scheduling determination, the Attorney
General shall consider the following eight
factors:

1. The drug’s actual or relative potential for
abuse

2. Scientific evidence of ils
pharmacological effect, if known;

3. The state of current scientific knowledge
regarding the drug;

4. Its history and current paltern of abuse;

5. The scope, duration, and significance of
abuse;

6. What, if any, risk there is to the public
health;

7. The drug’s psychic or physieclogical
dependence liability; and

8. Wheather the substance is an immediate
precursar of a substance already controlled
under the CSA.

21 U.8.6., 811{c}, These factors embedy
Congress's view of the specialized agency
expertise reguired for drug rescheduling
decisions. The CSA's statulory text thus
further evidences that Congress did not
envision such a role for stale law in
establishing the schedules of controlled
substances under the CSA. See Krumun v,
Holder, 2009 WL 1563381, at *16 (D.N.M.
2009) (*The CSA does not contemplate that
state lagislatures’ determinations about the
use of a controlled substance can be used to
bypass the CSA’s rescheduling process.”}.

The long-established faciors applied by
DEA for determining whether a drug has a
“currently accepted medical use” uader the
CSA are:

1. The drug’s chemistry must be known
and reproducible;

2. There must be adequats safety studies;

3. There must be adequate and well-
controlled studies proving efficacy;

4, The drug must be accepted by qualified
experts; and

5. The scientific evidence must be widely
available.
57 FR 10,499, 10,506 (1992}, ACT, 15 F.3d at
1135 (upholding these factors as valid criteria
for determining “currently accepted medical
use”). A drug will be deemed to have a
currently accepted medical use for CSA
purposes only if all five of the foregoing
glemenis are demonstrated, The following is
a summary of information as it relates to each
of these five elements.

1. The drug’s chemistry must be known and
reproducible

DHHS states that although the structures of
many cannabinolds found in marijuana have
been characterized, a complete scientific
analysis of all the chemical components
found in martjuana has not been conducted.

DEA notes that in addition to changes due
to its own genetic plasticity, marijuana and
its chemistry have been throughout the ages,
and continue to be, modified by
environmental factors and human
manipulation (Paris and Nahas, 1984).

2. There must be adequate safely studies

DHHS states that safety studies for acute or
subchrenic administration of marijuana have
been carried out only through a limited
number of Phase 1 clinical investigations
approved by the FDA. There have been no
NDA-qualily studies that have scientifically
assessed the safety profile of marijuana for
any medical condition. DHHS also states that
at this time, the known risks of marijuana use
have not been shown to be outweighed by
specific benefits in well-controlled clinical

trials thal scientifically evaluate safety and
efficacy.

DHHS further states that it cannot
conclude that inarijuana has an acceptable
level of safely withoul assurance of a
consistent and predictable potency and
without proof that the substance is free of
contamination.

As discussed in Factors 1 and 2, current
data suggest that marijuana use produces
adverse effects on the respiratory system,
memory and learning. Marijuana use is
associated with dependence and addiction.
In addition, large epidemiological studies
indicate that marijuana use may exacerbate
symptoms in individuals with schizophrenia.

Therefore DHHS concludes that, even
under medical supervision, marijuana has
not been shown to have an accepted level of
safety, Furthermore, if marijuana is to be
investigated more widely for medical use,
information and data regarding the
chemistry, manufaciuring, and specifications
of marijuana must be developed.

3. There must be adequate and well-
conirolled studies proving efficacy

DHHS states that no studies have been
conducted with marijuana showing efficacy
for any indication in controlled, large scale,
clinical trials.

To establish accepled medical use, the
effectiveness of a drug must be established in
well-controtled, well-designed, well-
conducted, and well-documented scientific
studies, including studies performed in a
large number of patients (57 FR 10499, 1992).
To date, such studies have not been
performead. The small clinical trial studies
with limited patients and short duration are
not sufficient to establish medical utility.
Studies of longer duration are needed {o fully
characterize the drug’s efficacy and safety
profile. Scientific reliability must be
established in muitiple clinical studies,
Furthermore, anecdotal reports and isolated
case reporls are not adequats evidence to
support an accepted medical use of
marijuana {57 FR 10498, 1982). The evidence
from clinieal research and roviews of earlier
clinical research does not meet this standard.

As noted, DHHS states that a limited
number of Phase 1 investigations have been
conducted as approved by the FDA. Clinical
trials, however, generally proceed in three
phases. See 21 C.F.R. 312.21 (2010}, Phase I
trials encompass initial testing in human
subjects, generally involving 20 to 80
patients. Jd. They are designed primarily to
assess initial safety, tolerability,
pharmacokinetics, pharmacodynantics, and
preliminary studies of potential therapeutic
benefit. (62 FR 66113, 1997). Phase [ and
Phase IT studies involve successively larger
groups of patients: usually no mere than
several hundred subjects in Phase Tt and
usually from several hundred to several
thousand in Phase III. 21 CF.R. 312.21.
These studies are designed primarily to
explore (Phase II) and to demonstrate or
confirm (Phase III) therapeutic efficacy and
benefit in patients. (62 FR 66113, 1997). No
Phase IT or Phase lll studies of marijuana
have been conducted, Even in 2001, DHHS
acknowledged that there is “‘suggestive
evidence that marijuana may have beneficial
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therapeutic effects in relieving spasticity
associated with multiple sclerosis, as an
analgesic, as an antiemetic, as an appetite
stimulant and as a bronchodilator.” (66 FR
20038, 2001), But there is still no data from
adequate and well-controlled clinical trials
that meels the requisite standard to warrant
rescheduling.

DHHS slates in a published guidance that
it is committed {o providing ‘‘research-grade
marijuana for studies that are the most likely
to yield usable, essential data” {DHHS, 1999).
DHHS states that the opportunity for
scientisis to conduct clinical research with
botanical marijuana has increased due to
changes in the process for obtaining botanical
marijuana from NIDA, the only legitinate
source of the drug for research in the United
States. It further states that in May 1999,
DHHS provided gnidance on the procedures
for providing research-grade marijuana to
scismiists who intend fo study marijuana in
scientifically valid investigations and well-
confrolled clinical trials (DHHS, 1999).

