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EXHIBIT A




VETO MESSAGE ON E2SSB 5073
April 29, 2011

To the Honorable President and Members,
The Senate of the State of Washington

Ladies and Gentlemen:

I am returning herewith, without my approval as to Sections
101, 201, 407, 410, 411, 412, 601, 602, 603, 604, 605, 606,
607, 608, 609, 610, 611, 701, 702, 703, 704, 705, 801, 802,
803, 804, 805, 806, 807, 901, 902, 1104, 1201, 1202, 1203 and
1206, Engrossed Second Substitute Senate Bill 5073 entitled:

"AN ACT Relating to medical use of cannabis."

In 1998, Washington voters made the compassionate choice to
remove the fear of state criminal prosecution for patients who
use medical marijuana for debilitating or terminal conditions.
The voters also provided patients' physicians and caregivers
with defenses to state law prosecutions.

I fully support the purpose of Initiative 692, and in 2007, I
signed legislation that expanded the ability of a patient to
receive assistance from a designated provider in the medical
use of marijuana, and added conditions and diseases for which
medical marijuana could be used.

Today, I have signed sections of Engrossed Second Substitute
Senate Bill 5073 that retain the provisions of Initiative 692
and provide additional state law protections. Qualifying
patients or their designated providers may grow cannabis for
the patient's use or participate in a collective garden
without fear of state law criminal prosecutions. Qualifying
patients or their designated providers are also protected from
certain state civil law consequences.

Our state legislature may remove state criminal and civil
penalties for activities that assist persons suffering from
debilitating or terminal conditions. While such activities may
violate the federal Controlled Substances Act, states are not
required to enforce federal law or prosecute people for
engaging in activities prohibited by federal law. However,
absent congressional action, state laws will not protect an
individual from legal action by the federal government.

Qualifying patients and designated providers can evaluate the
risk of federal prosecution and make choices for themselves on
whether to use or assist another in using medical marijuana.
The United States Department of Justice has made the wise
decision not to use federal resources to prosecute seriously
ill patients who use medical marijuana.




However, the sections in Part VI, Part VII, and Part VIII of
Engrossed Second Substitute Senate Bill 5073 would direct
employees of the state departments of Health and Agriculture
to authorize and license commercial businesses that produce,
process or dispense cannabis. These sections would open public
employees to federal prosecution, and the United States
Attorneys have made it clear that state law would not provide
these individuals safe harbor from federal prosecution. No
state employee should be required to violate federal criminal
law in order to fulfill duties under state law. For these
reasons, I have vetoed Sections 601, 602, 603, 604, 605, 606,
607, 608, 609, 610, 611, 701, 702, 703, 704, 705, 801, 802,
803, 804, 805, 806 and 807 of Engrossed Second Substitute
Senate Bill 5073.

In addition, there are a number of sections of Engrossed
Second Substitute Senate Bill 5073 that are associated with or
dependent upon these licensing sections. Section 201 sets
forth definitions of terms. Section 412 adds protections for
licensed producers, processors and dispensers. Section 901
requires the Department of Health to develop a secure
registration system for licensed producers, processors and
dispensers. Section 1104 would require a review of the
necessity of the cannabis production and dispensing system if
the federal government were to authorize the use of cannabis
for medical purposes. Section 1201 applies to dispensaries in
current operation in the interim before licensure, and Section
1202 exempts documents filed under Section 1201 from
disclosure. Section 1203 requires the department of health to
report certain information related to implementation of the
vetoed sections. Because I have vetoed the licensing
provisions, I have also vetoed Sections 201, 412, 901, 1104,
1201, 1202 and 1203 of Engrossed Second Substitute Senate Blll
5073.

Section 410 would require owners of housing to allow the use
of medical cannabis on their property, putting them in
potential conflict with federal law. For this reason, I have
vetoed Section 410 of Engrossed Second Substitute Senate Bill
5073.

Section 407 would permit a nonresident to engage 1in the
medical use of cannabis using documentation or authorization
issued under other state or territorial laws. This section
would not require these other state or territorial laws to
meet the same standards for health care professional
authorization as required by Washington law. For this reason,
I have vetoed Section 407 of Engrossed Second Substitute
Senate Bill 5073.

Section 411 would provide that a court may permit the medical
use of cannabis by an offender, and exclude it as a ground for




finding that the offender has violated the conditions or
requirements of the sentence, deferred prosecution, stipulated
order of continuance, deferred disposition or dispositional
order. The correction agency or department responsible for the
person's supervision is in the best position to evaluate an
individual's circumstances and medical use of cannabis. For
this reason, I have vetoed Section 411 of Engrossed Second
‘Substitute Senate Bill 5073.

I am approving Section 1002, which authorizes studies and
medical guidelines on the appropriate administration and use
of cannabis. Section 1206 would make Section 1002 effective
January 1, 2013. I have vetoed Section 1206 to provide the
discretion to begin efforts at an earlier date.

Section 1102 sets forth 1local governments' authority
pertaining to the production, processing or dispensing of
cannabis or cannabis products within their jurisdictions. The
provisions in Section 1102 that local governments' zoning
requirements cannot ‘'preclude the possibility of siting
licensed dispensers within the jurisdiction" are without
meaning in light of the vetoes of sections providing for such
licensed dispensers. It is with this understanding that I
approve Section 1102.

I have been open, and remain open, to legislation to exempt
qualifying patients and their designated providers from state
criminal penalties when they join in nonprofit cooperative
organizations to share responsibility for producing,
processing and dispensing cannabis for medical wuse. Such
exemption from state criminal penalties should be conditioned
on compliance with local government location and health and
safety specifications. '

I am also open to legislation that establishes a secure and
confidential registration system to provide arrest and seizure
protections under state law to qualifying patients and those
who assist them. Unfortunately, the provisions of Section 901
that would provide a registry for qualifying patients and
designated providers beginning in January 2013 are intertwined
with requirements for registration of licensed commercial
producers, processors and dispensers of cannabis.
Consequently, I have vetoed section 901 as noted above.
Section 101 sets forth the purpose of the registry, and
Section 902 is contingent on the registry. Without a registry,
these sections are not meaningful. For this reason, I have
vetoed Sections 101 and 902 of Engrossed Second Substitute
Senate Bill 5073. I am not vetoing Sections 402 or 406, which
establish affirmative defenses for a qualifying patient or
designated provider who is not registered with the registry
established in section 901. Because these sections govern
those who have not registered, this section is meaningful even
though section 901 has been vetoed.




With the exception of Sections 101, 201, 407, 410, 411, 412,
601, 602, 603, 604, 605, 606, 607, 608, 609, 610, 611, 701,
702, 703, 704, 705, 801, 802, 803, 804, 805, 806, 807, 901,
902, 1104, 1201, 1202, 1203 and 1206, Engrossed Second
Substitute Senate Bill 5073 is approved.

Respectfully submitted,
Christine Gregoire
Governor
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Governor Gregoire’s statement about SB 5073 Page 1 of 1 .

- Governor Gregoire’s statement about SB 5073
For Immediate Release: April 21, 2011

Gov. Chris Gregoire released today the following statement regarding the passage of SB 5073,
concerning the use of medical cannabis: :

“I realize the value that medical marijuana has for patients and support the voter-approved
initiative. I also agree with the intent of the Legislature to clarify ambiguity surrounding search

and arrest as well as concerns around dispensaries and access. We need to create a system that
works.

“I asked the Legislature to work with me on a bill that does not subject state workers to risk of
criminal liability. I am disappointed that the bill as passed does not address those concerns
while also meeting the needs of medical marijuana patients.

“I will review the bill to determine any parts that can assist patients in need without putting sta,t,e '
employees at risk. No state employee should have to break federal law in order to do their job.

hitp://www.govemor.wa.gov/news/news-view.asp?pressRelease=1694&newsType=1 - 7/20/2011
I,
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CERTIFICATION OF ENROLLMENT

ENGROSSED SECOND SUBSTITUTE SENATE BILL 5073

Chapter 181, Laws of 2011

(partial veto)

62nd Legislature
2011 Regular Session

MEDICAL CANNABIS

EFFECTIVE DATE: 07/22/11

Passed by the Senate April 21, 2011
YEAS 27 NAYS 21

BRAD OWEN

President of the Senate

Passed by the House April 11, 2011
YEAS 54 NAYS 43

FRANK CHOPP

Speaker of the House of Representatives

Approved April 29, 2011, 3:00 p.m., with
the exception of Sections 101, 201, 407,
410, 411, 412, 601, 602, 603, 604, 605,
606, 607, 608, 609, 610, 611, 701, 702,
703, 704, 705, 801, 802, 803, 804, 805,
806, 807, 901, 902, 1104, 1201, 1202,
1203 and 1206, which are vetoed.

CHRISTINE GREGOIRE

Governor of the State of Washington

CERTIFICATE

I, Thomas Hoemann, Secretary of
the Senate of the State of
Washington, do hereby certify that
the attached is ENGROSSED SECOND
SUBSTITUTE SENATE BILL 5073 as
passed by the Senate and the House

of Representatives on the dates
hereon set forth.
THOMAS HOEMANN
Secretary

FILED

April 29, 2011

Secretary of State
State of Washington
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ENGROSSED SECOND SUBSTITUTE SENATE BILL 5073

AS AMENDED BY THE HOUSE
Passed Legislature - 2011 Regular Session
State of Washington 62nd Legislature 2011 Regular Session
By Senate Ways & Means (originally sponsored by Senators Kohl-wWelles,
Delvin, Keiser, Regala, Pflug, Murray, Tom, Kline, McAuliffe, and

Chase)

READ FIRST TIME 02/25/11.

AN ACT Relating to medical wuse of cannabis; amending RCW
69.51A.005, 69.51A.020, 69.51A.010, 69.51A.030, 69.51A.040, 69.51A.050,
69.51A.060, and 69.51A.900; adding new sections to chapter 69.51A RCW;
adding new sections to chapter 42.56 RCW; adding a new section to
chapter 28B.20 RCW; creating new sections; repealing RCW 69.51A.080;
prescribing penalties; and providing an effective date.

BE IT ENACTED BY THE LEGISLATURE OF THE STATE OF WASHINGTON:

PART I
LEGISLATIVE DECLARATION AND INTENT

*NEW SECTION. Sec. 101. (1) The legislature intends to amend and

clarify the law on the medical use of cannabis so that:

(a) Qualifying patients and designated providers complying with the
terms of this act and registering with the department of health will no
longer be subject to arrest or prosecution, other criminal sanctions,
or civil consequences based solely on their medical use of cannabis;

(b) Qualifying patients will have access to an adequate, safe,

consistent, and secure source of medical gquality cannabis; and

p. 1 E28SB 5073.SL
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(c) Health care professionals may authorize the medical use of
cannabis in the manner provided by this act without fear of state
criminal or civil sanctions.

(2) This act is not intended to amend or supersede Washington state
law prohibiting the acguisition, possession, manufacture, sale, or use
of cannabis for nonmedical purposes.

(3) This act is not intended to compromise community safety.
State, county, or city correctional agencies or departments shall
retain the authority to establish and enforce terms for those on active
supervision.

*Sec. 101 was vetoed. See message at end of chapter.

Sec. 102. RCW 69.51A.005 and 2010 c 284 s 1 are each amended to
read as follows:

(1) The ((peeple—of Washingten state)) legislature findg that:

(a) There is medical evidence that some patients with terminal or
debilitating ((i+*inmesses)) medical conditions may, under their health

care professional's care, ((may)) benefit from the medical use of

( (marijuana)) cannabis. Some of the ((itimesses)) conditions for which
( (morijwana)) cannabis appears to be beneficial include ((ehemotherapy—
related)), but are not limited to:

(i) Nausea ((and)), vomiting ((éﬁ—eaﬂeef—pa%%eﬁ%sr—A$Bs—was%iﬁg
syndreme) ), and cachexia associated with cancer, HIV-positive status,

AIDS, hepatitis C, anorexia, and their treatments;

(ii) Severe muscle spasms associated with multiple sclerosis,

epilepsy, and other geizure and spasticity disorders; ( (epidepsys))

(iii) Acute or chronic glaucoma;

(iv) Crohn's disease; and

(v) Some forms of intractable pain.

( (The—peopte—Find—that)) (b) Humanitarian compassion necessitates
that the decision to ((autherize—the—medieal)) use ((of—marijuana))
cannabig by patients with terminal or debilitating ((&3Inesses))
medical conditions is a personal, individual decision, based upon their
health care professional's professional medical judgment and
discretion.

(2) Therefore, the ((pesple —of— the —state —of —Washingten))
legislature intends that:

(a) Qualifying patients with terminal or debilitating ( (3tnesses))
medical conditions who, in the judgment of their health care

E2SSB 5073.SL p. 2
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professionals, may benefit from the medical wuse of ( (marijueans))

cannabis, shall not be ((feund—guiltyofa—erime—under—state—taw—for
their pogsessionand—limiteduse—of marijuana)) arrested, prosecuted,
or_ subject to_other criminal_ sanctions_or civil consequences under

state__law__based__solelv__gg__their__medical__use__gi__cannabis,

notwithstanding any other provigion of law;

(b) Persons who act as designated providers to such patients shall

also not be ((founrd—eguilty—of-aerimeunder—state—taw—for)) arrested,
Drosecuted,__9;__subject__;g__other__criminal__sanctions__g;__civil

consequences under state law, notwithstanding_any other provision of

law, based solely on_ their assisting with the medical wuse of

( (marijuvans)) cannabis; and
(¢) Health care professionals shall also ( (e —excepted—from

Tiabilityoand-preosecution)) not be arrested, progecuted, or subject to

other criminal sanctions or civil consequences under state law for the

proper authorization of ( (marijuena)) medical use ((£0)) of cannabis by

qualifying patients for whom, in the health care professional's

professional judgment, the medical ( (marifuana)) use of cannabis may

prove beneficial.

(3) Nothing in this chapter establishes the medical necessity or

medical__aDDropriateness__gi__cannabis__for__treating__terminal__g;
debilitating medical conditions as defined in RCW 69.51A.010.

(4)__Nothinq__;g__this__chapter__diminishes__the__authoritv__gi

correctional agencies and departments, including local governments or

jails, to_establish a procedure__for__determininq__when__the__use__gi

cannabis would impact community safety or the effective supervision of

those on active supervision for a criminal conviction, nor does i1t

create the right to any accommodation of any medical use of cannabig in

any correctional facility or jail.

Sec. 103. RCW 69.51A.020 and 1999 ¢ 2 s 3 are each amended to read
as follows:

Nothing in this chapter shall be construed to supersede Washington
state law prohibiting the acquisition, possession, manufacture, sale,
or use of ((marijuwena)) cannabis for nonmedical purposes. Criminal
penalties created under this act do not preclude the prosecution or

punishment for other crimes, including other crimes involving_ the

manufacture or delivery of cannabis for nonmedical purposes.

p. 3 E28SB 5073.SL
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PART II
DEFINITIONS

*Sec. 201. RCW 69.51A.010 and 2010 c 284 s 2 are each amended to
read as follows:

The definitions in this section apply throughout this chapter
unless the context clearly requires otherwise.

(1) "Cannabis" means_ all parts_of_the plant Cannabis, whether

growing or not; the seeds thereof; the resin extracted from any part of

the plant; and every compound, manufacture, salt, derivative, mixture,

or preparation of the plant, its seeds, or resin. For the purposes of

this chapter, Ycannabis" does not include_ the_ mature stalks of the

plant, fiber produced from the stalks, 0il or cake made from the seeds

of the plant,__ggz__other__compoundL__manufactureL__salt,__derivative,

mixture, or preparation__gg__the__mature__stalks,__excegt__the__resin

extracted therefrom, fiber, oil, or cake, or the sterilized seed of the

plant which is incapable of germination. The term "cannabis" includes

cannabis products and useable cannabis.
(2) "Cannabis analysis laboratory" means a laboratory that performs
chemical analysis and inspection of cannabig samples.

(3) "Cannabis products" means products that contain cannabis_ or

cannabis extracts, have_a measurable THC concentration greater than

three-tenths of one percent, and are intended for human consumption or

application, including, but not limited to, edible products, tinctures,

and lotions. The term "cannabis products” does_ not include useable

cannabis. The definition of "cannabis products”_as a measurement of

THC concentration only applies to the provisions of this chapter and

shall not be considered applicable to_any criminal laws related to

marijuana or cannabis.

(4) "Correctional facility" has the same meaning as provided in RCW
72.09.015.

(5) "Corrections__agency__or__department"” means_ any agency or

department in the state of Washington, including local governments or

jails,__that__1§__vested__with__the__responsibility__gg__manage__those

individuals who are being supervised in the community for a criminal

conviction and has established a written policy for determining when

the medical use of cannabis, including possession, manufacture, or

delivery of, or for possession with intent to manufacture or deliver,

ig inconsistent with and contrary to the person's supervisgion.

E2SSB 5073 .SL p. 4
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(6) "Designated provider" means a person who:

(a) Is eighteen years of age or older;

(b) Has been designated in ((writing)) a written document signed
and dated by a qualifying patient to serve as a designated provider
under this chapter; and
(c) Is ((prohibited—from—consuming—marijuana—

Oitc 7 - - » - . g - - aw v very- = = 1<

obtained—for—the

{2))) in compliance with the terms and conditions set forth in RCW
69.51A.040.

A qualifying patient may be the designated_ provider for another

qualifying patient and be in possession of both patients' cannabis at

the same time.

(7) "Director" means the director of the department of agriculture.

(8) "Dispense" means the selection, measuring, packaging, labeling,

delivery, or retail sale of cannabis by _a_licensed dispenser to a

qualifying patient or designated provider.

(9) "Health care professional," for purposes of this chapter oanly,
means a physician licensed under chapter 18.71 RCW, a physician
assistant licensed under chapter 18.71A RCW, an osteopathic physician
licensed under chapter 18.57 RCW, an osteopathic physicians' assistant
licensed under chapter 18.57A RCW, a naturopath licensed under chapter
18.36A RCW, or an advanced registered nurse practitioner licensed under
chapter 18.79 RCW.

((£3))) (10)_ "Jail"_ has_the game meaning as_provided in RCW
70.48.020.

(11) "Labeling” means all labels_and_ other written, printed,or

graphic matter (a) upon any cannabis intended for medical use, or (b)

accompanying such cannabis.

(12) "Licensed dispenser” means a_person licensed to__dispense

cannabis for medical use to qualifying_ patients and _ designated

providers by the department of health in accordance with rules adopted

by the department of health pursuant to the terms of this chapter.

(13) "Licensed processor of cannabis products" means a_ person

licensed by the department of agriculture_ to_ manufacture, process,

handle, and_ label cannabis_ products for wholesale to_ licensed

dispensers.

p. 5 E28SB 5073.8SL
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(14) "Licensed producer"” means a person licensed by the department

of agriculture to produce cannabis for medical use for wholesale to

licensed dispensers and_ licensed processors_of_ cannabis products in

accordance with rules adopted by the department of agriculture pursuant

to the terms of thig chapter.

(15) "Medical use of ((marijuana)) cannabis" means the manufacture,

production, processing, possession, transportation, delivery,

dispensing, ingestion, application, or administration of ((marijuanar
as—defined—in REW—69-50-101{g)+)) cannabis for the exclusive benefit of
a qualifying patient in the treatment of his or her terminal or
debilitating ((i3lnmess)) medical condition.

(({4))) (16) "Nonresident" means a person who is temporarily in the

gstate but is not a Washington state resident.

(17) "Peace officer" means any law enforcement personnel as defined
in RCW 43.101.010.

(18) "Person" means an individual or an entity.

(19) "pPersonally identifiable information" means any information

distinguish, or trace a person's identity, such as the person's name,

date of birth, or address, either alone or when combined with other

sources, that establish the person ig a qualifying patient, designated

provider, licensed producer, or licensed processor of cannabis products

for purposes_ of registration with_ the_  department of health_ or

department _ of _ agriculture. The__term__"personally__identifiable

information” also means any information used by the department of

health__g;__degartment__g;__agriculture__gg__identiiz__é person_as_ a

qualifying patient, designated provider, licensed producer, or licensed

processor of cannabis products.

(20) nplant” means an __ organism _ having at least three

distinqguishable and distinct leaves, each leaf being at_ least three

centimeters in diameter, and_a readilz__observable__root__formation

congisting of at least two separate and distinct roots, each being at
least two centimeters in length. Multiple stalks_ emanating from the

game root ball or root system shall be considered part of the same

single plant.

(21) "Process" means to handle or process cannabis in preparation

for medical use.

E2SSB 5073.SL p. 6
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(22) "Processing facility" means the premises and equipment where

cannabis products are manufactured, processed, handled, and labeled for

wholesale to licensed dispensers.

(23) m"produce"” means_ to_plant, grow, or_harvest cannabis for

medical use.

(24) "Production facility" means the premises and equipment where

cannabis is planted, grown, harvested, processed, sgtored, handled,

packaged, or labeled by a licensed producer for wholesale, delivery, or

trangportation to__a_ licensed disgenser__g;_Llicensed__Qrocessor__gg

cannabis products, and all vehicles and_ equipment used to_ transport
cannabis from a licensed producer to a licensed dispenser or licensed

processor of cannabis products.

(25) "public_place"_ includes_streets and alleys of incorporated

cities and towns; state_ or_ county or_township highways or_roads;

buildings and grounds used for school purposes; public dance halls and

grounds adjacent thereto; premises where goods and services are offered

to the public for retail sale; public buildings, public meeting halls,

lobbies, halls and dining rooms_ of hotels, restaurants, theatres,

stores, garages, and_ filling_stations which are_ open to and_are

generally used by the public and to which the public is permitted to

have unrestricted access; railroad trains, stages, buses, ferries, and

other public conveyvances of all_ kinds and character, and the depots,

stops, and waiting rooms used_in conjunction therewith which are open

to unrestricted use and access by the public; publicly owned bathing

beaches, parks, or playgrounds; and all other places of like or similar

nature to which the general public has unrestricted right of access,

and which are generally used by the public.

(26) "Qualifying patient"” means a person who:

(a)(i) Is a patient of a health care professional;

((&b))) (ii) Has been diagnosed by that health care professional as
having a terminal or debilitating medical condition;

((£e))) (iii) Is a resident of the state of Washington at the time
of such diagnosis;

((+d))) (iv) Has been advised by that health care professional
about the risks and benefits of the medical use of ((marijuana))
cannabis; ((and

te))) (v) Has been advised by that health care professional that

p. 7 E2SSB 5073.S8SL
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((tkey)) he or she may benefit from the medical use of ( ( marijuana))

cannabisg; and

(vi) Is otherwise in compliance with_ the terms and conditions

established in thig chapter.

(b) The term "gualifying patient” does not include a person who is

actively being supervised for a criminal comviction by a corrections

agency or department that has determined that the terms of this chapter

are inconsistent with and contrary to his or her supervision and all

related processes and procedures related to that supervision.
(({5))) (27) "Secretary" means the secretary of health.
(282 "Tamper-resistant paper" means paper that meets one or more of

the following industry-recognized features:

(a) One or more features designed to prevent copying of the paper;

(b) One or more features designed to prevent the erasure or
modification of information on the paper; or

(c) One or more features designed to prevent the use of counterfeit
valid documentation.

((£6))) (29) "Terminal or debilitating medical condition" means:

(a) Cancer, human immunodeficiency virus (HIV), multiple sclerosis,
epilepsy or other seizure disorder, or spasticity disorders; or

(b) Intractable pain, limited for the purpose of this chapter to
mean pain unrelieved by standard medical treatments and medications; or

(c) Glaucoma, either acute or chronic, limited for the purpose of
this chapter to mean increased intraocular pressure unrelieved by
standard treatments and medications; or

(d) Crohn's disease with debilitating symptoms unrelieved by
standard treatments or medications; or

(e) Hepatitis C with debilitating nausea or intractable pain
unrelieved by standard treatments or medications; or

(f) Diseases, including anorexia, which result in nausea, vomiting,
((wasting)) cachexia, appetite loss, cramping, seizures, muscle spasms,
or spasticity, when these symptoms are unrelieved by standard
treatments or medications; or

(g) Any other medical condition duly approved by the Washington
state medical quality assurance commission in consultation with the
board of osteopathic medicine and surgery as directed in this chapter.

((7)) (30) __ "THC __ concentration" __ means __ percent __ of

E2SSB 5073.SL p. 8
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tetrahydrocannabinol content per weight or volume of useable cannabis

or cannabis product.
(31) "Useable cannabis" means dried flowers of the Cannabis plant

having a THC concentration greater than three-tenths of one percent.

Useable cannabis excludes stems, stalks, leaves, seeds, and roots. For

purposes of this subsection, "dried" means containing less than fifteen

percent moisture content by weight. The term "useable cannabisg" does

not include cannabis products.
(32)(a) Until January 1, 2013, "valid documentation" means:
((¢a))) (i) A statement signed and dated by a qualifying patient's

health care professional written on tamper-resistant paper, which
gstates that, in the health care professional's professional opinion,
the patient may benefit from the medical use of ((marijuanma)) cannabis;
( (and

))) (ii) Proof of identity such as a Washington state driver's
license or identicard, as defined in RCW 46.20.035; and

(iii) In the case of a designated provider, the signed and dated

document valid for one year from the date of signature executed by the

qualifying patient who has designated the provider; and

(b) Beginning July 1, 2012, "valid documentation” means:

(i) _An_original statement signed and_dated by a_gualifying

patient's health care professional written on tamper-resistant paper

professional's signature, which_ states_  that, in the health__care

professional's professional opinion, the patient may benefit from the

medical use of cannabisg;

(ii) Proof of identity such as a Washington state driver's license

or identicard, as defined in RCW 46.20.035; and

(iii) In the case of a designated provider, the signed and dated

document valid for up to one year from the date of signature executed

by the gqualifying patient who has designated the provider.
*Sec. 201 was vetoed. See message at end of chapter.

PART III
PROTECTIONS FOR HEALTH CARE PROFESSIONALS

Sec. 301. RCW 69.51A.030 and 2010 c 284 s 3 are each amended to
read as follows:

((A heoale+h
oo T
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el  ahall \ ) ’ Jenied
right—er—privitege—for)) (1) The following acts do not constitute
crimes under state law or unprofessional conduct under chapter 18.130

RCW, and a health care professional may not_ be_ arrested, searched,

prosecuted, disciplined, or_ subject to other criminal sanctions or

civil consequences or liability under state_ law, or have real or

personal property searched, seized, or forfeited pursuant to state law,

notwithstanding any other provision of law as long as the health care

professional complies with subsection (2) of this section: )

((433)) (a) Advising a ((euatifying)) patient about the risks and
benefits of medical use of ((mexrijuana)) cannabis or that the
( (eeatifying)) patient may benefit from the medical use of ( (mariiuvans

=

a in—hao
CT—OT I T

individual-health careprofessionalls—medicalt—judgment)) cannabis; or

((42))) (b) Providing a ((quatifying)) patient meeting the criteria
established under RCW 69.51A.010(26) with valid documentation, based
upon the health care professional's assessment of the ((egualtifying))

<

EJ
<D
HO)
)
¢

patient's medical history and current medical condition, ( (ehat—the
mcdival wse e P P R L PPV S AP s M SR 2 B K] 23 mer i d v.a-))
~ L AT -LJ UTALIA ulay [ 7 U 3w s Rag wy A bluJ- CIC LT L &MM&.J-LI .-L.Ll.j FMLJ-DLLL

where such use is within a professional standard of care or_ in_ the

individual health care professional's medical judgment.

(2) (a) A health care professional may only provide a patient with

valid documentation authorizing the medical use of cannabis or register

the patient with the registry established in section 901 of this act if

he or she has a newly initiated or existing documented relationship

with the patient, as a primary care provider or a specialist, relating

to the diagnosis and ongoing treatment or monitoring of the patient's

terminal or debilitating medical condition, and only after:

(i) _ Completing_ _a_ physical examination_ _of the_ patient as

appropriate, based on the patient's condition and age;

(ii) Documenting the terminal or debilitating medical condition of

the patient in the patient's medical record and that the patient may

benefit from treatment of this condition or its symptoms with medical

use of cannabis;

(iii) Informing the patient of other options for_ treating the

terminal or debilitating medical condition; and

(iv) Documenting other measures attempted to treat the terminal or

E2SSB 5073.SL p. 10
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debilitating medical condition that do not involve the medical use of

cannabis.

(b) A health care professional shall not:

(i) Accept, solicit, or offer any form of pecuniary remuneration

from or to_a licensed__dispenser,__1icensed__producer.__QL__licensed

processor of cannabis products;

(ii) Offer a discount or any other thing of value to a gualifyving

patient who is a_ customer_ of, or agrees_to_ be a_customer of, a

particular licensed dispenser, licensed producer, or licensed processor

of cannabis products;
(iii) Examine_or_ offer to examine a_patient for purposes of

diagnosing a terminal or debilitating medical condition at a location

where cannabis is produced, processed, or dispensed;

authorizing the medical use of cannabis;

(v) Include any statement or reference, visual oOr otherwise, on the

medical use of cannabis in any advertisement for his or her business or

practice; or
(vi) Hold an economic interest_ in_an enterprise that produces,

processes,__g;__dispenses__cannabis__;i__the__health_~care__professional

authorizes the medical use of cannabis.

(3) A violation of any provision of subsection (2) of this section

constitutes unprofessional conduct under chapter 18.130 RCW.

PART IV
PROTECTIONS FOR QUALIFYING PATIENTS AND DESIGNATED PROVIDERS

Sec. 401. RCW 69.51A.040 and 2007 ¢ 371 s 5 are each amended to

read as follows:
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The medical use of cannabis
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accordance with the terms and conditions of this_chapter does not

25

constitute a crime and a qualifving patient or designated provider in

26
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f this chapter may not be
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peace officers and law enforcement agencies maynot be held ¢

if:

tance,
(1) (a) The gqualifving patient or designated provider possesses no

18 clrcums

th

in

liable for failure to seize cannabis

more than fifteen cannabis plants and

37
38

four ounces of useable cannabis;

(i) No more than twenty
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E2SSB 5073.SL




W © J O Ul B W N P

W W W W N DD D NDNDNNDNDMNDRE R R PR
W N P O W W J 0 1 & WP O W oI o6 Ul & W N B O

34
35
36
37

ji;L__Mg__more__cannabis__product__than__what__could__reasonablv__bg

produced with no more than twenty-four ounces of useable cannabils; or

(iii) A combination of useable cannabis and cannabig product that

does not exceed a combined total representing possession and processing

of no more than twenty-four ounces of useable cannabis.

(b) If a person is both a qualifying patient and_a designated

provider for another gualifying patient, the person may possess No mMOre

than twice the amounts described in (a) of this subsection, whether the

Dlants,__useable__cannabis,__and__cannabis__product__are__possessed-

individually or in combination between the gqualifying patient and his

or her designated provider;

(2) The qualifving patient or designated provider presents his or

her proof of registration with the department of health, to any peace

officer who guestions the patient or provider regarding his or_ her

medical use of cannabis;

(3) The gualifving patient or designated provider keeps a copy of

his or her proof of registration with the registry established in

section 901 of this act_and the gualifying patient or designated

provider's contact information posted prominently next to any cannabis

plants, cannabis products, or useable cannabis located at _his or her

residence;

(4) The investigating peace officer does not possess evidence that:

(a) The designated provider has converted cannabis produced_or

obtained for the gualifving patient for his or her own personal use or

benefit; or

(b) The gqualifying_patient has_converted cannabis_ produced_ or

obtained for his or her own medical use to the gualifying patient's

personal, nonmedical use or benefit;

(5) The investigating peace officer does not possess evidence that

the designated provider has served as a designated provider to more

than one qualifving patient within a fifteen-day period; and

(6) The investigating peace officer has not observed evidence of

any of the circumstances identified in section 901(4) of this act.

NEW SECTION. Sec. 402. (1) A qualifying patient or designated
provider who is not registered with the registry established in section
901 of this act may raise the affirmative defense set forth in
subsection (2) of this section, if:

p. 13 E2SSB 5073.SL
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(a) The qualifying patiént or designated provider presents his or
her valid documentation to any peace officer who questions the patient
or provider regarding his or her medical use of cannabis;

(b) The qualifying patient or designated provider possesses no more
cannabis than the limits set forth in RCW 69.51A.040(1);

(c) The qualifying patient or designated provider is in compliance
with all other terms and conditions of this chapter;

(d) The investigating peace officer does not have probable cause to
believe that the qualifying patient or designated provider has
committed a felony, or is committing a misdemeanor in the officer's
presence, that does not relate to the medical use of cannabis;

(e) No outstanding warrant for arrest exists for the qualifying
patient or designated provider; and

(f) The investigating peace officer has not observed evidence of
any of the circumstances identified in section 901(4) of this act.

(2) A qualifying patient or designated provider who is not
registered with the registry established in section 901 of this act,
but who presents his or her valid documentation to any peace officer
who questions the patient or provider regarding his or her medical use
of cannabis, may assert an affirmative defense to charges of violations
of state law relating to cannabis through proof at trial, by a
preponderance of the evidence, that he or she otherwise meets the
requirements of RCW 69.51A.040. A qualifying patient or designéted
provider meeting the conditions of this subsection but possessing more
cannabis than the limits set forth in RCW 69.51A.040(1) may, in the
investigating peace officer's discretion, be taken into custody and

booked into jail in connection with the investigation of the incident.