4, The drug musi be accepted by qualified
experts

A material conflict of opinion among
experts precludes a finding that marijuana
has been accepted by quatified experts (57 FR
10499, 1992). DHHS states that, at this time,
it is clear that there is not a consensus of
medical opinion concerning medical
applications of marijuana, even under
conditions where its use is severely
restricted. DHHS also concludes that, to date,
research on the medical use of marijuana has
not progressed to the point that marijuana
can be considered to have a “currently
accepted medical use” or a “currently
accepted medical use with severe
restrictions.”

5. The scientific evidence must be widely
available

DHHS states that the scientific evidence
regarding the safety or efficacy of marijuana
is typically available only in summarized
form, such as in a paper published in the
medical literalure, rather than in a raw data
format. As such, there is no opportunity for
adequate scientific scrutiny of whether the
data demonstrate safety or officacy.
Furthermore, as stated before, there have
only been a limited number of small clinical
trials and no controlled, large-scale clinical
trials have heen conducted with marijuana
on its efficacy for any indications or its
safety.

In summary, from DHHS's statements on
the five cited elements required to make a
determination of “currently accepted medical
use” for marijuana, DEA has determined that
none has besn fulfilled. A complets scientific
analysis of all the chemical components
found in marijuana is still missing. There has
been no NDA-guality study that has assessed
the efficacy and full safety profile of
marijuana for any medical use. At this time,
it is clear that there is not a consensus of
medical opinion concerning medical
applications of marijuana. To date, research
on the medical use of marijuana has not
progressed to the point thal marijuana can be
considered to have a “currently accepted
medical use™ or even a “currently accepted

medical use with severe restrictions.” 21
1.5.C. 812(b}{2){B)). Additionally, scientific
evidence as to the safety or efficacy of
marijuana is not widely available,

» Petitioner's claim of increased
recognition by health care professionals and
the medical community, including the
Institute of Medicine {IOM])

The petitioner states {pg. 15 line 2},
"Cannabis’s accepled medical use in the
United States is increasingly recognized by
healthcare professionats and the medical
community, including the Institule of
Medicine.”

DHHS describes that in PPebruary 1997, a
National Institutes of Health (NTH}-sponsered
workshop analyzed available scientific
evidence on the potential utility of
narifnana. In March 1999, the Institate of
Medicine {IOM]} issued a detailed report on
the potential medical utility of marijuana,
Both reports concluded that there need to be
more and better studies to determine
potential medical applications of marijuana.
The I0M report also recommended that
clinical trials should ha conducted with the
goal of developing safe delivery systems
(N1H, 1997; IOM, 1999),

DEA notes that in its recommendations, the
1999 IOM report states,

If there is any fulure for marijuana as a
medicine, it Hes in its isolated components,
the cannabinoids and their synthetic
derivatives. Isolated cannabinoids will
provide more reliable effects than crude plant
mixtures. Therefore, the purpose of clinical
trials of smoked marijuana would not be to
develop marijuana as a licensed drug but
rather to serve as a first slep toward the
development of nonsmoked rapid-onset
cannabinoid delivery systems.

Thus, while the IOM report did support
further research into therapeutic uses of
cannabinoids, the IOM report did not
“recognize marijuana’s accepted medical
use” but rather the potential therapeutic
utility of cannabinoids.

DEA notes that the lists presented by the
petitioner {pg. 1618} of “"Organizations
Supporting Access to Therapeutic Cannabis”
{emphasis added} and “[Organizations
Supporting] No Criminal Penalty” contain a
majority of organizations that do not
specifically reprosent medical professionals.
By contrast, the petitioner also provides a list
of “Organizations Supporting Research on
the Therapautic Use of Cannabis” {(emphasis
addad), which does contain a majority of
organizations specifically representing
medical professionals.

The petitioner discusses {pg. 20, line 11)
the results of a United States survay
presented at the annual meeting of the
American Society of Addiction Medicine,
and states that the study’s results,
indicate that physicians are divided on the
medical use of cannabis {Reuters of 23 April
2001}, Researchers at Rhode Island Hospital
in Providence asked 960 doctors about their
attitude towards the statement, “Doctors
should be able to legally prescribe marijuana
as medical therapy.” 36 percent of the
responders agreed, 38 percent disagreed and
26 percent were neuiral.

DEA notes that the results of the study,
later published in full {Charuvastra et al.,

2005) show that a slight majority of medical
doctors polled were opposed to the
legalization of medical prescription of
marijuana. This supports the finding that
there is a material conflict of opinion among
medical professionals.

e Patients’ experience in which they
reported benefits from smoking marijuana
{Exh. C, Section K3}, pg. 22};

Under the petition’s section G, 1. 3., the
petitioner proposes both anecdotal self-
reported effects by patienis and clinical
studies. The petitioner states (pg. 22, line 2},
[. . .Jan increasing number of patients have
collecled expertence with cannabis. Many
reported bensfits from its use. Some of this
axperience has been confirmed in reports and
clinical investigations or stimulated clinicat
research that confirmed these patients’
experience on other patients suffering from
the same disease.

Anecdotal self-reporied effects by patients
are not adequate evidence for the
determination of a drug's accepted medical
use. DEA previously ruled in its final order
denying the psiition of the National
Organization for Reform of Marijuana Laws
[NORML) to reschedule marijuana from
Schedule I to Schedule II of the Controlled
Substances Act (57 FR 10499, 1992} that,

Lay testimonials, impressions of physicians,
isolated case studies, random clinical
experiencs, reports so lacking in details they
cannot be scientifically evaluated, and all
other forms of anecdotal proof are entirely
irrelevant.

DEA further explained in the same ruling
that,

Scientists call [stories by marijuana users
who claim to have been helped by the drug}
anecdotes, They do not accept them as
reliable proofs. The FDA's regulations, for
example, provide that in deciding whether a
new drug is a safe and effective medicine,
“isolated case reports will not be
considered.” 21 CFR 314.126(¢}). Why do
scientisis consider stories from patients and
their dactors to be unreliable?

First, sick people are not objective
scientific observers, especially when it comes
to their own heatth, [, . .] Second, most of
the stories come from people who took
marijuana at the same time they took
prescription drugs for their symptoms. [, . .)
Third, any mind-aliering drug that produces
guphoria can make a sick person think he
fools hetter, [ . .] Fourth, long-time abusers
of marijuana are not immune to itlness.

{. . .}'Thanks to scientific advances and to
the passage of the Federal Food, Drug and
Cosmetic Act (FDCA) in 1906, 21 U.S.C. 301
el s8q., we now rely on rigorous scientific
proof to assure the safety and effectiveness of
new drugs. Mere stories are not considered
an acceptable way to judge whethsr
dangerous drugs should be used as
medicines,

Thus, patients’ anecdotal experiences with
marijuana are not adequate evidence when
evaluating whether marijuana has a currently
accepied medical use.

In summary, marijuana contains some 483
natural constituents and exists in several
forms, including dried leaves and Howering
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tops, hashish and hashish eil. It is generally
smoked as a cigaretts, Research with
marijuana is being conducted in humans in
the United States under FDA-authorized IND
applications, and using marijuana cigarettes
provided by NIDA. Adequate studies have
not heen published to support the safety and
efficacy of marijuana as a medicine, No NDA
for marijitana has been submitted te the FDA
for any indication and thus no medicinal
product comtaining botanical cannabis has
been approved for marketing, DEA notes that
state laws do not establish a currently
accepted medical use under federal law.
Furthermore, DEA previously ruled that
anecdotal self-reported effects by patients are
not adequate evidence of a currently
accepted medical use under federal law. A
material conflict of opinion among experts
precludes a finding that marijuana has been
accepted by qualified experts. At present,
there is no consensus of medical opinion
concerning medical applications of
marijuana. In short, the limited numbsr of
clinical trials involving marijuana that have
been conducted to date—none of which have
progressed beyond phase 1 of the three
phases needed to demonstrate safety and
efficacy for purpeses of FDA approval—fails
by a large measure to provide a basis for any
alteration of the prior conclusions made by
HHS and DEA {in 1992 and in 2001} that
marijuana has no currently accepted medical
use in treatment in the United States.

FACTOR 4: ITS HISTORY AND CURRENT
PATTERN OF ABUSE

Marijuana use has been relatively stable
from 2002 to 2009, and it continues to he the
most widely used illicit drug. According to
the NSDUH, there were 2.4 million new users
(8,000 initiates per day} in 2009 and 18.7
million current (past month} users of
marijuana aged 12 and older. Past month use
of marijuana was statistically significantly
higher in 2009 (18.7 million) than in 2008
{15.2 million), according to NSDUH. An
estimated 104.4 million Americans age 12 or
plder had used marijuana or hashish in their
lifetime and 28.5 million had used it in the
past year, In 2008, most {62.2 percent) of the
2.2 million new users were less than 18 years
of age. In 2008, marijuana was used by 75.7
pervcent of current illicit drug users and was
the only drug used by 57.3 percent of these
users. In 2008, among past year marijuana
users aged 12 or older, 15.0 percent used
marijuana on 300 or more days within the
previous 12 months. This translates into 3.6
million people using marijuana on a daily or
almost daily basis over a 12-month period. In
2008, among past month marijuana users,
35.7 percent (5.4 million) used the drug on
20 or more days in the past month.

Marijuana is also the illicit drug with the
highest rate of past year dependence or
abuse. According to the 2008 NSDUH report,
4.3 million persons were classified with
marijuana dependence or abuse based on
criteria specified in the Diagnostic and
Statistical Manual of Mental Disorders, 4th
edition (DSM-1V).

According to the 2010 Monitoring the
Future [MTF) survey, marijuana is used by a
large percentage of American youths, Amang
students surveyed in 2010, 17.3 percent of

eighth graders, 33.4 percent of tenth graders,
and 43.8 percent of twelfth graders reporied
lifetime use {i.e., any use in their lifetime) of
marijuana, Inn addition, 13.7, 27.5 and 34.8
percent of eighth, tenth and twelfth graders,
raspectively, reported using marijuana in the
past year. A number of high-schoolers
reported daily use in the past month,
including 1.2, 3.3 and 6.1 percent of eighth,
tenth and twelfth graders, respectively.

The prevalence of marijuana use and abuse
is also indicated by criminal investigations
for which drug evidences were analyzed in
DEA and state laboratories, The National
Forensic Laboratory System (NFLIS), which
compiles information on exhibits analyzed in
state and local law enforcement laboratories,
showed that marijuana was the most
frequently identified drug from January 2001
through December 2010: In 2010, marijuana
accounted for 36.3 percent (464,059} of all
drug exhibits in NFLIS, Similar findings were
reported by the Sysiem o Retrieve
Information from Drug Evidence {STRIDE}, a
DEA database which compiles information
on exhibits analyzed in DEA laboratories, for
the same reporting period. From January
2001 through December 2010, marijuana was
the most frequently identified drug. In 2010,
there were 11,293 marijuana exhibits
associated with 7,158 law enforcement cases
representing 16.7 percent of all exhibits in
STRIDE,

The high consumption of marijuana is
being fueled by increasing amounts of
domestically grown marijuana as well as
inereased amounts of foreign source
marijuana being illicitly smuggled into the
United States. In 2009, the Domestic
Cannabis Eradication and Suppression
Program (DCE/SP) reported that 2,980,038
plants were eradicated in outdoor cannabis
cultivation areas in the United States. Major
domastic cutdoor cannabis cultivation areas
were found in California, Kentucky,
Tennesses and Hawaii, Significant quantities
of marijuana were also eradicated from
indoor cultivation operations. There were
414,604 indoor plants eradicated in 2009
compared to 217,103 eradicaled in 2000.
Most foreign-source marijuana smuggled into
the United States enters through or between
points of entry at the United States-Mexico
border. However, drug ssizure data show that
the amount of martjuana smuggled into the
Unitad States from Canada via the United
States-Canada border has risen to a
significant level. In 2009, the Federal-wide
Drug Seizure System (FDSS) reported
seizures of 1,910,600 kg of marijuana.