NEW SECTION. Sec. 403. (1) Qualifying patients may create and

participate in collective gardens for the purpose of producing,
processing, transporting, and delivering cannabis for medical use
subject to the following conditions:

(a) No more than ten qualifying patients may participate in a
single collective garden at any time;

(b) A collective garden may contain no more than fifteen plants per
patient up to a total of forty-five plants;

(c) A collective garden may contain no more than twenty-four ounces

E2SSB 5073.SL p. 14
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of useable cannabis per patient up to a total of seventy-two ounces of
useable cannabis;

(d) A copy of each qualifying patient's valid documentation or
proof of registration with the registry established in section 901 of
this act, including a copy of the patient's proof of identity, must be
available at all times on the premises of the collective garden; and

(e) No useable cannabis from the collective garden is delivered to
anyone other than one of the qualifying patients participating in the
collective garden.

(2) For purposes of this section, the creation of a "collective
garden" means qualifying patients sharing responsibility for acquiring
and supplying the resources required to produce and process cannabis
for medical use such as, for example, a location for a collective
garden; equipment, supplies, and labor necessary to plant, grow, and
harvest cannabis; cannabis plants, seeds, and cuttings; and equipment,
supplies, and labor necessary for proper construction, plumbing,
wiring, and ventilation of a garden of cannabis plants.

(3) A person who knowingly violates a provision of subsection (1)
of this section is not entitled to the protections of this chapter.

NEW SECTION. Sec. 404. (1) A qualifying patient may revoke his or

her designation of a specific provider and designate a different
provider at any time. A revocation of designation must be in writing,
signed and dated. The protections of this chapter cease to apply to a
person who has served as a designated provider to a qualifying patient
seventy-two hours after receipt of that patient's revocation of his or
her designation.

(2) A person may stop serving as a designated provider to a given
qualifying patient at any time. However, that person may not begin
serving as a designated provider to a different qualifying patient
until fifteen days have elapsed from the date the last qualifying
patient designated him or her to serve as a provider.

NEW _SECTION. Sec. 405. A qualifying patient or designated

provider in possession of cannabis plants, useable cannabis, or
cannabis product exceeding the limits set forth in RCW 69.51A.040(1)
but otherwise in compliance with all other terms and conditions of this

chapter may establish an affirmative defense to charges of violations

p. 15 E2SSB 5073.SL
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of state law relating to cannabis through proof at trial, by a
preponderance of the evidence, that the qualifying patient's necessary
medical use exceeds the amounts set forth in RCW 69.51A.040(1). An
investigating peace officer may seize cannabis plants, useable
cannabis, or cannabis product exceeding the amounts set forth in RCW
69.51A.040(1) : PROVIDED, That in the case of cannabis plants, the
qualifying patient or designated provider shall be allowed to select
the plants that will remain at the location. The officer and his or
her law enforcement agency may not be held civilly liable for failure

to seize cannabis in this circumstance.

NEW SECTION. Sec. 406. A qualifying patient or designated
provider who is not registered with the registry established in section
901 of this act or does not present his or her valid documentation to
a peace officer who questions the patient or provider regarding his or
her medical use of cannabis but is in compliance with all other terms
and conditions of this chapter may establish an affirmative defense to
charges of violations of state law relating to cannabis through proof
at trial, by a preponderance of the evidence, that he or she was a
validly authorized qualifying patient or designated provider at the
time of the officer's questioning. A gqualifying patient or designated
provider who establishes an affirmative defense under the terms of this
section may also establish an affirmative defense under section 405 of
this act.

*NEW SECTION. Sec. 407. A nonresident who is duly authorized to

engage in the medical use of cannabis under the laws of another state

or territory of the United States may raise an affirmative defense to
charges of violations of Washington state law relating to cannabis,
provided that the nonresident:

(1) Possesses no more than fifteen cannabis plants and no more than
twenty-four ounces of useable cannabis, no more cannabis product than
reasonably could be produced with no more than twenty-four ounces of
useable cannabis, or a combination of useable cannabis and cannabis
product that does not exceed a combined total representing possession
and processing of no more than twenty-four ounces of useable cannabis;

(2) Is in compliance with all provisions of this chapter other than

E2SSB 5073 .SL p. 16
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requirements relating to being a Washington resident or possessing
valid documentation issued by a licensed health care professional in
Washington;

(3) Presents the documentation of authorization required under the
nonresident's authorizing state or territory's law and proof of
identity issued by the authorizing state or territory to any peace
officer who guestions the nonresident regarding his or her medical use
of cannabis; and

(4) Does not possess evidence that the nonresident has converted
cannabis produced or obtained for his or her own medical use to the

nonresident's personal, nonmedical use or benefit.
*Sec. 407 was vetoed. See message at end of chapter.

NEW__SECTION. Sec. 408. A qualifying patient's medical use of

cannabis as authorized by a health care professional may not be a sole
disqualifying factor in determining the patient's suitability for an
organ transplant, unless it is shown that this use poses a significant
risk of rejection or organ failure. This section does not preclude a
health care professional from requiring that a patient abstain from the
medical use of cannabis, for a period of time determined by the health
care professional, while waiting for a transplant organ or before the

patient undergoes an organ transplant.

NEW__ SECTION. Sec. 409. A qualifying patient or designated

provider may not have his or her parental rights or residential time
with a child restricted solely due to his or her medical use of
cannabis in compliance with the terms of this chapter absent written
findings supported by evidence that such use has resulted in a long-
term impairment that interferes with the performance of parenting

functions as defined under RCW 26.09.004.

*NEW SECTION. Sec. 410. (1) Except as provided in subsection (2)
of this section, a qualifying patient may not be refused housing or

evicted from housing solely as a result of his or her possession or use
of useable cannabis or cannabis products except that housing providers
otherwise permitted to enact and enforce prohibitions against smoking
in their housing may apply those prohibitions to smoking cannabis
provided that such smoking prohibitions are applied and enforced

p. 17 E2SSB 5073.8L
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equally as to the smoking of cannabis and the smoking of all other
substances, including without limitation tobacco.

(2) Housing programs containing a program component prohibiting the
use of drugs or alcohol among its residents are not required to permit

the medical use of cannabis among those residents.
*Sec. 410 was vetoed. See message at end of chapter.

*NEW__SECTION. Sec. 411. In imposing any criminal sentence,

deferred prosecution, stipulated order of continuance, deferred
disposition, or dispositional order, any court organized under the laws
of Washington state may permit the medical use of cannabis in
compliance with the terms of this chapter and exclude it as a possible
ground for finding that the offender has violated the conditions or
requirements of the sentence, deferred prosecution, stipulated order of
continuance, deferred disposition, or dispositional order. This
section does not require the accommodation of any medical use of
cannabis in any correctional facility or. jail.
*Sec. 411 was vetoed. See message at end of chapter.

*Sec. 412. RCW 69.51A.050 and 1999 c 2 s 7 are each amended to read
as follows:

(1) The lawful possession, delivery, dispensing, production, or

manufacture of ((medical—marijuana)) cannabis_for medical use as
authorized by this chapter shall not result in the forfeiture or

seizure of any real or personal property including, but not limited to,
cannabis intended for medical use, items used to facilitate the medical

use of cannabis or its production or dispensing for medical use, or

proceeds of sales_of_ cannabis_for_ medical__use_made by licensed

producergL__licensed__grocessors__gg__cannabis__Qroductsz__g;__licensed
dispensers.

(2) No person shall be prosecuted for constructive possession,
conspiracy, or any other criminal offense solely for being in the

presence or vicinity of ((mediecal—marijuama)) cannabis intended for

medical use or its use as authorized by this chapter.
(3) The state shall not be held liable for any deleterious outcomes
from the medical use of ((marijuana)) cannabis by any qualifying

patient.
*Sec. 412 was vetoed. See message at end of chapter.

NEW SECTION. Sec. 413. Nothing in this chapter or in the rules

adopted to implement it precludes a qualifying patient or designated

E2SSB 5073.SL p. 18




\V]

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36

provider from engaging in the private, unlicensed, noncommercial
production, possession, transportation, delivery, or administration of

cannabis for medical use as authorized under RCW 69.51A.040.

PART V
LIMITATIONS ON PROTECTIONS FOR QUALIFYING
PATIENTS AND DESIGNATED PROVIDERS

‘8ec. 501. RCW 69.51A.060 and 2010 c 284 s 4 are each amended to
read as follows:

(1) It shall be a ((misdemeane¥)) class 3 civil infraction to use
or display medical ((marijuena)) cannabis in a manner or place which is

open to the view of the general public.
(2) Nothing in this chapter ( (regquires—any —healtth—insurance
provider)) establishes a right of care as a covered benefit or requires

any state purchased health care as defined in RCW 41.05.011 or other
health carrier or health plan as defined in Title 48 RCW to be liable
for any claim for reimbursement for the medical use of ((warijuans))

cannabis. Such entities may enact coverage Or noncoverage criteria or

related policies for payment or nonpayment of medical cannabis in their

sole discretion.

(3) Nothing in this chapter requires any health care professional
to authorize the medical use of ((medieal-marijuana)) cannabis for a
patient.

(4) Nothing in this chapter requires any accommodation of any on-
site medical use of ((marijuara)) cannabis in any place of employment,
in any school bus or on any school grounds, in any youth center, in any
correctional facility, or smoking ( (medieal—wmarijuana)) cannabis in any
public place ((as—%ha%—%efm—&s—ée%&ﬁeéeiﬁ—Rew—49—%69—9%e or hotel or
motel.

(5) Nothing in this chapter authorizes the use of medical cannabis

by any person who is subiject to the Washington code of military justice
in chapter 38.38 RCW.
(6) Emplovers may establish drug-free work policies. Nothing in

this chapter requires an accommodation for the medical use of cannabis

if an emplover has a drug-free work place.

(7) It is a class C felony to fraudulently produce any record
purporting to be, or tamper with the content of any record for the
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purpose of having it accepted as, valid documentation under RCW
69.51A.010((+H-)) (32)(a), or to backdate such documentation to a time
earlier than its actual date of execution.

((#6))) (8) No person shall be entitled to claim the ((affirmative
defense —provided —in—REW—69-51A-046)) protection_ from__arrest and
prosecution under RCW_69.51A.040 or_ the affirmative defense under

section_ 402 _ of_ this_act for engaging in the medical wuse of

( (marijwana)) cannabis in a way that endangers the health or well-being
of any person through the use of a motorized vehicle on a street, road,
or highway, including_ violations of RCW_46.61.502 or 46.61.504, Or

equivalent local ordinances.

PART VI
LICENSED PRODUCERS AND LICENSED PROCESSORS OF CANNABIS PRODUCTS

*NEW_SECTION. Sec. 601. A person may not act as a licensed

producer without a license for each production facility issued by the
department of agriculture and prominently displayed on the premises.
Provided they are acting in compliance with the terms of this chapter
and rules adopted to enforce and carry out its purposes, licensed
producers and their employees, members, officers, and directors may
manufacture, plant, cultivate, grow, harvest, produce, prepare,
propagate, process, package, repackage, transport, transfer, deliver,
label, relabel, wholesale, or possess cannabis intended for medical use
by qualifying patients, including seeds, seedlings, cuttings, plants,
and useable cannabis, and may not be arrested, searched, prosecuted, or
subject to other criminal sanctions or civil consequences under state
law, or have real or personal property searched, seized, or forfeited
pursuant to state law, for such activities, notwithstanding any other

provision of law.
*Sec. 601 was vetoed. See message at end of chapter.

*NEW_SECTION. Sec. 602. A person may not act as a licensed
processor without a license for each processing facility issued by the
department of agriculture and prominently displayed on the premises.
Provided they are acting in compliance with the terms of this chapter
and rules adopted to enforce and carry out its purposes, licensed

processors of cannabis products and their employees, members, officers,

and directors may possess useable cannabis and manufacture, produce,
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prepare, process, package, repackage, transport, transfer, deliver,
label, relabel, wholesale, or possess cannabis products intended for
medical use by qualifying patients, and may not be arrested, searched,
prosecuted, or subject to other criminal sanctions or «civil
consequences under state law, or have real or personal property
searched, seized, or forfeited pursuant to state law, for such

activities, notwithstanding any other provision of law.
*Sec. 602 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 603. The director shall administer and carry
out the provisions of this chapter relating to licensed producers and
licensed processors of cannabis products, and rules adopted under this
chapter.

*Sec. 603 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 604. (1) on a schedule determined by the

department of agriculture, licensed producers and licensed processors

must submit representative samples of cannabis grown or processed to a
cannabis analysis laboratory for grade, condition, cannabinoid profile,
THC concentration, other qualitative measurements of cannabis intended
for medical use, and other inspection standards determined by the
department of agriculture. Any samples remaining after testing must be
destroyed by the laboratory or returned to the licensed producer or
licensed processor.

(2) Licensed producers and licensed processors must submit copies
of the results of this inspection and testing to the department of
agriculture on a form developed by the department;

(3) If a representative sample of cannabis tested under this
section has a THC concentration of three-tenths of one percent or less,
the lot of cannabis the sample was taken from may not be sold for
medical use and must be destroyed or sold to a manufacturer of hemp

products.
*Sec. 604 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 605. The department of agriculture may contract
with a cannabis analysis laboratory to conduct independent inspection
and testing of cannabis samples to verify testing results provided
under section 604 of this act.

*Sec. 605 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 606. The department of agriculture may adopt

rules on:
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(1) Facility standards, including scales, for all licensed
producers and licensed processors of cannabis products;

(2) Measurements for cannabis intended for medical use, including
grade, condition, cannabinoid profile, THC concentration, other
qualitative measurements, and other inspection standards for cannabis
intended for medical use; and

(3) Methods to identify cannabis intended for medical use so that
such cannabis may be readily identified if stolen or removed in
violation of the provisions of this chapter from a production or

processing facility, or if otherwise unlawfully transported.
*Sec. 606 was vetoed. See message at end of chapter.

*NEW_SECTION. Sec. 607. The director is authorized to deny,

suspend, or revoke a producer's or processor's license after a hearing

in any case in which it is determined that there has been a violation
or refusal to comply with the requirements of this chapter or rules
adopted hereunder. All hearings for the denial, suspension, or
revocation of a producer's or processor's license are subject to
chapter 34.05 RCW, the administrative procedure act, as enacted or
hereafter amended.
*Sec. 607 was vetoed. See message at end of chapter.

*NEW _SECTION. Sec. 608. (1) By January 1, 2013, taking into
consideration, but not being limited by, the security requirements
described in 21 C.F.R. Sec. 1301.71-1301.76, the director shall adopt

rules:

(a) On the inspection or grading and certification of grade,
grading factors, condition, cannabinoid profile, THC concentration, or
other qualitative measurement of cannabis intended for medical use that
must be used by cannabis analysis laboratories in section 604 of this
act;

(b) Fixing the sizes, dimensions, and safety and security features
required of containers to be used for packing, handling, or storing
cannabis intended for medical use;

(c) Establishing labeling requirements for cannabis intended for
medical use including, but not limited to:

(i) The business or trade name and Washington state unified
business identifier (UBI) number of the licensed producer of the
cannabis;

(ii) THC concentration; and
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(iii) Information on whether the cannabis was grown using organic,
inorganic, or synthetic fertilizers;

(d) Establishing requirements for transportation of cannabis
intended for medical use from production facilities ¢to processing
facilities and licensed dispensers;

(e) Establishing security requirements for the facilities of
licensed producers and licensed processors of cannabis products. These
security requirements must consider the safety of the licensed
producers and licensed processors as well as the safety of the
community surrounding the licensed producers and licensed processors;

(£) Establishing requirements for the licensure of producers, and
processors of cannabis products, setting forth procedures to obtain
licenses, and determining expiration dates and renewal requirements;
and

(g) Establishing license application and renewal fees for the
licensure of producers and processors of cannabis products.

(2) Fees collected under this section must be deposited into the
agricultural local fund created in RCW 43.23.230.

(3) During the rule-making process, the department of agriculture
shall consult with stakeholders and persons with relevant expertise, to
include but not be limited to qualifying patients, designated
providers, health care professionals, state and local law enforcement

agencies, and the department of health.
*Sec. 608 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 609. (1) Each licensed producer and licensed
processor of cannabis products shall maintain complete records at all
times with respect to all cannabis produced, processed, weighed,
tested, stored, shipped, or sold. The director shall adopt rules
specifying the minimum recordkeeping regquirements necessary to comply
with this section.

(2) The property, books, records, accounts, papers, and proceedings
of every licensed producer and licensed processor of cannabis products
shall be subject to inspection by the department of agriculture at any
time during ordinary business hours. Licensed producers and licensed
processors of cannabis products shall maintain adequate records and
systems for the filing and accounting of crop production, product

manufacturing and processing, records of weights and measurements,
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product testing, receipts, canceled receipts, other documents, and
transactions necessary or common to the medical cannabis industry.

(3) The director may administer oaths and issue subpoenas to compel
the attendance of witnesses, or the production of books, documents, and
records anywhere in the state pursuant to a hearing relative to the
purposes and provisions of this chapter. wWitnesses shall be entitled
to fees for attendance and travel, as provided in chapter 2.40 RCW.

(4) Each licensed producer and licensed processor of cannabis
products shall report information to the department of agriculture at
such times and as may be reasonably required by the director for the
necessary enforcement and supervision of a sound, reasonable, and
efficient cannabis inspection program for the protection of the health
and welfare of qualifying patients.

*Sec. 609 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 610. (1) The department of agriculture may give

written notice to a licensed producer or processor of cannabis products

to furnish required reports, documents, or other requested information,
under such conditions and at such time as the department of agriculture
deems necessary if a licensed producer or processor of cannabis
products fails to:

(a) Submit his or her books, papers, or property to lawful
inspection or audit;

(b) Submit required laboratory results, reports, or documents to
the department of agriculture by their due date; or

(c) Furnish the department of agriculture with requested
information.

(2) If the licensed producer or processor of cannabis products
fails to comply with the terms of the notice within seventy-two hours
from the date of its issuance, or within such further time as the
department of agriculture may allow, the department of agriculture
shall levy a fine of five hundred dollars per day from the final date
for compliance allowed by this section or the department of
agriculture. In those cases where the failure to comply continues for
more than seven days or where the director determines the failure to
comply creates a threat to public health, public safety, or a
substantial risk of diversion of cannabis to unauthorized persons or

purposes, the department of agriculture may, in lieu of levying further
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fines, petition the superior court of the county where the licensee's
principal place of business in Washington is located, as shown by the
license application, for an order:

(a) Authorizing the department of agriculture to seize and take
possession of all books, papers, and property of all kinds used in
connection with the conduct or the operation of the licensed producer
or processor's business, and the books, papers, records, and property
that pertain specifically, exclusively, and directly to that business;
and

(b) Enjoining the licensed producer or processor from interfering
with the department of agriculture in the discharge of its duties as
required by this chapter.

(3) All necessary costs and expenses, including attorneys' fees,
incurred by the department of agricultyre in carrying out the
provisions of this section may be recovered at the same time and as
part of the action filed under this section.

(4) The department of agriculture may request the Washington state
patrol to assist it in enforcing this section if needed to ensure the

safety of its employees.
*Sec. 610 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 611. (1) A licensed producer may not sell or

deliver cannabis to any person other than a cannabis analysis

laboratory, licensed processor of cannabis products, licensed
dispenser, or law enforcement officer except as provided by court
order. A licensed producer may also sell or deliver cannabis to the
University of Washington or Washington State University for research
purposes, as identified in section 1002 of this act. Violation of this
gection is a class C felony punishable according to chapter 9A.20 RCW.

(2) A licensed processor of cannabis products may not sell or
deliver cannabis to any person other than a cannabis analysis
laboratory, licensed dispenser, or law enforcement officer except as
provided by court order. A licensed processor of cannabis products may
also sell or deliver cannabis to the University of Washington or
Washington State University for research purposes, as identified in
section 1002 of this act. Violation of this section is a class C
felony punishable according to chapter 9A.20 RCW.

*Sec. 611 was vetoed. See message at end of chapter.
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PART VII
LICENSED DISPENSERS

*NEW__SECTION. Sec. 701. A person may not act as a licensed

dispenser without a license for each place of business issued by the
department of health and prominently displayed on the premises.
Provided they are acting in compliance with the terms of this chapter
and rules adopted to enforce and carry out its purposes, licensed
dispensers and their employees, members, officers, and directors may
deliver, distribute, dispense, transfer, prepare, package, repackage,
label, relabel, sell at retail, or possess cannabis intended for
medical use by qualifying patients, including seeds, seedlings,
cuttings, plants, useable cannabis, and cannabis products, and may not
be arrested, searched, prosecuted, or subject to other criminal
sanctions or civil consequences under state law, or have real or
personal property searched, seized, or forfeited pursuant to state law,

for such activities, notwithstanding any other provision of law.
*Sec. 701 was vetoed. See message at end of chapter.

*NEW__SECTION. Sec. 702. (1) By January 1, 2013, taking into
consideration the security requirements described in 21 C.F.R. 1301.71-
1301.76, the secretary of health shall adopt rules:

(a) Establishing requirements for the licensure of dispensers of
cannabis for medical use, setting forth procedures to obtain licenses,
and determining expiration dates and renewal requirements;

(b) Providing for mandatory inspection of licensed dispensers'
locations;

(c) Establishing procedures governing the suspension and revocation
of licenses of dispensers; ]

(d) Establishing recordkeeping requirements for licensed
dispensers;

(e) Fixing the sizes and dimensions of containers to be used for
dispensing cannabis for medical use;

(f) Establishing safety standards for containers to be used for
dispensing cannabis for medical use;

(g) Establishing cannabis storage requirements, including security
requirements;

(h) Establishing cannabis labeling requirements, to include
information on whether the cannabis was grown using organic, inorganic,

or synthetic fertilizers;
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(i) Establishing physical standards for cannabis dispensing
facilities. The physical standards must require a licensed dispenser
to ensure that no cannabis or cannabis paraphernalia may be viewed from
outside the facility;

(j) Establishing maximum amounts of cannabis and cannabis products
that may be kept at one time at a dispensary. In determining maximum
amounts, the secretary must consider the security of the dispensary and
the surrounding community;

(k) Establishing physical standards for sanitary conditions for
cannabis dispensing facilities;

(1) Establishing physical and sanitation standards for cannabis
dispensing equipment;

(m) Establishing a maximum number of licensed dispensers that may
be licensed in each county as provided in this section;

(n) Enforcing and carrying out the provisions of this section and
the rules adopted to carry out its purposes; and

(o) Establishing license application and renewal fees for the
licensure of dispensers in accordance with RCW 43.70.250.

(2)(a) The secretary shall establish a maximum number of licensed
dispensers that may operate in each county. Prior to January 1, 2016,
the maximum number of licensed dispensers shall be based upon a ratio
of one licensed dispenser for every twenty thousand persons in a
county. On or after January 1, 2016, the secretary may adopt rules to
adjust the method of calculating the maximum number of dispensers to
consider additional factors, such as the number of enrollees in the
registry established in section 901 of this act and the secretary's
experience in administering the program. The secretary may not issue
more licenses than the maximum number of licenses established under
this section.

(b) In the event that the number of applicants qualifying for the
selection process exceeds the maximum number for a county, the
secretary shall initiate a random selection process established by the
secretary in rule.

(c) To qualify for the selection process, an applicant must
demonstrate to the secretary that he or she meets initial screening
criteria that represent the applicant's capacity to operate in
compliance with this chapter. Initial screening criteria shall

include, but not be limited to:
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(i) Successful completion of a background check;

(ii) A plan to systematically verify qualifying patient and
designated provider status of clients; ' '

(iii) Evidence of compliance with functional standards, such as
ventilation and security requirements; and

(iv) Evidence of compliance with facility standards, such as zoning
compliance and not using the facility as a residence.

(d) The secretary shall establish a schedule to:

(i) Update the maximum allowable number of licensed dispensers in
each county; and

(ii) Issue approvals to operate within a county according to the
random selection process.

(3) Fees collected under this section must be deposited into the
health professions account created in RCW 43.70.320.

(4) During the rule-making process, the department of health shall
consult with stakeholders and persons with relevant expertise, to
include but not be 1limited to gqualifying patients, designated
providers, health care professionals, state and local law enforcement
agencies, and the department of agriculture.

*Sec. 702 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 703. A licensed dispenser may not sell cannabis

received from any person other than a licensed producer or licensed
processor of cannabis products, or sell or deliver cannabis to any
person other than a qualifying patient, designated provider, or law
enforcement officer except as provided by court order. A licensed
dispenser may also sell or deliver cannabis to the University of
Washington or Washington State University for research purposes, as
identified in section 1002 of this act. Before selling or providing
cannabis to a qualifying patient or designated provider, the licensed
dispenser must confirm that the patient qualifies for the medical use
of cannabis by contacting, at least once in a one-year period, that
patient's health care professional. Violation of this section is a
class C felony punishable according to chapter 9A.20 RCW.

*Sec. 703 was vetoed. See message at end of chapter.

*NEW__SECTION. Sec. 704. A license to operate as a licensed

dispenser is not transferrable.
*Sec. 704 was vetoed. See message at end of chapter.
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*NEW SECTION. Sec. 705. The secretary of health shall not issue or

renew a license to an applicant or licensed dispenser located within

five hundred feet of a community center, child care center, elementary

or secondary school, or another licensed dispenser.
*Sec. 705 was vetoed. See message at end of chapter.

PART VIII
MISCELLANEOUS PROVISIONS APPLYING TO ALL
LICENSED PRODUCERS, PROCESSORS, AND DISPENSERS

*NEW SECTION. Sec. 801. All weighing and measuring instruments and
devices used by licensed producers, processors of cannabis products,
and dispensers shall comply with the regquirements set forth in chapter
19.94 RCW.

*Sec. 801 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 802. (1) No person, partnership, corporation,

association, or agency may advertise cannabis for sale to the general
public in any manner that promotes or tends to promote the use or abuse
of cannabis. For the purposes of this subsection, displaying cannabis,
including artistic depictions of cannabis, is considered to promote or
to tend to promote the use or abuse of cannabis.

(2) The department of agriculture may fine a licensed producer or
processor of cannabis products up to one thousand dollars for each
violation of subsection (1) of this section. Fines collected under
this subsection must be deposited into the agriculture local fund
created in RCW 43.23.230.

(3) The department of health may fine a licensed dispenser up to
one thousand dollars for each violation of subsection (1) of this
section. Fines collected under this subsection must be deposited into
the health professions account created in RCW 43.70.320.

(4) No broadcast television licensee, radio broadcast licensee,
newspaper, magazine, advertising agency, or agency or medium for the
dissemination of an advertisement, except the licensed producer,
processor of cannabis products, or dispenser to which the advertisement
relates, is subject to the penalties of this section by reason of
dissemination of advertising in good faith without knowledge that the

advertising promotes or tends to promote the use or abuse of cannabis.
*Sec. 802 was vetoed. See message at end of chapter.
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*NEW SECTION. Sec. 803. (1) A prior conviction for a cannabis or

marijuana offense shall not disqualify an applicant from receiving a
license to produce, process, or dispense cannabis for medical use,
provided the conviction did not include any sentencing enhancements
under RCW 9.94A.533 or analogous laws in other jurisdictions. Any
criminal conviction of a current licensee may be considered in
pbroceedings to suspend or revoke a license.

(2) Nothing in this section prohibits either the department of
health or the department of agriculture, as appropriate, from denying,
suspending, or revoking the credential of a license holder for other
drug-related offenses or any other criminal offenses.

(3) Nothing in this section prohibits a corrections agency or
department from considering all prior and current convictions in
determining whether the possession, manufacture, or delivery of, or for
possession with intent to manufacture or deliver, is inconsistent with

and contrary to the person's supervision.
*Sec. 803 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 804. A violation of any provision or section of

this chapter that relates to the licensing and regulation of producers,
processors, or dispensers, where no other penalty is provided for, and
the violation of any rule adopted under this chapter constitutes a

misdemeanor.
*Sec. 804 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 805. (1) Every licemnsed producer or processor
of cannabis products who fails to comply with this chapter, or any rule
adopted under it, may be subjected to a civil penalty, as determined by
the director, in an amount of not more than one thousand dollars for
every such violation. Each violation shall be a separate and distinct
offense.

(2) Every licensed dispenser who fails to comply with this chapter,
or any rule adopted under it, may be subjected to a civil penalty, as
determined by the secretary, in an amount of not more than one thousand
dollars for every such violation. Each violation shall be a separate
and distinct offense.

(3) Every person who, through an act of commission or omission,
procures, aids, or abets in the violation shall be considered to have
violated this chapter and may be subject to the penalty provided for in

this section.
*Sec. 805 was vetoed. See message at end of chapter.
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*NEW_SECTION. Sec. 806. The department of agriculture or the
department of health, as the case may be, must immediately suspend any
certification of licensure issued under this chapter if the holder of
the certificate has been certified under RCW 74.20A.320 by the
department of social and health services as a person who is not in
compliance with a support order. If the person has continued to meet
all other requirements for certification during the suspension,
reissuance of the certificate of licensure shall be automatic upon the
department's receipt of a release issued by the department of social
and health services stating that the person is in compliance with the

order.
*Sec. 806 was vetoed. See message at end of chapter.

*NEW_SECTION. Sec. 807. The department of agriculture or the
department of health, as the case may be, must suspend the
certification of licensure of any person who has been certified by a
lending agency and reported to the appropriate department for
nonpayment or default on a federally or state-guaranteed educational
loan or service-conditional scholarship. Prior to the suspension, the
department of agriculture or the department of health, as the case may
be, must provide the person an opportunity for a brief adjudicative
proceeding under RCW 34.05.485 through 34.05.494 and issue a finding of
nonpayment or default on a federally or state-guaranteed educational
loan or service-conditional scholarship. The person's license may not
be reissued until the person provides the appropriate department a
written release issued by the lending agency stating that the person is
making payments on the loan in accordance with a repayment agreement
approved by the lending agency. If the person has continued to meet
all other requirements for certification or registration during the
suspension, reinstatement is automatic upon receipt of the notice and

payment of any reinstatement fee.
*Sec. 807 was vetoed. See message at end of chapter.

PART IX
SECURE REGISTRATION OF QUALIFYING PATIENTS, DESIGNATED PROVIDERS,
AND LICENSED PRODUCERS, PROCESSORS, AND DISPENSERS

*NEW SECTION. Sec. 901. (1) By January 1, 2013, the department of
health shall, in consultation with the department of agriculture, adopt
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rules for the creation, implementation, maintenance, and timely
upgrading of a secure and confidential registration system that allows:

(a) A peace officer to verify at any time whether a health care
professional has registered a person as either a qualifying patient or
a designated provider; and

(b) A peace officer to verify at any time whether a person,
location, or business is licensed by the department of agriculture or
the department of health as a licensed producer, licensed processor of
cannabis products, or licensed dispenser.

(2) The department of agriculture must, in consultation with the
department of health, create and maintain a secure and confidential
list of persons to whom it has issued a license to produce cannabis for
medical use or a license to process cannabis products, and the physical
addresses of the licensees' production and processing facilities. The
list must meet the requirements of subsection (9) of this section and
be transmitted to the department of health to be included in the
registry established by this section.

(3) The department of health must, in consultation with the
department of agriculture, create and maintain a secure and
confidential list of the persons to whom it has issued a license to
dispense cannabis for medical use that meets the requirements of
subsection (9) of this section and must be included in the registry
established by this section.

(4) Before seeking a nonvehicle search warrant or arrest warrant,
a peace officer investigating a cannabis-related incident must make
reasonable efforts to ascertain whether the location or person under
investigation is registered in the registration system, and include the
results of this inquiry in the affidavit submitted in support of the
application for the warrant. This requirement does not apply to
investigations in which:

(a) The peace officer has observed evidence of an apparent cannabis
operation that is not a licensed producer, processor of cannabis
products, or dispenser;

(b) The peace officer has observed evidence of theft of electrical
power;

(c) The peace officer has observed evidence of illegal drugs other

than cannabis at the premises;
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(d) The peace officer has observed frequent and numerous short-term
visits over an extended period that are consistent with commercial
activity, if the subject of the investigation is not a licensed
dispenser;

(e) The peace officer bhas observed violent crime or other
demonstrated dangers to the community;,

(f) The peace officer has probable cause to believe the subject of
the investigation has committed a felony, or a misdemeanor in the
officer's presence, that does not relate to cannabis; or

(g) The subject of the investigation has an outstanding arrest
warrant.

(5) Law enforcement may access the registration system only in
connection with a specific, legitimate criminal investigation regarding
cannabis.

(6) Registration in the system shall be optional for gqualifying
patients and designated providers, not mandatory, and registrations are
valid for one year, except that qualifying patients must be able to
remove themselves from the registry at any time. For licensees,
registrations are valid for the term of the license and the
registration must be removed if the licensee's license is expired or
revoked. The department of health must adopt rules providing for
registration renewals and for removing expired registrations and
expired or revoked licenses from the registry.

(7) Fees, including renewal fees, for qualifying patients and
designated providers participating in the registration system shall be
limited to the cost to the state of implementing, maintaining, and
enforcing the provisions of this section and the rules adopted to carry
out its purposes. The fee shall also include any costs for the
department of health to disseminate information to employees of state
and local law enforcement agencies relating to whether a person is a
licensed producer, processor of cannabis products, or dispenser, or
that a location is the recorded address of a Jlicense producer,
processor of cannabis products, or dispenser, and for the dissemination
of log records relating to such regquests for information to the
subjects of those requests. No fee may be charged to local law
enforcement agencies for accessing the registry.

(8) During the rule-making process, the department of health shall
consult with stakeholders and persons with relevant expertise, to
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include, but not be limited to, qualifying patients, designated
providers, health care professionals, state and local law enforcement
agencies, and the University of Washington computer science and
engineering security and privacy research lab.