While most of the marijuana available in
the domestic drug markets is lower potency
commercial-grade marijnana, usually derived
from outdoor cannabis grow sites in Mexico
and the United States, an increasing
percentage of the available marijuana is high
potency marijuana derived from indoor,
closely controlled cannabis cultivation in
Canada and the United States, The rising
prevalence of high potency marijuana is
evidenced by a nearly two-fold increase in
average potency of tested marijuana samples,
from 4.87 percent A’-THC in 2000 to 8.49
percent AS-THC in 2008.

In summary, marijuana is the most
commonly used illegal drug in the United

Stales, and it is used by a large percentage

of American high-schoolers. Marijuana is the
most frequently identified drug in state, local
and federal forensic laboratories, with
increasing amounts both of domsstically
grown and of illicitty smuggled marijuana.
An observed increase in the potency of
seized marijuana also raises concerns.

FACTOR 5; THE SCOPE, DURATION, AND
SIGNIFICANCE OF ABUSE

Abuse of marijuana is widespread and
significant, DHHS presented data from the
NSDUH, and DEA has updated this
inforination. As previously noted, according
to the NSDUH, in 2009, an estimated 104.4
million Americans age 12 or older had used
marijuana or hashish in their lifetime, 28.5
million had used it in the past year, and 18.7
million (8.6 percent) had used il in the past
month, In 2008, an estimated 15.0 percent of
past year marijuana users aged 12 or older
used marijuana on 300 or more days within
the past 12 months. This translates into 3.9
million persons using marijuana on a daily
or almost daily basis over a 12-month period.
In 2008, an estimated 35.7 percent (5.4
million} of past month marijuana users aged
12 or older used the drug on 20 or more days
in the past month (SAMHSA, NSDUH and
TEDS). Chronic use of marijuana is
associated with a number of health risks (see
Factors 2 and 6).

Marijuana’s widespread availability is
being fueled by increasing marijuana
production domestically and increased illicit
importation from Mexico and Canada.
Domestically both indoor and outdoor grow
sites have been encountered. In 2009, nearly
10 million marijuana plants were seized from
outdoor grow sites and over 410,000 were
seized from indoor sites for a total of over 10
million plants in 2009 compared to about 2.8
million planis in 2000 (Domestic Cannabis
Eradicatton/Suppression Program). An
increasing percentage of the available
marijuana being trafficked in the United
States is higher potency marijuana derived
from the indoor, closely controlled
cultivation of marijuana plants in both the
S and Canada {Domestic Cannahis
Eradication/Suppression Program) and the
average percentage of AS-THC in seized
marijuana increased almost two-fold from
2000 to 2008 {The University of Mississippi
Potency Monttoring Project). Additional
studies are needed to clarify the impact of
greater potency, but DEA notes one study
showing that higher lavels of A% FHC in the
body are associated with greater psychoactive
effects {Harder and Rietbrock, 1997), which
can be correlated with higher abuse potential
(Chait and Burke, 1994},

Data from TEDS show that in 2008, 17.2
percent of all admissions were for primary
marijuana abuse. In 2007, more than half of
the drug-related treatment admissions
involving individuals under the age of 15
(80.8 percent) and more than half of the drug-
related treatment admissions invalving
individuals 15 to 19 years of age (55.9
percent), were for primary marijuana abuse.
In 2007, among the marijuana/hashish
admissions (286,194}, 25.1 percent began
using marijuana at age 12 or younger.

In summary, the recent statistics from these
various surveys and databases show that
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marijuana continues to be the most
commonly used illicit drug, with significant
rates of heavy use and dependence in
teenagers and adulis,

The petitioner states, “The use and abuse
of cannabis has been widespread in the
United States since national drug use surveys
began in the 1970s. A considerable number
of cannabis users suffer from problems that
meet Lhe criteria for abuse, However, the
large majority of cannabis users do not
experience any relevant problems related to
their use.” (pg. 4, line 31).

Petitioner acknowledges that a
eonsiderable number of cannabis users suffer
from problems that meet the criteria for
abuse, DEA provides data under this Factor,
as well as Factors 1, 2, and 7, that support
this undisputed issue, Briefly, current daia
suggest that marijuana use produces adverse
effects on the respiratory system, memory
and learning. Marijuana use is associated
with dependence and addiction. In addition,
large epidemiological studies indicate that
marijuana use may exacerbate symptoms in
individuals with schizophrenia, and may
precipitate schizophrenic disorders in those
individuals who are vulnerable to developing
psychosis.

FACTOR 6: WHAT, IF ANY, RISK THERE IS
TO THE PUBLIC HEALTH

The risk marijuana poses to the public
health may manifest itself in many ways.
Marijuana use may affect the physical and/
or psychological functioning of an individual
user, but may also have broader public
impacts, for example, from a marijuana-
impaired driver. The impacts of marijuana
abuse and dependence are more disruptive
for an abuser, but also for the abuser’s family,
friends, work environment, and soctety in
general. Data regarding marijuana heafth
risks are available from many sources,
including forensic laboratory analyses, crime
laboratories, medical examiners, poison
control centers, substance abuse treatment
centers, and the scientific and medical
literatura. Risks have been associated with
both acute and chronic marijuana use,
including risks for the cardiovascular and
respiratory systems, as well as risks for
mental health and cognitive function and
risks related to prenatal exposure to
marijuana. The risks of marijuana use and
abuse have previously been discussed in
terms of the scientific evidence of its
pharmacolegical effects on physical systems
under Factor 2, Below, some of the risks of
marijuana use and abuse are discussed in
broader ierms of the effects on the individual
user and the public from acute and chronic
use of the drug.