(9) The registration system shall meet the following requirements:

(a) Any personally identifiable information included in  the
registration system must be "nonreversible,” pursuant to definitions
and standards set forth by the national institute of standards and
technology;

(b) Any personally identifiable information included in the
registration system must not be susceptible to linkage by use of data
external to the registration system;

(c) The registration system must incorporate current best
differential privacy practices, allowing for maximum accuracy of
registration system queries while minimizing the chances of identifying
the personally identifiable information included therein; and

(d) The registration system must be upgradable and updated in a
timely fashion to keep current with state of the art privacy and
security standards and practices.

(10) The registration system shall maintain a log of each
verification query submitted by a peace officer, including the peace
officer's name, agency, and identification number, for a period of no
less than three years from the date of the query. Personally
identifiable information of qualifying patients and designated
providers included in the log shall be confidential and exempt from
public disclosure, inspection, or copying under chapter 42.56 RCW:
PROVIDED, That:

(a) Names and other personally identifiable information from the
list may be released only to:

(i) Authorized employees of the department of agriculture and the
department of health as necessary to perform official duties of either
department; or

(ii) Authorized employees of state or local law enforcement
agencies, only as necessary to verify that the person or location is a
qualified patient, designated provider, licensed producer, licensed
processor of cannabis products, or licensed dispenser, and only after
the inquiring employee has provided adequate identification.
Authorized employees who obtain personally identifiable information
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under this subsection may not release or use the information for any
purpose other than verification that a person or location is a
qualified patient, designated provider, licensed producer, licensed
brocessor of cannabis products, or licensed dispenser;

(b) Information contained in the registration system may be
released in aggregate form, with all personally identifying information
redacted, for the purpose of statistical analysis and oversight of
agency performance and actions;

(c) The subject of a registration query may appear during ordinary
department of health business hours and inspect or copy log records
relating to him or her upon adequate proof of identity; and

(d) The subject of a registration query may submit a written
request to the department of health, along with adequate proof of
identity, for copies of log records relating to him or her.

(11) This section does not prohibit a department of agriculture
employee or a department of health employee from contacting state or
local law enforcement for assistance during an emergency or while
performing his or her duties under this chapter.

(12) Fees collected under this section must be deposited into the
health professions account under RCW 43.70.320.

*Sec. 901 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 902. A new section is added to chapter 42.56

RCW to read as follows:

Records containing names and other personally identifiable

information relating to qualifying patients, designated providers, and
persons licensed as producers or dispensers of cannabis for medical
use, or as processors of cannabis products, under section 901 of this

act are exempt from disclosure under this chapter.
*Sec. 902 was vetoed. See message at end of chapter.

PART X
EVALUATION

NEW SECTION. Sec. 1001. (1) By July 1, 2014, the Washington state

institute for public policy shall, within available funds, conduct a

cost-benefit evaluation of the implementation of this act and the rules
adopted to carry out its purposes.
(2) The evaluation of the implementation of this act and the rules
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adopted to carry out its purposes shall include, but not necessarily be
limited to, consideration of the following factors:

(a) Qualifying patients' access to an adequate source of cannabis
for medical use;

(b) Qualifying patients' access to a safe source of cannabis for
medical use;

(c) Qualifying patients' access to a consistent source of cannabis
for medical use;

(d) Qualifying patients' access to a secure source of cannabis for
medical use;

(e) Qualifying patients' and designated providerS' contact with law
enforcement and involvement in the criminal justice system;

(f) Diversion of cannabis intended for medical use to nonmedical
uses;

(g) Incidents of home invasion burglaries, robberies, and other
violent and property crimes associated with qualifying patients
accessing cannabis for medical use;

(h) Whether there are health care professionals who make a
disproportionately high amount of authorizations in comparison to the
health care professional community at large;

(i) Whether there are indications of health care professionals in
violation of RCW 69.51A.030; and

(j) Whether the health care professionals making authorizations
reside in this state or out of this state.

(3) For purposes of facilitating this evaluation, the departments
of health and agriculture will make available to the Washington state
institute for public policy requested data, and any other data either
department may consider relevant, from which all personally

identifiable information has been redacted.

NEW SECTION. Sec. 1002. A new section is added to chapter 28B.20
RCW to read as follows:

The University of Washington and Washington State University may
conduct scientific research on the efficacy and safety of administering
cannabis as part of medical treatment. As part of this research, the
University of Washington and Washington State University may develop
and conduct studies to ascertain the general medical safety and
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efficacy of cannabis and may develop medical guidelines for the

appropriate administration and use of cannabis.

PART XTI
CONSTRUCTION

NEW SECTION. Sec. 1101. (1) No civil or criminal liability may be
imposed by any court on the state or its officers and employees for

actions taken in good faith under this chapter and within the scope of
their assigned duties. )

(2) No civil or criminal liability may be imposed by any court on
cities, towns, and counties or other municipalities and their officers
and employees for actions taken in good faith under this chapter and

within the scope of their assigned duties.

NEW_ SECTION. Sec. 1102. (1) Cities and towns may adopt and

enforce any of the following pertaining to the production, processing,

or dispensing of cannabis or cannabis products within their
jurisdiction: Zoning requirements, business licensing requirements,
health and safety requirements, and business taxes. Nothing in this
act is intended to limit the authority of cities and towns to impose
zoning requirements or other conditions upon licensed dispensers, soO
long as such requirements do not preclude the possibility of siting
licensed dispensers within the jurisdiction. If the jurisdiction has
no commercial zones, the jurisdiction is not required to adopt zoning
to accommodate licensed dispensers.

(2) Counties may adopt and enforce any of the following pertaining
to the production, processing, or dispensing of cannabis or cannabis
products within their jurisdiction in locations outside of the
corporate limits of any city or town: Zoning requirements, business
licensing requirements, and health and safety requirements. Nothing in
this act is intended to limit the authority of counties to impose
zoning requirements or other conditions upon licensed dispensers, 8o
long as such requirements do not preclude the possibility of siting
licensed dispensers within the jurisdiction. If the jurisdiction has
no commercial zones, the jurisdiction is not required to adopt zoning

to accommodate licensed dispensers.
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NEW_SECTION. Sec. 1103. If any provision of this act or the

application thereof to any person or circumstance is held invalid, the

invalidity does not affect other provisions or applications of the act
that can be given effect without the invalid provision or application,

and to this end the provisions of this act are severable.

‘ *NEW SECTION. Sec. 1104. In the event that the federal government
authorizes the use of cannabis for medical purposes, within a year of
such action, the joint legislative audit and review committee shall
conduct a program and fiscal review of the cannabis production and
dispensing programs established in this chapter. The review shall
consider whether a distinct cannabis production and dispensing system
continues to be necessary when considered in 1light of the federal
action and make recommendations to the legislature.

*Sec. 1104 was vetoed. See message at end of chapter.

NEW __SECTION. Sec. 1105. (1) (a) The arrest and prosecution

protections established in section 401 of this act may not be asserted
in a supervision revocation or violation hearing by a person who 1is
supervised by a corrections agency or department, including local
governments or jails, that has determined that the terms of this
section are inconsistent with and contrary to his or her supervision.

(b) The affirmative defenses established in sections 402, 405, 406,
and 407 of this act may not be asserted in a supervision revocation or
violation hearing by a person who is supervised by a corrections agency
or department, including local governments or jails, that has
determined that the terms of this section are inconsistent with and
contrary to his or her supervision.

(2) The provisions of RCW 69.51A.040 and sections 403 and 413 of
this act do not apply to a person who is supervised for a criminal
conviction by a corrections agency or department, including local
governments or jails, that has determined that the terms of this
chapter are inconsistent with and contrary to his or her supervision.

(3) A person may not be licensed as a licensed producer, licensed
processor of cannabis products, or a licensed dispenser under section
601, 602, or 701 of this act if he or she is supervised for a criminal
conviction by a corrections agency or department, including local
governments or jails, that has determined that licensure is

inconsistent with and contrary to his or her supervision.
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Sec. 1106. RCW 69.51A.900 and 1999 ¢ 2 s 1 are each amended to
read as follows:

This chapter may be known and cited as the Washington state medical
use of ((meriftuwarna)) cannabis act.

PART XII
MISCELLANEOUS

*NEW SECTION. Sec. 1201. (1) The legislature recognizes that there

are cannabis producers and cannabis dispensaries in operation as of the

effective date of this section that are unregulated by the state and
who produce and dispense cannabis for medical use by qualifying
patients. The legislature intends that these producers and
dispensaries become licensed in accordance with the requirements of
this chapter and that this 1licensing provides them with arrest
protection so long as they remain in compliance with the reguirements
of this chapter and the rules adopted under this chapter. The
legislature further recognizes that cannabis producers and cannabis
dispensaries in current operation are not able to become licensed until
the department of agriculture and the department of health adopt rules
and, consequently, it is likely they will remain unlicensed until at
least January 1, 2013. These producers and dispensary owners and
operators run the risk of arrest between the effective date of this
section and the time they become licensed. Therefore, the legislature
intends to provide them with an affirmative defense if they meet the
requirements of this section. v

(2) If charged with a violation of state law relating to cannabis,
a producer of cannabis or a dispensary and its owners and operators
that are engaged in the production or dispensing of cannabis to a
qualifying patient or who assists a qualifying patient in the medical
use of cannabis is deemed to have established an affirmative defense to
such charges by proof of compliance with this section.

(3) In order to assert an affirmative defense under this section,
a cannabis producer or cannabis dispensary must:

(a) In the case of producers, solely provide cannabis to cannabis
dispensaries for the medical use of cannabis by qualified patients;

(b) In the case of dispensaries, solely provide cannabis to
qualified patients for their medical use;
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(c) Be registered with the secretary of state as of May 1, 2011;

(d) File a letter of intent with the department of agriculture or
the department of health, as the case may be, asserting that the
producer or dispenser intends to become licensed in accordance with
this chapter and rules adopted by the appropriate department; and

(e) File a letter of intent with the city clerk if in an
incorporated area or to the county clerk if in an unincorporated area
stating they operate as a producer or dispensary and that they comply
with the provisions of this chapter and will comply with subsequent
department rule making.

(4) Upon receiving a letter of intent under subsection (3) of this
section, the department of agriculture, the department of health, and
the city clerk or county clerk must send a letter of acknowledgment to
the producer or dispenser. The producer and dispenser must display
this letter of acknowledgment in a prominent place in their facility.

(5) Letters of intent filed with a public agency, letters of
acknowledgement sent from those agencies, and other materials related
to such letters are exempt from public disclosure under chapter 42.56
RCW.

(6) This section expires upon the establishment of the licensing
programs of the department of agriculture and the department of health
and the commencement of the issuance of licenses for dispensers and
producers as provided in this chapter. The department of health and
the department of agriculture shall notify the code reviser when the

establishment of the licensing programs has occurred.
*Sec. 1201 was vetoed. See message at end of chapter.

*NEW SECTION. Sec. 1202. A new section is added to chapter 42.56
RCW to read as follows:

The following information related to cannabis producers and
cannabis dispensers are exempt from disclosure under this section:

(1) Letters of intent filed with a public agency under section 1201
of this act;

(2) Letters of acknowledgement sent from a public agency under
section 1201 of this act;

(3) Materials related to letters of intent and acknowledgement

under section 1201 of this act.
*Sec. 1202 was vetoed. See message at end of chapter.
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SENATE BILL REPORT
E2SSB 5073

As Amended by House, April 11, 2011

Title: An act relating to medical use of cannabis.
Brief Description: Concerning the medical use of cannabis.

Sponsors: Senate Committee on Ways & Means (originally sponsored by Senators Kohl-Welles,
Delvin, Keiser, Regala, Pflug, Murray, Tom, Kline, McAuliffe and Chase).

Brief History:
Committee Activity: Health & Long-Term Care: 1/20/11, 2/09/11 [DPS-WM, w/oRec].
Ways & Means: 2/23/11, 2/24/11 [DP2S, DNP, w/oRec].
Passed Senate: 3/02/11, 29-20.
Passed House: 4/11/11, 54-43.

SENATE COMMITTEE ON HEALTH & LONG-TERM CARE

Majority Report: That Substitute Senate Bill No. 5073 be substituted therefor, and the
substitute bill do pass and be referred to Committee on Ways & Means.

Signed by Senators Keiser, Chair; Conway, Vice Chair; Carrell, Kline, Murray, Pflug and
Pridemore.

Minority Report: That it be referred without recommendation.
Signed by Senators Becker, Ranking Minority Member; Parlette.

Staff: Kathleen Buchli (786-7488)

SENATE COMMITTEE ON WAYS & MEANS

Majority Report: That Second Substitute Senate Bill No. 5073 be substituted therefor, and
the second substitute bill do pass.

Signed by Senators Murray, Chair; Baumgartner, Brown, Fraser, Hatfield, Hewitt, Keiser,
Kohl-Welles, Pflug, Pridemore, Regala, Rockefeller and Tom.

Minority Report: Do not pass.
Signed by Senators Holmquist Newbry, Honeyford and Schoesler.

Minority Report: That it be referred without recommendation.

This analysis was prepared by non-partisan legislative staff for the use of legislative
members in their deliberations. This analysis is not a part of the legislation nor does it
constitute a statement of legislative intent.

Senate Bill Report -1- E2SSB 5073




Signed by Senators Parlette, Ranking Minority Member Capital; Baxter, Conway and
Kastama.

Staff: Jenny Greenlee (786-7711)

Background: In 1998 voters approved 1-692 which permitted the use of marijuana for
medical purposes by qualifying patients. The Legislature subsequently amended the chapter
on medical use of marijuana in 2007 and in 2010. In order to qualify for the use of medical
marijuana, patients must have a terminal or debilitating medical condition (cancer, HIV,
multiple sclerosis, intractable pain, glaucoma, Crohn’s disease, hepatitis C, nausea/seizure
diseases, or a disease approved by the Medical Quality Assurance Commission) and the
diagnosis of this condition must have been made by a health care professional. Patients are
not provided arrest protection. Instead, patients are permitted to assert an affirmative defense
at trial with proof of compliance with the medical marijuana law.

Patients may grow medical marijuana for themselves or designate a provider to grow on their
behalf. Designated providers may only provide medical marijuana to one patient at a time.
Patients and their designated providers are limited to possession of an amount of marijuana
that is necessary for the patient’s personal medical use, and not exceeding 15 plants and 24
ounces of useable marijuana.

Summary of Engrossed Second Substitute Bill: Patient Protections. Qualifying patients
and their designated providers are provided with arrest protection if they possess no more
than 15 cannabis plants and 24 ounces of useable cannabis; are registered with the
Department of Health (DOH); post a copy of their authorization next to cannabis at their
residence; and, in the case of designated providers, have not converted cannabis for personal
use.

Qualifying patients and their designated providers are provided with protection from
warrantless search and arrest if they are registered with DOH. Law enforcement officers may
seek a search or arrest warrant if the officer determines that the person is not registered with
DOH or licensed by DOH or the Department of Agriculture (DOA); is unable to ascertain,
after making reasonable efforts, that the person or location is registered or licensed; believes
that the person or location is disqualified from the protections of the law on the medical use
of cannabis; or believes that a cannabis-related traffic offense is being committed.

Qualifying patients with or without valid documentation or proof of registration may assert
an affirmative defense at trial if they possess more than the permitted amount of cannabis and
are able to demonstrate that this amount is necessary for the patient's medical use; provide
evidence that they were qualifying patients at the time of the arrest; or are nonresidents of the
state and are authorized by another state to engage in the medical use of cannabis and are
otherwise within the provisions of the medical cannabis law.

Parental rights may not be restricted solely due to the medical use of cannabis unless this
results in long-term impairment that interferes with the performance of parenting functions.
Qualifying patients may not be refused housing, so long as that housing is not drug or alcohol
free housing, nor can they be denied an organ transplant solely because of medical cannabis
use.

Senate Bill Report -2- E2SSB 5073




Health Care Professionals. Health care professionals must have a documented relationship
with the patient, complete a physical examination of the patient as appropriate, document the
terminal or debilitating medical condition in the patient's medical record, and inform the
patient of other options for treating the medical condition. Health care professionals may not
accept remuneration from or hold an economic interest in a dispenser, producer, or processor;
offer either a discount or an item of value to a patient to become a customer of a dispenser,
producer, or processor; examine a patient at a location of a dispenser, producer, or processor;
have a practice which consists primarily of authorizing the medical use of cannabis; or
advertise cannabis. A violation of the health care professional's requirements constitutes
unprofessional conduct.

Methods of Obtaining Cannabis. Qualifying patients may grow cannabis for their own use,
designate a provider to grow on their behalf, participate in a collective garden with other
qualifying patients, or purchase from a licensed dispensary. Collective gardens may consist
of up to three qualifying patients and contain no more than 15 plants per person and up to 45
plants total.

Licenses. Three types of business licenses are created to license producers, processors of
cannabis products, and dispensaries. Producers are licensed to produce cannabis for medical
use for wholesale to licensed dispensers and licensed processors of cannabis products.
Processors of cannabis products are licensed to manufacture cannabis products including
edible products and lotions for wholesale to licensed dispensers. Dispensers may sell seeds,
plants, usable cannabis, and cannabis products to qualifying patients. Dispensers must be
nonprofit medical corporations and must be approved by the counties and cities in which they
are located.

Licensees are prohibited from advertising cannabis. Licensees who sell to unauthorized
persons are subject to a class C felony, and failure to comply with the law on medical
cannabis may result in a $1,000 civil penalty. Licensees must prominently display their
licenses.

Department of Agriculture. DOA licenses producers and processors of cannabis products.
Licensed producers and processors must use cannabis analysis laboratories to test their
products on a schedule determined by DOA. Cannabis will be tested for grade, condition,
and cannabinoid profile. DOA must adopt rules addressing facility standards, including
security requirements; size and security features on containers used for medical cannabis;
labeling requirements; licensing requirements, including fees; record keeping; and methods
to identify cannabis intended for medical use. DOA may contract with a cannabis analysis
laboratory to conduct independent inspections and testing of cannabis. DOA must create and
maintain a confidential list of producers and processors, with names to be released only to
authorized DOA employees or to law enforcement as necessary to verify licensed producer or
processor status.

Department of Health, DOH must adopt rules on licensing requirements: including fees,
suspension, and revocation of licenses; inspection requirements; safety standards for
containers used to dispense medical cannabis; cannabis storage requirements, including
security requirements; labeling requirements; dispensary facility standards, including
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equipment standards; and maximum amounts of cannabis that may be kept at a dispensary at
any one time. DOH must create and maintain a confidential list of dispensaries, with names
to be released only to authorized DOH employees as necessary to verify licensed status.

DOH_ Registry. DOH must establish a secure registration system in which health care
professionals may register qualifying patients. Participation in the registry is voluntary for
qualifying patients and their designated providers. Law enforcement must be able to consult
the registry to verify whether a person or an address is registered. The registry must include
producer, processor, and dispensary information.

Research and Evaluation. The Washington State Institute for Public Policy must conduct a
cost-benefit evaluation of the implementation of the law on medical cannabis. The
University of Washington and Washington State University are permitted to conduct
scientific research on the safety of administering cannabis as part of a medical treatment and
may develop guidelines for the appropriate administration of cannabis.

Transition. Dispensaries and producers who are registered with the Secretary of State as of
May 1, 2011, and who file a letter of intent to become licensed with either DOH or DOA may
assert an affirmative defense if charged with a cannabis-related crime. The transition period
ends July 1, 2012, and they must become licensed at that time to continue in business.

Appropriation: None.

Fiscal Note: Available.
[OFM requested ten-year cost projection pursuant to 1-960.]

Committee/Commission/Task Force Created: No.
Effective Date: Ninety days after adjournment of session in which bill is passed.

Staff Summary of Public Testimony on Original Bill (Health & Long-Term Care): PRO:
This bill is a result of two years of work, multiple stakeholder meetings, and addresses a
bipartisan issue. Pain is not a partisan issue. Most of us know a person or know of a person
who has suffered from a very serious condition that could have been assisted by medical
marijuana. We need to ensure that people suffering from terminal illnesses get a secure, safe,
and reliable source of the plant that helps them. This is a Catch 22 situation; patients are
permitted to use marijuana but they have to grow it for themselves and they have no place to
buy seeds or plants. We need to ensure public safety. We need a regulated system in which
local jurisdictions enact zoning laws determining where these businesses may be located. We
need arrest protection for legally qualifying patients. Law enforcement needs clarity to
determine who really is a qualifying patient. We need a method to provide the means for
public safety through licensed businesses. Patient privacy and confidentiality are protected
by the registry provided for in the bill. We need to have a rational system of delivery which
involves a way to regulate growers, producers, and processers so we know that what is
delivered to dispensers is safe. Farmers would like to grow a crop they can make money on.
Dispensaries that provide marijuana are as close to pharmacies as we can get until the federal
government changes the scheduling of marijuana. Dispensaries should be like pharmacies
and should be nonprofit. We are at a point where we can go down two roads; we can have
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accountability, or we can do nothing. Law enforcement is frustrated with what is going on in
this area and we have an underground program going on. It is time to bring light to the
problem. This bill is a good start and this is the time to have some certainty and some
regulation. We do not want the dispensary mess that they have in California. This is an
opportune time to address this because the federal government has provided that states may
establish rational regulatory systems for medical marijuana in their state. We need to
restructure the search and seizure provisions and statutorily redefine probable cause which
would eliminate the need for civil penalties. Washington voters continue to support the use
of medical cannabis by people with terminal or debilitating conditions. The patient registry
will be designed to protect patient privacy. We want clarity for patients and law enforcement
with real arrest protections that also protect patient privacy. Dispensaries should be
permitted to be incorporated under any business model and the limitation for nonprofit only
dispensaries should be removed. Nonprofits do not work for smaller dispensaries or all
operations. If people want to run businesses under each license, they will be required to set
up multiple corporate structures. It is not about profit margins but about allowing businesses
with less overhead.

CON: The employment provision is problematic for small businesses. The employment
section is vague and would lead to litigation. It is unclear if employees must reasonably
accommodate medical use of marijuana. This would require that employers not take action
against employees who take part in an illegal act and employers would face liability by
sending an employee home if impaired. This would make Washington a less competitive
state in the national business environment. We are concerned with the section relating to
advertising which signals out radio, television, and billboards but does not address other
areas of advertising. If marijuana is being moved into a medicine category, it should be
treated as any new medicine would be and should be tested in clinical trials. This bill
encompasses more than pain management for people dying of cancer. The provision relating
to designated providers serving one patient at a time should not be implemented until the
dispensary system is put in place. The bill removes the presumptive nature of the law and
does not provide arrest protection if your doctor recommends more than the amount
permitted by the state currently. The registry is voluntary but this is not voluntary if you can
get arrested by not signing up on it. Other states with registries have released records
showing confidential addresses and patient information. This information can be used to
prevent people from purchasing firearms. Evidence shows that cannabis may not be safe.
Marijuana can cause the acceleration or aggravation of the very issue it is aimed to treat.
Marijuana causes mental health disorders and accidents, vehicular and otherwise.

OTHER: Medical cannabis patients who grow for themselves put themselves at risk for
home invasion and with law enforcement. The currently operating dispensaries should be
protected but the date when those protections take place should be moved from January I,
2011, to after the bill takes effect or change the provisions for the one dispenser at a time to
take effect when the rules regulating dispensaries are adopted. Posting a patient's
authorization by the plants or products would cause a patient to post in multiple places
around their homes and this is not practical for patients; at the most, the authorization should
be posted where plants are growing. Cannabis limits for dry weight are concerning. By and
large, plant counts do not accommodate the needs of patients who do not smoke and who use
products that require more plant matter. Patient registry databases are being surrendered to
law enforcement regardless of safety measures and law enforcement can already confirm
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patient status with clinics and authorizers. The registry's database will be broken eventually.
Collective gardens should be permitted to continue to exist and to not be limited to 25
patients. The bill needs to address what patients can do with excess product if they have
grown more than 15 plants and 24 ounces. Chronic pain patients need to be included.

Persons Testifying (Health & Long-Term Care): PRO: Senator Kohl-Welles, prime
sponsor; Senator Delvin, sponsor; Deputy Mayor Lauren Walker, City of Tacoma; Sheryl
Gordon McCloud; John Schochet, Seattle City Attorney's Office; Alison Holcomb, American
Civil Liberties Union of Washington; Melissa Lunsford, CBR Medical, Inc.; Dr. Gil Mobley;
Kent Underwood, Attorney; Matt McCally, Law Enforcement Against Prohibition; Pam
Woodard, Urban Garden; Ezra Eickmeyer, Washington Cannabis Association; Jeff Gilmore,
Olympia Medical Group.

CON: Dave Harris, Washington State Association of Independent Outpatient Programs;
Steve Sarich, Cannacare; Evelyn Bowen- Crawford; Mark Allen, Washington State
Association of Broadcasters; Tim O'Connell, Association of Washington Business; Stoel
Rives, Patrick Connor, National Federation of Independent Business.

OTHER: Rachel Kurtz; Brian Stone, Northern Waters; Ben Livingston, Cannabis Defense
Coalition; Stuart Ostergard, Eastside Medical Cooperative; Richard Zaharie, Martin
Martinez, court-appointed expert witnesses; Justin Prince, Tacoma Hempfest; Alison
Bigelow, Member of Collective.

Signed In, Unable to Testify & Submitted Written Testimony: PRO: George Rohrbacher,
Former Washington State Senator.

CON: John Worthington, American Alliance for Medical Cannabis.

Staff Summary of Public Testimony on Recommended First Substitute (Ways &
Means): PRO: This bill addresses many flaws in the current medical marijuana laws. It will
bring a clear system of regulations to the procurement of medical marijuana giving true
meaning to the medical marijuana laws. Patients are left in the dark as to what is permitted.
Currently police and prosecutors have to spend time figuring out if someone is in compliance
with the law. Additionally, cities may have to resolve lawsuits against police officers for
wrongful arrest and related charges. All this costs cities and counties money. Cities and
counties will benefit from sales tax collections on medical marijuana. The Obama
Administration has given clear signals that it will not pursue action against states with
medical marijuana laws. This bill is addressing an urgent need as conflicts between patients
and law enforcement are increasing. Now is the time for the state to get a handle on the
distribution of medical marijuana. The current approach is attracting a bad element to
Washington State. The state stands to gain tax revenue as more transactions will be
happening legally. Rough estimates for the increase in sales tax revenue are as high as $3
million per fiscal year. Prices would probably change once the sales come out of the dark.
Collectives are operating now. This bill would allow dispensaries, and they could be licensed
and regulated.

CON: The law does need to be changed but creating a commercial approach is not the
answer. The Legislature should consider a medical approach to this issue. Could medical
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marijuana be sold through pharmacies and produced by pharmaceutical companies? This bill
sets up a large licensing program that is very costly. There should be small gardens or
cooperatives rather than lots of regulated dispensary activity. Registration should be
mandatory.

Persons Testifying (Ways & Means): PRO: Alison Holcomb, American Civil Liberties
Union of Washington; Peter Holmes, Seattle City Attorney; Ezra Eickmeyer, Washington
Cannabis Association.

CON: Don Pierce, Washington Association of Sheriffs and Police Chiefs; Tom McBride,
Washington Association of Prosecuting Attorneys.

House Amendment(s): A patient or provider who is in compliance with the law on medical
cannabis may not be arrested or prosecuted for the medical use of cannabis; however, the
prohibition on searches is removed. In order to receive arrest and prosecution protection a
person must be registered and acting within the scope of the medical cannabis law including
presenting proof of registration to law enforcement when questioned; that the law enforcement
officer does not possess evidence that the designated provider has converted cannabis obtained
for a patient for the designated provider's personal use; that the law enforcement officer does not
possess evidence that the patient has not converted cannabis for the patient's personal, non-
medical use; and the law enforcement officer does not observe other indicators of criminal
activity.

A person who is not registered but possesses valid documentation may raise an affirmative
defense if the person is acting within the law on the medical use of cannabis; the investigating
officer does not have probable cause to believe the person has committed a crime or has not
observed evidence of an unlicensed cannabis operation, theft of electrical power, illegal use of
drugs other than cannabis, or frequent and numerous short-term visits that are consistent with
commercial activity.

Law enforcement does not have to pay a fee to access the registry and costs for law enforcement
access must be paid by registrants. The registry must permit a law enforcement officer to verify
at any time whether a health care professional has registered a person as either a qualifying
patient or designated provider, but the law enforcement officer is not required to contact the
subject of the inquiry before consulting the registry. Before seeking a non-vehicle search or
arrest warrant, a law enforcement officer must make reasonable efforts to ascertain whether the
location or person under investigation is registered. This requirement does not apply to
investigations in which the officer has observed evidence of an apparent unlicensed cannabis
operation, theft of electrical power, illegal use of drugs other than cannabis, frequent and
numerous short-term visits over an extended period that are consistent with commercial activity,
or violent crime of other demonstrated dangers to the community. This requirement also does
not apply if the officer has probable cause to believe the subject has committed a crime in the
officer's presence that does not relate to cannabis or the subject has an outstanding arrest warrant.

Ten qualifying patients may participate in a collective garden and grow up to a total of 45 plants.

Use or display of medical cannabis in a manner or place that is visible by the public is a class 3
civil infraction and cannabis in licensed dispensers may not be viewed from outside the facility.
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Hotels and motels are not required to accommodate the on-site smoking of cannabis for medical
use.

The National Guard is exempt and employers may establish drug free work places and those
work places are not required to accommodate the medical use of cannabis of their employees.
There is no right to health care coverage of medical cannabis by an insurer or state purchased
health care program.

Licensed dispensers are not required to be nonprofits. The maximum number of dispensers in a
county must be based on a ratio of 1 dispenser for every 20,000 residents; this number may be
adjusted beginning January 1, 2016. Licensed dispensers may not be located within 500 feet of a
community center, child care center, elementary or secondary school, or another licensed
dispenser.  Cities, counties, and towns may adopt zoning requirements, business licensing
requirements, health and safety requirements, and business taxes but may not preclude the siting
of licensed dispensers within the jurisdiction. The provision requiring dispensers be licensed by
local governments is removed.

Law enforcement officers, may receive cannabis from licensed dispensers. These dispensers
may provide cannabis to the University of Washington or Washington State University for
research purposes.

People under the supervision of a correctional agency are exempt if the medical use of cannabis
is inconsistent with the terms of their supervision; local governments and jails are included in
this exemption. Protections from search, arrest, and prosecution does not apply in community
supervision revocation or violation hearings.

DOH and DOA rulemaking is delayed to January 1, 2013. Letters of intent are not subject to
public disclosure; these provisions are not to expire until the DOH and DOA rules are adopted
and they begin issuing licenses.

On July 1, 2015, and annually thereafter, DOH is to report to the State Treasurer expenditures
from the Health Professions Account and revenue deposited to this account under the medical
cannabis program; shortages between expenditures and revenue are to be made up by the general
fund. The Joint Legislative Audit and Review Committee must conduct a review of the cannabis
production and dispensing system in the event that the federal government authorizes the
medical use of cannabis.
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Federal prosecutor: Brewer, Hore twisting medical marijuana memo - East Valley Tribu... Page 1 of1

Federal prosecutor: Brewer, Horne twisting
medical marijuana memo

By Howard Fischer, Capitol Media Services | Posted: Thursday, May 26, 2011 4:19 pm

The top federal prosecutor in Arizona said Gov. Jan Brewer and Attorney General Tom Horne are
distorting the facts on the issue of medical marijuana and risks of federal prosecution.

The pair, in announcing earlier this week they will file suit, said they are concerned that a letter
from Dennis Burke, the U.S. Attorney for Arizona, suggests that state employees who process
permits under the voter-approved law could wind up being charged with violating the federal
Controlled Substances Act. The governor in particular said a letter that Burke sent to state Health
Director Will Humble earlier this month warned that compliance with Arizona’s new medical
marijuana law does not immunize anyone from federal prosecution.

The lawsuit, expected to be filed Friday against Burke and his boss, Attorney General Eric Holder,
asks a federal judge to determine what legal protections, if any, Arizona’s voter-approved law
provides.

But Burke, in an interview with Capitol Media Services, said his letter simply spelled out the
priorities his office has in going after those who sell, transport or use marijuana. More to the point,
he said that letter never mentioned state workers.

“It’s fair to read into my letter what I included and what I didn’t,”” he said. “And if I didn’t
include state employees, I think that’s telling in itself.”’

And Burke said there was a simple way of dealing with the question.

“You would think that a letter back from Attorney General Horne, as opposed to ‘I’'m going to file
a lawsuit and have a press conference,” might have been a better course of action,’” he said.

Gubernatorial press aide Matthew Benson conceded that Burke’s letter never mentions state
workers.

Benson then produced a letter that the two U.S. attorneys in the state of Washington wrote to the
governor there. It says state employees who act in accordance with that state’s medical marijuana
laws could end up being prosecuted under federal law.

But Michael Ormsby, the U.S. Attorney for the Eastern District of Washington, told Capitol
Media Services on Thursday there is a specific reason for that: The laws in his state are different.

“The Washington law had state employees involved in a number of different inspections and
grading functions,”” Ormsby said, with workers actually handling the drug. And Ormsby pointed

http://www.eastvalleytribune.com/arizona/politics/article_62e3877a-87ee-11e0-95eb-001cc... 8/8/2011
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June 15, 2011

The Honorable Eric H. Holder, Jr.
Attorney General

U.S. Department of Justice
Washington, D.C. 20530

) Dear Attomey:Genera-l Holder,

JOHN CONYERS, JR., Michigan
RANKING MEMBER

HOWARD L. BERMAN, Cafifornia
JERROLD NADLER, Now York

ROBERT C. “BOBBY” SCOTT, Virginia
MELVIN L. WATT, North Carolina

20E LOFGREN, California

SHEILA JACKSON LEE, Texas

MAXINE WATERS, Californie

STEVE COHEN, Tannessoe

HENRY C. "HANK* JOHNSON, JR, Georgia
PEDRO R. PIERLUISI, Puerto Rico

MIKE QUIGLEY, Hiincis

JUDY CHUY, Colifornia

TED DEUTCH, Rlorida

UNDA Y. SANCHEZ, Californle

DEBBIE WASSERMAN SCHULTZ, Florkia

We write to express our céncerns with conflicting statements from Department officials
concerning its enforcement of federal laws that clearly prohibit the manufacture, sale and
distribution of marijuana. It has become apparent that the Department’s inconsistent approach

contributes to ongoing confusion on this important issue.