Risks Associated with Acute Use of
Martjuana

DHHS states that acute use of marijuana
impafrs psychomolor performance, including
performance of complex tasks, which makes
it inadvisable to operate motor vehicles or
heavy equipment after using marijuana
{Ramaekers ¢f al., 2004). DHHS further
describes a study showing that acute
administration of smoked marijuana impairs
performance on {ests of learning, associative
processes, and psychomotor behavior (Block

et al., 1992). DHHS also describes studies
showing that administration to hwman
volunteers of AS-THC in a smoked marijuana
cigaretta produced impaired perceptual
motor speed and accuracy, two skills that are
critical 1o driving ability (Kurzthaler ef al.,
1999) and produced increases in
disequilibrium measures, as well as in the
latency in a task of simulated vehicle
braking, at a rate comparable to an increase
in stopping distance of 5 feet at 60 mph
{Liguori et al,, 1998).

The petitioner states that {pg., 65, line 10),
“Although the ability 1o perform compiex
cognitive operations is assumed to be
impaired following acute marijuana smoking,
complex cognitive performance after acute
marijuana use has not been adeguately
assessed under experimental conditions.” As
described above, DHHS presents evidence of
marijuana’s acute effects on complex
cognitive tasks.

DHHS states that dysphoria and
psychological distress, including prolonged
anxiely reactions, are potential responses in
a minority of individuals who use marijuana
(Haney ef al., 1999). DEA notes reviews of
studies describing that some users report
unpleasant psychological reactions, Acute
anxiety reactions to cannabis may include
restlessness, depersonalization, derealization,
sense of loss of control, fear of dying, panic
and paranoid ideas (see reviews by Thomas,
1993 and Weil, 1870}

DEA notes a review of studies showing that
the general depressant effect of moderate to
high doses of cannabis might contribute to
slowed reaction times, inability to maintain
conceniration and lapses in attention {see
review by Chait and Pierri, 1992). The review
suggests that fine motor control and manual
dexterity are generally adversely affected
although simple reaction time may or may
not be. DEA also notes studies showing that
choice or complex reaction time is more
likely to be affected, with reaction time
consistently increasing with the difficulty of
the task (e.g., Block and Wittenborn, 1985).

DEA also notes additional studies showing
marijuana use interferes with the ability to
operate molor vehicles. Studies show that
marijuana use can cause impairment in
driving (Rebbe and O’Hanlon, 1999). The
National Highway Traffic Safety
Administration (NHTSA) conducted a study
with the Institute for Human
Psychopharmacology at Maastricht
University in the Netherlands {Robbe and
O’Hanlon, 1999) to evaluate the effects of low
and high doses of smoked A%-THC alone and
in combination with alcohol on the following
tests: 1) the Road Tracking Test, which
measures the driver's ability to maintain a
constant speed of 62 mph and a steady lateral
position between the boundaries of the right
traffic lane; and 2) the Car Following Test,
which measures a driver’s reaction times and
ability to maintain distance between vehicles
while driving 164 ft behind a vehicle that
exacutes a series of alternating accelerations
and decelerations. Mild to moderate
impairment of driving was observed in the
subjects after treatment with marijuana. The
study found that marijuana in combination
with alcohol had an additive effect resulting
in severe driving impairment,

DEA also notes a study by Bedard and
colleagues (2007), which used a cross-
seclional, case-control design with drivers
aged 20-49 who were involved in a fatal
crash in the United States from 1993 o 2003,
Drivers were included if they had been tested
for the presence of cannabis and had a
confirmed blood alcohol concentration of
zero. Cases were drivers who had at least one
potentially unsafe driving action recorded in
relation to the crash {e.g., speeding); controls
ware drivers who had no such driving action
recorded. Authors calculated the erude and
adjusted odds ratios (ORs) of any potentially
unsafe driving action in drivers who tested
positive for cannabis but negative for alcohol
consumption. Five porcent of drivers tested
positive for cannabis. The erude OR of a
potentially unsafe action was 1.39 (99
percent CI = 1,21-1.58) for drivers who tested
positive for cannabis. Even after controlling
for age, sex, and prior driving record, the
presence of cannabis remained associated
with a higher risk of 2 potentially unsafe
driving action (1.29, 99 percent Cl = 1,11—
1,50}, Authors of the study concluded that
cannabis had a negative sffect on driving, as
predicied from various human performance
studies.

In 2001, estimates derived from the United
States Census Bursau and Monitoring the
Future show that approximatsly 600,000 of
the nearly 4 million United States high-
school seniors drive under the influence of
marijuana. Approximately 38,000 seniors
reported that they had crashed while driving
under the influence of marijuana in 2001
{MTF, 2001).

DEA further notes studies suggesting that
marijuana can affect the performance of
pilots, Yeswavage and colleagues (1985)
evaluated the acute and delayed effects of
smoking one marijuana cigaretie conlaining
1.9 percent A-THC (19 mg of A% THC} on the
performance of aircraft pilots. Ten subjects
were frained in a flight simulator prior to
marijuana exposure. Flight simulator
performance was measured by the number of
aileron (lateral control) and elevator {vertical
control} and throttle changes, the size of
these control changes, the distance off the
center of the runaway on landing, and the
average lateral and vertical deviation from an
ideal glideslope and center line over the final
mile of the approach. Compared to the
baseline performance, significant differences
oceired at 4 hours. Most importantly, at 24
hours after a single marijuana cigarette, there
were significant impairments in the number
and size of aileron changes, size of elevator
changes, distance off-center on landing, and
vertical and lateral deviations on approach to
landing. Interestingly, despite these
performance deficits, the pilots reported no
significant subjective awareness of their
impairments at 24 hours.

DEA notes a review of the conrtaminants
and adulterants that can be found in
marijuana (McPariland, 2002). In particular,
DEA notes that many studies have reported
contamination of both illicit and NIDA-
grown marijuana with microbial
contaminants, bacterial or fungal (McLaren et
al., 2008; McPartland, 1994, 2002;
Ungerleider ef al,, 1982; Taylor ef al., 1982;
Kurup et al,, 1983). In a study by Kagen and
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colleagues (1983), fungi was found in 13 of
the 14 samples, and evidence of exposure to
Aspergillus fungi was found in the majority
of marijuana smokers (13 of 23}, but only one
of the 10 control parlicipants. Aspergillus
can cause aspergillosis, a fatal lung diseass
and DEA noles studies suggesting an
associalion between this disease and
cannabis smoking among patients with
compromised immune systems (reviewed in
McLaren ef al,, 2008}, Other microbial
contaminants include bacteria such as
Klebsielle pnewmoniae, salmonella
enferitidis, and group D Streptococcus
{Ungerlerder ef al., 1982; Kagen et al,, 1983;
Taylor et al., 1982}. DEA noles reports that
Salmonella outbreaks have besn linked to
marijuana (Taylor et al., 1982, CDC, 1981).