In October 2009, then-Deputy Attorney General David W. Ogden wrote to selected

United States Attorneys in what is now known as “the Odgen Memo™:

The prosecution of significant traffickers of illegal drugs, including marijuana,

and the disruption of illegal drug manufacturing and trafficking networks
continues to be a core priority in the Department’s efforts against narcotics and
dangerous drugs, and the Department’s investigative and prosecutorial resources
should be directed towards these objectives. As a general matter, pursuit of
these priorities should not focus federal resources in your States

on individuals whose actions are in clear and unambiguous compliance with
existing state laws providing for the medical use of marijuana. For example,
prosecution of individuals with cancer or other serious ilinesses who use
marijuana as part of a recommended treatment regimen consistent with applicable
state law, or those caregivers in clear and unambiguous compliance with existing
state law who provide such individuals with marijuana, is unlikely to be an
efficient use of limited federal resources. On the other hand, prosecution of
commercial enterprises that unlawfully market and sell marijuana for profit
continues to be an enforcement priority of the Department. To be sure, claims of
compliance with state or local law may mask operations inconsistent with the
terms, conditions, or purposes of those laws, and federal law enforcement should
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not be deterred by such assertions when otherwise pursuing the Department’s core
enforcement priorities. (Emphasis supplied).

On April 29, 2011, United States Attorney Peter F. Neronha, District of Rhode Island,
stated the following in a letter to the Honorable Lincoln D. Chafee, Governor of Rhode Island:

1 now write to ensure that there is no confusxon regarding the United States
Department of Justice’s view of state-sanctioned schemes that purport to regulate
the manufacture and distribution of medical marijuana. . . .As the Department has
stated on many occasions, Congress has determined that man'j uana is a controlled
“substance. Congress placed marijuana in Schedule I of the Controlled Substances
Act (CSA) and, as such, growing, distributing, and possessing marijuana in any
capacity, other than as part of a federally authorized research program, is a
violation of federal law regardless of state laws permitting such activities.

Substantively identical letters have been sent in 2011 by United States Attorneys in at
least eight other districts including the Northern District of California, the District of Arizona,
~~the-Western and Eastern Districts-of Washington; the- Dlstnct of Montana, the: Dlstrlct 0f

T CoIorado, the District of Hawaii, and the District of Maine.

On May 27, 201 1, Arizona Attorney General Tom Horne filed Stafe of Arizona, et al vs.
United States, et al.! The suit seeks declaratory Judgment regarding the legality of the Arizona
Medical Marijuana Act (AMMA). The suit states in part, “the federal government’s position
places the AMMA in conflict with the CSA as well as the policies of the DOJ that have been
implemented to enforce the CSA.™

During a news conference on June 2, 2011 in Providence, Rhode Island, you were asked
to comment on the Department’s position on manjuana dispensaries in states with medical
marijuana programs. You responded, “[w]e are in the process of working [on] these issues with
the U.S. Attorney for Rhode Island and other U.S. Attorneys across the country. My hope is that
sometime in the not too distant future ... it will be addressed.”

Federal law prohibits the possession, manufacture, and distribution of marijuana, which is
listed as a Schedule I drug under the Controlled Substances Act.” Schedule I substances have “a
high potential for abuse,” “no currently accepted medical use in treatment in the United Statﬂes
and “a lack of accepted safety [standards] for use of the drug ... under medical supervision.’

There is currently no consensus of medical evidence that marijuana use is medically
beneficial to patients. The Food and Drug Administration (FDA), the federal agency responsible
for approvmg drugs as safe and effective based upon valid scientific data, has not approved
smoked marijuana for any condition or dlsease

! Case No. 2:2011¢v01072, U.S. District Court, District of Arizona.

2 Id. at paragraph 166.

3pL. 91-513, Oct, 27, 1970, § 202(c), 84 Stat. 1242, 21 USC §812(c).
4 Sec. 202(bX1), 84 Stat. 1247, 21 US.C. §812(6)(1).
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The FDA noted in 2006 that “there is currently sound evidence that smoked marijuana is
harmful,” and “that no sound scientific studies supported medical use of marijuana for treatment
in the United States, and no animal or human data supported the safety or efficacy of marijuana
for general medical use.”® Despite this finding, the FDA has approved two drugs, Marinol and
Cesamet “for therapeutic uses in the U.S., which contain active ingredients that are present in
botanical marijuana.” ‘

Notwithstanding the FDA’s findings and the federal prohibition on marijuana, 16 states
and the District of Columbia have enacted laws approving the sale and use of marijuana for :
medicinal purposes. Another ten states have legislation pending to legalize medical marijuana. "
We strongly disapproved of the Department’s 2009 guidelines directing federal prosecutors not :
to bring charges against dispensaries operating in compliance with these state laws. Todosoisa
blatant disregard of Congress’ mandate in the Controlled Substances Act, the Supreme Court’s
holding in Gonzales v. Raich,’ the Supremacy Clause of the United States Constitution,? and the
constitutional requirement that the President faithfully execute the laws of the United States.’

- Given-your public statements; combined with the Department’s inconsistent enforcement - - - - - - -
et e CSA and its contradictorydirectives to states with-medical marijuana laws, we askthat- -~ o0
you respond to each of the questions below:

1. What is the Department’s position regarding state-sanctioned schemes that
purport to regulate the manufacture and distribution of medical marijuana? Who
is subject to investigation and arrest in the course of marijuana use, from
manufacture, distribution and licensure through wholesale and retail sale and
ultimate possession and consumption?

2. Based on your public statements, what issues is the Department working on with .
U.S. Attorneys, in Rhode Island and elsewhere, as it relates to the use,

“manufacture and distribution of medical marijuana and enforcement of the. CSA?
What do you hope to address in the not too distant future? '

3. Despite state law, does the use, manufacture or distribution of medical marijuana

violate the Controlled Substances Act or any other federal law?

3 Inter-Agency Advisory Regarding Claims That Smoked Marijuana Is a Medicine, FOOD AND DRUG ADMIN., U.S.
DEPT. OF HEALTH & HUMAN SERVICES, Apr., 20, 2006, available at :
http://www.fda.gov/NewsEvents/Newsroom/PressAnnopncements/2006/ucm108643.htm.

§ Statement of Robert J. Meyer, M.D., Director, Office of Drug Evaluation {1, Center for Drug Evaluation and
Research, Food and Drug Admin., U.S, Dept. of Health and Human Services, before the Subcommittee on Criminal
Justice, Drug Policy, and Human Resources, House Committee on Government Reform, Apr. 1, 2004, available at
http://www.fda.gov/NewsEvents/Testimony/ucm114741 htm.

7545 U.S. 1 (2005).

%U.8. Const, art. VI, Clause 2. “[The] Constitution, and the Laws of the United States which shall be made in
pursuance thereof; ... shall be the supreme law of the land; and the judges in every state shall be bound thereby,
anything in the constitution or laws of any state to the contrary notwithstanding,”

9U.S. Const. art. II, § 3.
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Thank you for your attention to this matter, and we look forward to your prompt reply
before July 1, 2011.

brn .
LKMAR SMITH ' F.VAMES SENSENBRENNER, Jr.
Chairman Chai

House Judiciary Committee : . Subcommittee on Crime, Terrorism and
: ' Homeland Security

cc:  The Hon. Michele M. Leonhart, Administrator, Drug Enforcement Administration
g - “The Hon. R, Gil- Kerhkowske Dxrector Ofﬁce of Natlonal Drug Control Pohcy

“*The Hon. John Conyets, Jr. - ‘ T TR e
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DEPARTMENT OF JUSTICE
Drug Enforcement Administration

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

Denial of Petition To Initiate
Proceedings To Reschedule Marijuana

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 Enforcement Administration
(DEA) denied a petition to initiate
rulemaking proceedings to reschedule
marijuana.! Because DEA believes 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:
Imelda L. Paredes, Office of Diversion
Control, Drug Enforcement
Administration, 8701 Morrissette Drive,
Springfield, Virginia 22152; Telephone
(202) 307-7165.

SUPPLEMENTARY INFORMATION:

June 21, 2011.

Dear Mr. Kennedy:

On October 9, 2002, you petitioned
the Drug Enforcement Administration
(DEA) to initiate rulemaking
proceedings 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 ITI, IV or V.

You requested that DEA remove
marijuana from schedule I 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 I drugs; and

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

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

1 Note that “marihuana” is the spelling originally
used in the Controlled Substances Act {CSA). This
document uses the spelling that is more common
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 I. 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 potential 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 treatment in
the United States. According to
established 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 safety
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 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.

You also argued that cannabis has a
dependence liability that is lower than
schedule I or I drugs. Findings as to the
physical or psychological dependence
of a drug are only one of eight factors
to 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
established only one schedule, schedule
I, 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

Date: 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, 2006.
The Honorable Karen P. Tandy
Administrator, Drug Enforcement.

Administration, U.S. Department of

Justice, Washington, D.C. 20537

Dear Ms. Tandy:

This is in response to your request of July
2004, and pursuant to the Controlled
Substances Act (CSA), 21 U.S.C. 811(b), (c),
and (f), the Department of Health and Human
Services (DHHS) recommends that marijuana
continue to be subject to control under
Schedule I of the CSA.

Marijuana is currently controlled under
Schedule I of the CSA. Marijuana continues
to meet the three criteria for placing a
substance in Schedule I of the CSA under 21
U.S.C. 812(b)(1). As discussed in the attached
analysis, marijuana has a high potential for
abuse, has no currently accepted medical use
in treatment 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 yours,
John O. Agwunobi,
Assistant Secretary for Health.

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

BASIS FOR THE RECOMMENDATION FOR
MAINTAINING MARIJUANA IN
SCHEDULE 1 OF THE CONTROLLED
SUBSTANCES ACT

On QOctober 9, 2002, the Coalition for
Rescheduling Cannabis (hereafter known as
the Coalition) submitted a petition to the
Drug Enforcement Administration (DEA)
requesting that proceedings be initiated to
repeal the rules and regulations that place
marijuana in Schedule I of the Controlled
Substances Act (CSA). The petition contends
that cannabis has an accepted 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 II drugs. The
petition requests that marijuana be
rescheduled as *“‘cannabis” in either Schedule
1, 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(b),
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
make 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 dependence liability:

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
I of the CSA. Pursuant to 21 U.S.C. 811(c),
the eight factors pertaining to the scheduling
of marijuana are considered below.

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 part of such plant; and every
compound, manufacture, salt, derivative, mixture,
or preparation of such plant, its seeds or resin, Such
term does not include the mature stalks of such
plant, fiber produced from such stalks, oil or cake
made from the seeds of such plant, any other
compound, manufacture, 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 incapable of
germination (21 U.S.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 has a
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.

c. 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
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.

Comprehensive Drug Abuse Prevention and
Control Act of 1970, H.R. Rep. No. 91—
1444, 91st Cong., Sess. 1 (1970) reprinted
in U.S.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 abuse liability
of a substance. These factors have included
the prevalence and frequency of use in the
general 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 street,” 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. Thus, no single measure of
abuse liability is ideal. Scientifically, a
comprehensive evaluation of the relative
abuse potential of a drug substance can
include consideration of the drug’s receptor
binding affinity, preclinical pharmacology,
reinforcing effects, discriminative stimulus
effects, dependence producing potential,
pharmacokinstics and route of
administration, toxicity, assessment of the
clinical efficacy-safety database relative to
actual abuse, clinical abuse liability studies,
and the public heaith risks following
introduction of the substance to the general
population. It is important to note that abuse
may exist independent of a state of tolerance
or physical 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
liability, Epidemiological data can also be an
important indicator of actual abuse. Finally,
evidence of clandestine production and illicit
trafficking of a substance are also important
factors, )

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 delta®-
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 formerly known as the National
Household Survey on Drug Abuse (NHSDA}},
the latest year for which complete data are
available, 14.6 million Americans have used
marijuana in the past month, This is an
increase of 3.4 million individuals since
1999, when 11.2 million individuals reported
using marijuana monthly. (See the discussion
of NSDUH data under Factor 4).

The Drug Abuse Warning Network
(DAWN), sponsored by SAMHSA, isa
national probability survey of U.S. 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 visits).
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) seizure statistics. Data on marijuana
seizures can often highlight trends in the
overall trafficking patterns, DEA’s Federal-
Wide Drug Seizure System (FDSS) provides
information on total federal drug seizures.
FDSS reports total federal seizures of
2,700,282 pounds of marijuana in 2003, the
latest year for which complete 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
are currently 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
botanical marijuana is delta®-THC. Other
cannabinoids also present in the marijuana
plant likely contribute to the psychoactive
effects.

There are two drug products containing
cannabinoid compounds that are structurally
related to the active components in
marijuana, Both are controlled under the
CSA. Marinol is a Schedule III drug product
containing synthetic delta®-THC, known
generically as dronabinol, formulated in
sesame oil in soft gelatin capsules.
Dronabinol is listed in Schedule 1. Marinol
was approved by the FDA in 1985 for the
treatment of two medical conditions: nausea
and vomiting associated with cancer
chemotherapy in patients that had failed to
respond adequately 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 1I 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 Secretary must
consider is scientific evidence of marijuana’s
pharmacological effects. There are abyndant
scientific data available on the :
neurochemistry, toxicology, and '
pharmacology of marijuana, This section
includes a scientific evaluation of
marijuana’s neurochemistry, pharmacology,
and human and animal behavioral, central
nervous system, cognitive, cardiovascular,
autonomic, endocrinological, and
immunological system effects. The overview
presented 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 are
classified as cannabinoids (Ross and El
Sohly, 1995). Cannabinoids are not known to
exist in plants other than marijuana, and
most of the cannabinoid compounds that
occur naturally have been identified
chemically. Delta®-THC is considered the
major psychoactive cannabinoid constituent
of marijuana (Wachtel et al., 2002). The
structure and function of delta®-THC was
first described in 1964 by Gaoni and
Mechoulam.

The site of action of deltas-THC and other
cannabinoids was verified with the cloning
of cannabinoid receptors, first from rat brain
tissue (Matsuda et al., 1990) and then from
human brain tissue (Gerard et al., 1991). Two
cannabinoid receptors, CB, and CB,, have
subsequently been characterized (Piomelli,
2005).

Autoradiographic studies have provided
information on the distribution of
cannabinoid receptors. CB, receptors are
found in the basal ganglia, hippecampus, and
cerebellum of the brain (Howlett et al., 2004)
as well as in the immune system. It is
believed that the localization of these
receptors 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 et
al., 1990 and 1992).

CB2 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 CB.-type receptor is responsible for
mediating the immunological effects of
cannabinoids (Galiegue et al., 1995).

However, CB; receptors also have recently
been localized in the brain, primarily in the
cerebellum and hippocampus (Gong et al.,
20086). v

The cannabinoid receptors belong to the
family of G-protein-coupled receptors and
present a typical seven transmembrane-
spanning domain structure. Many G-protein-
coupled receptors are linked to adenylate
cyclase either positively or negatively,
depending on the receptor system.
Cannabinoid receptors are linked to an
inhibitory G-protein (Gi), so that when the
receptor is activated, adenylate cyclase
activity is inhibited, which prevents the
conversion of adenosine triphosphate
(ATP)to the second messenger cyclic
adenosine monophosphate (CAMP).
Examples of inhibitory-coupled receptors
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
neurotransmitter release from several tissues
and this may be the mechanism by which
cannabinoids inhibit acetylcholine,

norepinephrine, and glutamate 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
GTPgammaS$ binding, the second messenger
system coupled to CB; receptors (Breivogel et
al., 2001).

Delta®-THC displays similar affinity for
CB, and CB; receptors but behaves as a weak
agonist for CB2 receptors, based on inhibition
of adenylate cyclase. The identification of
synthetic cannabinoid ligands that
selectively bind to CB; receptors but do not
have the typical delta®-THC-like
psychoactive properties suggests that the
psychotropic effects of cannabinoids are
mediated through the activation of CB)-
receptors (Hanus et al., 1999). Naturally-
occurring cannabinoid agonists, such as
delta®-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 psychoactive effects.

In 2000, two endogenous cannabinoid
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 cannabinoids is an active area of
research (Martin et al., 1999).