Risks Associated with Chronic Use of
Marijuana

DHHS states thai chronic exposure te
marijuana smoke is considered to be
comparable to tobaceo smoke with respect to
increased risk of cancer and lung damage.
DEA notes studies showing that marijuana
smoke contains several of the same
carcinogens and co-carcinogens as tobacco
smoke and suggesting that pre-cancerous
lesions in bronchial epithelium also seem to
be caused by long-term marijuana smoking
{Roth ef al., 1998). DEA also notes the
publication of a recent case-control study of
lung cancer in adults (Aldington et al., 2008},
in which users reporting over 10.5 joint-years
of exposure had a significantly increased risk
of developing lung cancer, leading the
study’s authors to conclude that long-terin
cannabis use increases the risk of lung cancer
in young aduits. In addition, a distinctive
marijuana withdrawal syndrome has been
identified, indicating that marijuana
produces physical dependence {Budney ef
al., 2004}, as described in Pactor 7,

DHHS further guotes the Diagnostic and
Statistical Manual (DSM-IV-TR, 2000} of the
American Psychiatric Association, which
states that the consequences of cannabis
abuse are as follows:

fPleriodic cannabis use and intoxication
can interfere with performance at work or
school and may be physically hazardous in
situations such as driving a car, Legal
problems may occur as a consegquence of
arresis for cannabis possession. There may be
arguments with spouses or parents over the
possession of cannabis in the home or its use
in the presence of children, When
psychological or physical problems are
associated with cannabis in the context of
compulsive use, a diagnosis of Cannabis
Dependence, rather than Cannabis Abuse,
should be considered.

Individuals with Cannabis Dependence
have compulsive use and associated
problems. Tolerance to most of the effects of
cannabis has been reporied in individuals
who use cannabis chronically. There have
also besn some reports of withdrawal
symploms, but their clinical significance is
uncertain. There is some evidence that a
majority of chronic vsers of cannabinoids
report histories of tolerance or withdrawal
and that these individuals evidence more
severe drug-related problems overall.
individuals with Cannabis Dependence may

use very potent cannabis throughoul the day
over a period of months or years, and they
may spend several hours a day acquiring and
using the substance. This often interferes
with family, school, work, or recreational
activities. Individuals with Cannabis
Dependence may also persist in their use
despile knowledge of physical problems (e.g.,
chronic cough related to smoking) or
psychological problems {e.g., excessive
sedation and a decrease in goal-oriented
activities resulting from repsated use of high
doses).

In addition, DHHS states that marijuana
use produces acute and chronic adverss
effects on the respiratory systen, memory
and learning. Regular marijuana smoking
produces a number of long-term pulmonary
consequences, including chronic cough and
sputum (Adams and Marlin, 1996), and
histopathologic abnormalities in bronchial
epithelium (Adams and Martin, 1996). DEA
also notes studies suggesting marijuana use
leads to evidence ol widespread airway
inflammation and injury {Roth et al., 1998,
Fligiel ef al., 1997) and
immunoehistochemical evidence of
dysregulated growth of respiratory epithelial
cells that may be precursors to lung cancer
(Baldwin ef al., 1997). In addition, very large
epidemiological studies indicate that
marijuana may increase risk of psychosis in
vulnerable poputlations, i.e., individuals
predisposed to develop psychosis
{Andreasson et al., 1987} and exacerbate
psychotic symptoms in individuals with
schizophrenia {Schiffman ef al., 2005; Hall ef
al., 2004; Mathers and Ghodss, 1992;
Thornicroft, 1990; see Factor 2).

The petitioner cited “The Missoula
Chronic Clinical Cannabis Use Study™ as
evidence that long-term use of marijuana
does not cause significant harm in patients
(Russo et al., 2002). DEA notes that this
article describes the case histories and
clinical examination of only four patisnts
that were receiving marijuana cigarettes from
the National Instifute on Drug Abuse for a
variety of medical conditions. The number of
patients included in the study is not
adequata for this evaluation,

The petitioner states, “Studies have shown
the long-term use of cannabis to ba safe, In
contrast to many other medicinal drugs, the
long-term use of cannabis does not harm
stomach, liver, kidneys and heart.” {Exh. C,
Section M (10), pg. 66).

However, DHHS states that marijuana has
not been shown io have an accepted level of
safety for medical use. There have been no
NDA-quality studies that have scientifically
assessed the full safety profile of marijuana
for any medical condition, DEA notes in
addition, as described above, the risks
associated with chronic marijuana use,
including, as described in Factor 2, risks for
the cardiovascular and respiratory systems,
as waell as risks for mental health and
cognitive function and risks related to
prenatal exposure to marijuana.

Marijuana as a “Gateway Drug”

A number of studies have examined the
widely held premise that marijuana use leads
to subsequent abuse of other illicit drugs,
thus functioning as a "‘gateway drug.” DHHS

discussed a 25-year study of 1,256 New
Zaaland children, Fergusson ef al. (2005),
which concluded that the use of marijuana
correlates to an increased risk of abuse of
other drugs. Other studies, however, do not
support & direct causal relationship between
regular marijuana use and other illicit drug
abuse. DHHS cited the IOM report (1999),
which states that marijuana is a “‘gateway
drug” in the sense that ils use typically
precedes rather than follows initiation of
other illicit drug use. However, as cited by
DHHS, the IOM states that, “‘[tlhere is no
conclusive evidence that the drug effects of
marijuana are causally linked to the
subsequent abuse of other illicit drugs.”
DHHS noted that for most studies that test
the hypothesis that marijuana causes abuse of
harder drugs, the determinative measure for
testing this hypothesis is whether marijuana
leads to “any drug use” rather than that
marijuana leads to “drug abuse and
dependence” as defined by DSM-IV criteria,

FACTOR 7: ITS PSYCHIC OR
PHYSIOLOGICAL DEPENDENCE LIABILITY

DHHS states that many medications that
are not associated with abuss or addiction,
such as antidepressants, beta-blockers, and
centrally acling antihypertensive drugs, can
produce physical dependence and
withdrawal symptoms after chronic use.
However, psychological and physical
dependence of drugs that have abuse
potential are important factors coniributing
to increased or continued drug taking, This
section provides scientific evidence that
marijuana causes physical and psychological
dependence.

Physiological (Physical) Dependence in
Humans

Physical dependence is a state of
adaptation manifested by a drug class-
specific withdrawal syndrome produced by
abrupt cessation, rapid dose reduction,
decreasing blood level of the drug, and/or
administration of an antagonist (American
Academy of Pain Medicine, American Pain
Socisly and American Society of Addiction
Medicine consensus document, 2001).

DHHS states that long-term, regular use of
marijuana can lead to physical dependence
and withdrawal following discontinnation as
well as psychic addiction or dependence.
The marijuana withdrawal syndrome consists
of symptoms such as restlessness, irritability,
mild agitation, insomnia, EEG disturbances,
nausea, cramping and decrease in mood and
appetite that may resolve after 4 days, and
may require in-hospial treatment (Hansy et
al., 1999). It is distinct and mild compared
to the withdrawal syndromes associated with
alcohol and heroin use (Budney ef al., 1999;
Haney &f al., 1999}, BEA notes that Budney
et al. (1999) examined the withdzrawal
sympiomatology in 54 chronic marfjuana
abusers seeking treatment for their
dependence. The majority of the subjects (85
percent) reporied that they had experienced
symptoms of at least moderate severity. Fifty
seven percent (57 percent] reported having
six or more symptoms of a least moderate
severity while 47 percent experienced four or
more symptoms rated as severe. The most
reported mood symptoms associaled with the
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withdrawal were irritability, nervousness,
depression, and anger. Some of the other
behavioral characteristics of the marijuana
withdrawal syndrome were craving,
restlessness, sleap disruptions, strange
dreams, changes in appetite, and violent
outbursts.

DHHS discusses a study by Lane and
Phillips-Bute {1998} which describes milder
cases of dependence including symptoms
that are comparable to those from caffeine
withdrawal, including decreased vigor,
increased fatigue, sleepiness, headache, and
reduced ability to work. The marijuana
withdrawal syndrome has been reported in
adolescents who were admitted for substance
abuse treatment or in individuals who had
been given marijuana on a daily basis during
research conditions, Withdrawal symptoms
can also be induced in animals following
administration of a cannabinoid antagonist
after chronic A®-THC administration
(Maldonado, 2002; Breivogel et al., 2003).
DHHS also discusses a study comparing
marijuana and tobacco withdrawal symptoms
in humans (Vandrey ef al., 2005} which
demonstrated that the maganitude and tima
course of the two withdrawal syndromes are
similar,

DHHS states that a review by Budney and
colleagues {2004) of studies of cannabinoid
withdrawal, with a particular emphasis on
human studies, led to the recommendation
that the Diagnostic and Statistical Manual of
Mental Disorders (DSM) introduce a listing
for cannabis withdrawal. In this listing,
common symptoms weuld include anger or
aggression, decreased appetite or weight loss,
irritability, nervousness/anxiety, restlessness
and sleep difficulties including strange
dreams, Less common symptoms/equivocal
symptoms would include chills, depressed
moad, stomach pain, shakiness and sweating,

Psychological Dependence in Humans

In addition to physical dependence, DHHS
states that long-term, regular use of marijuana
can lead to psychic addiction or dependence.
Psychological dependence on marijuana is
defined by the American Psychiatric
Association in the DSM-IV and cited by
DHHS,

The Diagnostic and Statistical Manual of
Mental Disorders (DSM-1V) is published by
the American Psychiatric Association (2000),
and provides diagnostic criteria to improve
the reliability of diagnostic judgment of
mental disorders by mental health
professionals, DSM-IV currently defines
“Cannabis Dependence” {DSM-IV diagnostic
category 304,30) as follows:

Cannabis dependence: A destruclive
pattern of cannabis use, leading to clinically
significant impairment or distress, as
manifested by thres {or more) of the
following, eccurring when the cannabis use
was at s worst:

1. Cannabis tolerance, as defined by either
of the following:

a. A need for markedly increased amounts
of cannabis to achieve intoxication,

b. Markedly diminished effect with
continued use of the same amount of
cannabis.

2, Greatsr use of cannabis than intended:
Cannabis was often taken in larger amounts
or over a longer period than was intended.

3. Unsuccesslul offorts to cut down or
control cannabis use: Persistent desire or
unsuccessful efforts to cut down or control
cannabis use.

4, Great deal of time spent in using
cannabis, or recovering from hangovers,

5, Canmnabis caused reduction in social,
occupational or recreational activities:
Important social, occupational, or
recreational activities given up or reduced
hecanse of cannabis use.

6. Continued using cannabis despite
knowing it caused significant problems:
Cannabis use is continued despite knowledge
of having a persistent or recurrent physical
or psychological problem that is likely to
have been worsened by cannabis,

In addition, the DSM-1V added a specifier
to this diagnostic by which i can be with or
without physiological {physical} dependenca.

DEA notes additional clinical studies
showing that frequency of A?-THC use (most
often as marijuana} escalates over time,
Individuals increase the number, doses, and
potency of marijuana cigarettes. Several
studies have reported that patterns of
marijuana smoking and increased quantity of
marijuana smoked were related to social
coniext and drug availabilily (Kelly ef al.,
1994; Mendelson and Mello, 1984; Melln,
19849},

DEA further notes that Budney ef al. (1999)
reported that 93 percent of marijuana-
dependent adults seeking treatment raported
expetiencing mild craving for marijuana, and
44 percent rated their past craving as severe.
Craving for marijuana has also been
documented in marijuana users not seeking
treatment (Heishman ef al., 2001). Two
hundred seventeen marijuana users
conipleted a 47-item Marijuana Craving
Questionnaire and forms assessing
demographics, drug use history, marijuana-
quit attempts and current mood. The results
indicate that craving for marijuana was
characterized by 1) the inability to contrel
marijuana use (compulsivity); 2} the use of
marijuana in anticipation of relief from
withdrawal or negative mooed (emotionality);
3} anticipation of positive outcomes from
smoking marijuana (expectancy); and 4}
intention and planning o use marijuana for
positive outcomes (purposefulness}.

In summary, long-term, regular use of
marijuana can lead to physical dependence
and withdrawal following discontinuation as
wall as psychic addiction or dependence.

FACTOR 8: WHETHER THE SUBSTANCE IS
AN IMMEINATE PRECURSOR OF A
SUBSTANCE ALREADY CONTROLLED
UNDER THE CSA

Marijuana is not an immediate precursor of
any controlled substance,

DETERMINATION

After consideration of the eight factors
discussed above and of DHHS’s
reconunendation, DEA finds that marijuana
meets the three criteria for placing a
substance in Schedule T of the CSA under 21
U.S.C. 812(b){1):

1. Marijuana has a high potential for abuse

Marijuana is the most highly abused and
trafficked illicit substance in the United
States. Approximately 16.7 million

individuals in the United States (6.6 percent
of the United States population} used
marijuana monthly in 2009, A 2009 national
survey that tracks drug use irends among
high school students showed that by 12th
grade, 32.8 percent of students reported
having used marijuana in the past year, 20.6
percent reported using it in the past month,
and 5,2 percent reported having used it daily
in the past month. Its widespread availability
is being fueled by increasing marijuana
production domestically and increased
trafficking from Mexico and Canada.

Marijuana has dose-dependent reinforcing
affects that encourage its abuse. Both clinical
and preclinical studies have clearly
demonstrated that marijuana and its
principle psychoactive constituent, A%-THC,
possess the pharmacological atiributes
associated with drugs of abuse. They
function as discriminative stimuli and as
positive reinforcers to maintain drug use and
drug-seeking behavior.

Significant numbers of chronic users of
marijuana seek substance abuse treatment.
Compared te all other specific dmgs
included in the 2008 NSDUH survey,
marijuana had the highest levels of past year
dependence and abuse.

2. Marijurana has no currently accepted
medical use in treatment in the United States

DHHS states that the FDA has not
evaluated nor approved an NDA for
marijuana. The long-established factors
applied by DEA for dstermining whether a
drug has a “currently accepted medical use”
under the CSA are as follows. A drug will be
deemed to have a currently accepted medical
use for CSA purposes only if all of the
following five elements have been satisfied.
As set forth below, none of these elements
has been fulfilled:

i. The drug’s chemistry must be known and
reproducible

Alibough the structures of many
cannabinoids found in marijuana have been
characterized, a complete scientific analysis
of all the chemical components found in
inarijuana has net been conducted.
Furthermore, many variants of the marijuana
plant are found due to its own genetic
plasticity and human manipulation.

if. There must be adequale safely studies

Safety studies for acute or sub-chronic
administration of marijuana have been
carried out through a limited number of
Phase I clinical investigations approved by
the FDA, but there have been no NDA-quality
studies that have scientifically assessed the
full safety profile of marijuana for any
medical condilion. Large, controlled studies
have not been conducted to evaluate the risk-
benefit ratio of marijuana use, and any
potential benefits attributed to marijuana use
currently do not outweigh the known risks.

ifi. There must be adequate and well-
conlrolled studies proving efficacy

DHHS states that there have been no NDA-
quality studies that have scientifically
assessed the efficacy of marijuana for any
madical condition. To establish accepted
medical use, the effectiveness of a drug must
be established in well-controlled, well-
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designed, well-conducted, and well-
documenied scientific studies, including
studies performed in a large number of
patients. To date, such studies have not been
performed for any indications.

Small chinical trial studies with limited
patienis and short duration are not sufficient
to establish medical utility. Studies of longer
duration are needed to [ully characterize the
drug’s efficacy and safety profile. Scientific
reliability must be established in multiple
clinical studies. Anecdotal reports and
isolated case reports are not sufficient
evidence to support an accepted medical use
of marijuana, The evidence from clinical
research and reviews of earlier clinical
research does not mest the requisite
standards,

iv. The drug must be accepted by qualified
experts

At this time, it is clear that there is no
consensus of opinien among experts
concerning medical applications of
marijuana. To date, research on the medical
use of marijuana has not progresssd to the
point that marijuana can be considered to
have a “currently accepled medical use” or
a “‘currently accepted medical use with
severe restrictions.

v, The scientific evidence must be widely
available

DHHS states that the scientific evidence
ragarding the safety and efficacy of marijuana
is typically available only in summarized
form, such as in a paper published in the
medical literature, rather than in a raw data
format. In addition, as noted, there have only
been a limited number of small clinical trials
and no controlled, large scale, clinical trials
have been conducted with marijuana on its
efficacy for any indications or its safety.

3, There is a lack of accepted safety for use
of marijunana under medical supervision

At present, there are no FDA-approved
marijuana products, nor is marijuana under
NDA avaluation at the FDA for any
indication. Marijuana does not have a
currently accepted medical use in treatment
in the United States or a currently accepted
medical use with severe restrictions. The
Center for Medicinal Cannabis Research in
California, among others, is conducting
research with marijuana at the IND level, but
these studies have not yet progressed to the
stage of submitting an NDA. Gurrent data
supgest that marijuana use produces adverse
effects on the respiratory system, memory
and learning. Marijuana use is associated
with dependence and addiction. In addition,
very larga epidemiological studies indicate
that marijuana use may be a causal factor for
the development of psychosis in individuals
predisposed to develop psychosis and may
axacerbate psychotic symptoms in
individuals with schizophrenia. Thus, at this
time, the known risks of marijuana use have
not been shown to be outweighed by specific
benefits in well-controlled clinical trials that
scientifically evaluate safety and efficacy. In
sum, at present, marijuana lacks an
acceptable level of safety even under medical
supervision,
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