Progress in cannabinoid 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
cannabinoids, as described by Adams and
Martin (1996) and others (Hollister, 1986 and
1988; Institute of Medicine, 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} Hlusions, delusions, and hallucinations,
especially at high doses

8) Impaired judgment, reduced co-
ordination and ataxia, 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 attacks, especially in
inexperienced users or in those who have
taken a large dose

10) Increased appetite and short-term
memory impairment

These subjective responses to marijuana
are pleasurable to many humans and are
associated with drug-seeking and drug-taking
(Maldonado, 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 diagnosis 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 better able to identify a drug
effect from low dose delta®-THC than
infrequent users (less than 10 times) and
were less 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 processss, and psychomotor
behavior (Block et al., 1992). These data
demonstrate 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 (pg/kg) delta®-THC in a smoked
marijuana cigarette resulted in impaired
perceptual motor speed and accuracy, two
skills that are critical to driving ability
(Kurzthaler et al., 1999). Similarly,
administration of 3.95 percent delta®-THC in
a smoked marijuana cigarette increased
disequilibrium measures, as well as 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 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 cigarettes containing 2.57 percent
delta®-THC. However, Fant ot al. (1998)
showed minimal residual alterations in

subjective or performance measures the day
after subjects were exposed to 1.8 percent or
3.8 percent smoked delta®-THC.

The effects of chronic marijuana use have
also been investigated. Marijuana did not
appear 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 to 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}
demonstrated 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 testing. A recent study noted that
heavy, frequent cannabis users, abstinent for
at least 24 hours, performed significantly
worse than controls on verbal memory and
psychomotor speed tests (Messinis et al,
2006).

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 cohort of chronic, heavy marijuana
users, some deficits were observed on
memory tests up to a week following
supervised abstinence, but these effects
disappeared by day 28 of abstinence
(Harrison et al., 2002). The authors
concluded that, ‘‘cannabis-associated
cognitive deficits are reversible and related to
recent cannabis exposure, rather than
irreversible and related to cumulative
lifetime use.” Other investigators have
reported neuropsychological deficits in
memory, executive functioning, psychomotor
speed, and manual dexterity in heavy
marijuana smokers who had been abstinent
for 28 days (Bolla et al., 2002). A follow up
study of heavy marijuana users noted
decision-making deficits after 25 days of
abstinence (Bolla et al., 2005). Finally, when
IQ was contrasted in adolescents at 9-12
years and at 17~20 years, current heavy
marijuana users showed a 4-point reduction
in IQ in later adolescence compared to those
who did not use marijuana (Fried et 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 morse poorly on
a visual scanning task measuring attention
than individuals who started using marijuana
after age 16 (Ehrenreich et al., 1999). 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.

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

income than controls, a difference that

persisted after confounding variables were
taken into account. Additionally, the users
also reported negative effects of marijuana

‘use on cognition, memory; career, social life,

and physical and mental health (Gruber et
al., 2003).

Association with Psychosis

Extensive 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 symptoms of
schizophrenia appear prior to marijuana use
(Schiffman et al., 2005). When psychiatric
symptoms are assessed in individuals with
chronic psychosis, the ‘‘schizophrenic.
cluster” 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 wentonto
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
develop 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
those individuals who are vulnerable to
developing psychosis. Thus, marijuana per se
does not appear to induce schizophrenia in
the majority of individuals who try or
continue to use the drug.

However, as might be expected, the acute
intoxication produced by marijuana does
exacerbate the perceptual and cognitive
deficits of psychosis in individuals who have
been previously diagnosed with the
condition (Schiffman et al., 2005; Hall et 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 et 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 &l., 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 do not
biochemically alter cannabinoid systems in
the brain.

Interestingly, cannabis use prior to a first
psychotic episode appeared to spare
neurocognitive deficits compared to patients
who had not used marijuana (Stirling et al.,
2005). Although adolescents diagnosed 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
functioning. Since psychotic individuals do
not perform the Stroop task well, alterations
in executive functioning consistent with a
psychotic profile were not apparent
following chronic exposure to marijuana
(Gruber and Yurgelun-Todd, 2005; Eldreth et
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
exposure 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 cognitive 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 Watkinson, 1987). Maternal
marijuana use is predictive of poorer
performance on abstract/visual reasoning
tasks, although it is not associated with an
overall lowered IQ in 3-year old children
(Griffith et al., 1994). At 6 years of age,
prenatal marijuana 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 negatively associated with
executive function tasks that require impulse
control, visual analysis, and hypathesis
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 between regular marijuana and
other illicit drug use. In general, such studies
are selective in recruiting individuals who, in
addition to having extensive histories of
marijuana 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-TV-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 II and the 1960’s, is
significantly decreased, although overall
marijuana use among youth appears to be
increasing. Nace et al. (1975) reported that
even in the Vietnam-era soldiers who
extensively abused marijuana and heroin,
there 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 uncommon but
when it did eccur, it was predicted primarily
by parental death, deprived socio-economic
status, and baseline use of illicit drugs other
than marijuana (von Sydow et al., 2002).

Animal behavioral effects
Self-Administration

Self-administration is a method that
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 animals are likely to
produce rewarding effects in humans, which
is indicative 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 (Balster
and Bigelow, 2003).

Interestingly, self-administration of
hallucinogenic-like drugs, such as
cannabinoids, lysergic acid diethylamide
(LSD), and mescaline, has been difficult to
demonstrate 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 absence of naturalistic data.

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, 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 effect 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®-THC 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 specific
pretreatment conditions, an animal model of
reinforcement by cannabineids now exists for
future investigations. Rats will self-
administer delta®THC when it is applied
intracerebroventricularly (i.c.v.), but only at
the lowest doses tested {0.01~0.02 pg/
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-cannabinoid
structure (Martellotia 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 1417186
reversed these aversive effects in both
studies.

Conditioned Place Preference

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

Animals show 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 antagenist,
SR141716, 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
without p-opioid receptors do not develop
CPP to delta®-THC (Ghozland et 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 more 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 placebo, Discriminative
stimulus effects of delta®-THC are
pharmacologically specific for marijuana-
containing cannabinoids (Balster and
Prescott, 1992; Barnett et al., 1985; Browne
and Weissman, 1981; Wiley et al., 1993;
Wiley et al., 1995). Additionally, the major
active metabolite of delta®-THC, 11-hydroxy-
delta®-THC, also generalizes to the stimulus
cue elicited by delta®-THC (Browne and
Weissman, 1981). Twenty-two other
cannabinoids found in marijuana also fully
substitute for delta®-THC.

The discriminative stimulus effects of the
cannabinoid group appear to provide unique
effects 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 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). 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 (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, beta-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 acute administration of marijuana in long
term marijuana users (Block and Wittenborn,
1985). This may be related to recent
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, 2000). On the other hand,
tolerance can develop in humans to )
marijuana-induced cardiovascular and
autonomic changes, decreased intraocular
pressure, and sleep alterations (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 ot
al., 1994; Oviedo et al., 1993).

Acute administration of marijuana
containing 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 consists 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
Assaciation’s Diagnostic and Statistical
Manual (DSM-IV-~TR, 2000) does 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 weight, anger, irritability, and
anxiety. Based on clinical descriptions, this
syndrome appears to be mild compared to
classical alcohol and barbiturate withdrawal
syndromes, which can include more serious
symptoms such as agitation, paranoia, and
seizures. A recent study comparing
marijuana and tobacco 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 following
the termination of cannabinoid
administration, the behaviors included
transient aggression, anorexia, biting,
irritability, scratching, and yawning (Budney
et al., 2004). However, 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 Sensiiizaﬁon

Sensitization to 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 morphine, there
was cross-sensitization to cannabinoids.
Thus, the cannabinoid and opioids systems
appear to operate symmetrically in terms of
cross-sensitization.

Cardiovascular and Autonomic Effects

Single smoked or oral doses of delta®-THC
produce tachycardia and may increase blood
pressure (Capriotti et 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 elicit hypotension and

-bradycardia via activation of peripherally-

located 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 maneuver, and
cold pressor testing suggest that
cannabinoids induce a state of sympathetic
insufficiency. In humans, tolerance can
develop to the orthostatic hypotension
(Jones, 2002; Sidney, 2002), possibly related
to plasma volume expansion, but does not
develop 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, 1975).

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

The evidence that marijuana may lead to
cancer associated 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., 1999).
Marijuana use may dose-dependently interact
with mutagenic sensitivity, cigarette 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 between marijuana use and lung
cancer (Tashkin et al., 2006). This finding
held true regardless of extent of marijuana
use, when tobacco use and other potential
confounding factors were controlled.

The lack of evidence for carcinogenicity
related to cannabis may be related to the fact
that intoxication from marijuana does not
require large amounts of smoked material.
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This may be especially pertinent since
marijuana is reportedly more potent today
than a generation ago. Thus, individuals may
consume much less marijuana than in
previous decades to reach the desired
subjective effects, exposing them to less
potential 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
(Eldridge et al., 1991). Acute delta®-THC
releases corticosterone, but tolerance
develops to this effect with chronic
administration (Eldridge et al., 1991).

Experimental 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 cortisol 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 deltas-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 et al.,
1989). Similarly, a study with 93 men and 56
women showed that chronic marijuana use
did not significantly alter concentrations of
testosterone, luteinizing hormone, follicle
stimulating hormone, prolactin, or cortisol
(Block et ﬁ., 1991).

Relatively little 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
reduced progesterone levels (Almirez et al.,
1983). However, when women were studied
following experimental exposure to smoked
marijuana, no hormonal or menstrual cycle
changes were observed (Mendelson and
Mello, 1984). Brown and Dobs (2002) suggest
that the discrepancy between animal and
human hormonal 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-55212-2, 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
cannabinoids, 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, 2005).

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-THC; oral tablet containing delta®-THC
(2.5 mg oral dronabinol); or oral placebo.
There were no changes in CD4+ and CD8+
cell counts or HIV RNA levels or protease
inhibitor levels between groups,
demonstrating no short-term adverse
virologic effects from using cannabinoids in
individuals with compromised immune
systems.

These human data contrast with data
generated in immunodeficient mice showing
that exposure to delta®-THC in vivo
suppresses immune function, 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; Mechoulam, 1973). The
cannabinoids appear to naturally occur 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 (deltas-THC,
alternate name deltas-THC) are both found in
marijuana and are able to produce the
characteristic psychoactive effects of
marijuana. Because delta®-THC is more
abundant than deltas-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®-THC is an optically active resinous
substance, insoluble in water, and extremely
lipid soluble. Chemically delta®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)-tetrahydrocannabinol. The
(-)-trans isomer of delta®-THC is
pharmacologically 6 to 100 times more
potent than the (+)-trans isomer (Dewey et
al., 1984).

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

Marijuana js 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, 1973). Marijuana is usually
smoked in the form of rolled cigarettes while
hashish and hash oil are smoked in pipes.
Potency of marijuana, as indicated by
cannabinoid content, has been reported to
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 delta®-
THC.

Hashish consists of the cannabinoid-rich
resinous material of the cannabis plant,
which is dried and compressed into a variety
of forms (balls, cakes, etc.). Pieces are then
broken off, placed into a pipe and smoked.
DEA reports that cannabinoid content 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 a
viscous brown or amber-colored liquid that
contains approximately 15 percent
cannabinoids. One or two drops of the liquid
placed on a cigarette 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 chemistry,
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 formulation
(Adams 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 occur
immediately following absorption, with
mental and behavioral effects measurable up
to 6 hours (Grotenhermen, 2003; Hollister,
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1986 and 1988). Deltas-THC is delivered to
the brain rapidly and efficiently as would be
expected of a very lipid-soluble drug,

The bioavailability of the delta®-THC from
marijuana in a cigarette or pipe can range
from 1 to 24 percent with the fraction
absorbed rarely exceeding 10 to 20 percent
(Agurell et al., 1986; Hollister, 1988). The
relatively low and variable bioavailability
results from the following: significant loss of
delta®-THC in side-stream smoke, variation
in individual smoking behaviors,
cannabinoid pyrolysis, incomplete
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
absorbed (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 to 10 percent of
the peak level (Agurell ot al., 1986; Huestis
et al., 1992a and 1992b). Plasma clearance of
delta®-THC is approximately 950 m}/min or
greater, thus approximating hepatic blood
flow. The rapid disappearance of delta®- THC
from blood is largel gue to redistribution to
other tissues in the {ody, rather than to
metabolism (Agurell et al., 1984 and 1986).
Metabolism in most tissues 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 half-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. Lemberger et
al. (1970) determined the half-life of delta®-
THC to range from 23 to 28 hours in heavy
marijuana users to 60 to 70 hours in naive
users. '

Characterization of the pharmacokinetics
of deltas-THC and other cannabinoids from
smoked marijuana is difficult (Agurell 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 puff delivers a discrete dose of deltas-
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 extended period of time,
in order to prolong absorption and increase
psychoactive effects. The effect of experience
in the psychological response may explain
why venous blood levels of delta®-THC
correlate poorly with intensity of effects and
level of intoxication (Agurell et al., 1986;
Barnett et al., 1985; Huestis et al., 1992a),

Additionally, puff and inhalation volume
changes with phase of smoking, tending to be
highest at the beginning and lowest at the
end of smoking a cigarette. Some studies
found frequent users to have higher puff
volumes than less frequent marijuana users.
During smoking, as the cigarette length
shortens, the concentration of deltas-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 delta®-THC, whether pure
or in marijuana, is low and extremely
variable, ranging between 5 and 20 percent
(Agurell 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 deltas-THC is a
consequence of its first-pass hepatic
elimination from blood and erratic
absorption from stomach and bowel. It is
more difficult for a user to titrate the oral
delta®-THC dose than marijuana smoking
because of the delay in onset of effects after
an oral dose (typically 1 to 2 hours).

Cannabinoid metabolism is extensive.
Delta®-THC is metabolized via microsomal
hydroxylation to both active and inactive
metabolites (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, metabolite
levels may exceed that of delta®-THC and
thus contribute greatly to the
pharmacological effects of oral delta®-THC or
marijuana. In addition to 11-hydroxy-delta®-
THC, some inactive carboxy metabolites have
terminal half-lives of 50 hours to 6 days or
more. The latter substances serve as long-
term markers of earlier marijuana use in
urine tests. The majority of the absorbed
delta®-THC dose is eliminated in feces, and
about 33 percent in urine. Delta®-THC enters
enterohepatic circulation and undergoes
hydroxylation and oxidation to 11-nor-9-
carboxy-delta®-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 been approved for
marketing. However, small clinical studies
published in the current medical literature
demonstrate 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 committed to providing “research-grade
marijuana for studies that are the most likely
to yield 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 obtaining 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 to 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 1997, a National Institutes of
Health (NTH)-sponsored workshop analyzed
available scientific information and )
concluded that “in order to evaluate various
hypotheses concerning the potential utility of
marijuana in various therapeutic areas, more
and better studies would be needed” (NIH,
1997). In addition, in March 1999, the
Institute of Medicine (IOM) issued a detailed
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 emphasized 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 isolated 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
(Institute 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
Medicinal Cannabis Research (CMCR)
(www.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 stressed that
the project “should not be construed as
encouraging or sanctioning the social or
recreational use of marijuana.” CMCR has

“thus far funded studies on the potential use

of cannabinoids for the treatment of multiple
sclerosis, neuropathic pain, appetite
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,

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

a. the drug’s chemistry is 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
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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

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-quality

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

a finding that marijuana has been accepted

by qualified experts. 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
format. As such, there is no opportunity for
adequate scientific 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 allowed under the stipulations for a

Schedule II drug. However, as stated above,

a material conflict of opinion among experts

precludes a finding that marijuana has been

accepted by qualified experts, even under
conditions where its use is severely
restricted. Thus, 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.”

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 to assess abuse
patterns and trends 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; http://
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
representative 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 amount 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, 19.1
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 percent of the
U.S. population) users in 1999. This is an
increase from 1999 of 4.3 million (2.0 percent
of the U.S. population). The most frequently
used illicit drug was marijuana, with 14.6
million individuals (6.1 percent of the U.S.

population) using it monthly. Thus, regular
illicit 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
once 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

"MTF (2008, hitp://
www.monitoringthefuture.org) is a NIDA-
sponsored annual national survey that tracks
drug use trends among adolescents in the
United States. The MTF 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 Institute for Social Research at the
University of Michigan under a grant from
NIDA. The 2005 sample sizes were 17,300
8th graders; 16,700—10th graders; and
15,400—12th graders. In all, a total of 49,300
students in 402 schools participated.

Since 1999, illicit drug use among teens
decreased 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
were, 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 adolescents 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 RESPOND- .
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):

8th Grade 16.1 15.2 15.5 9.7 8.4 8.5

10th Grade 32.0 311 29.8 19.5 18.3 17.3

12N GIAGE ..ovvrvrerrrerrreraenesieineiaesesrsesssserssesemsmasorsessosssssaessanssssensossans 39.3 38.8 38.4 24.1 23.4 23.1
Any illicit drug other than cannabis (a):

8th Grade ......cccceevenceincvrnnnienns 8.8 7.9 8.1 47 4.1 4.1

10th Grade 13.8 13.5 12.9 6.9 6.9 6.4

12th Grade 19.8 20.5 19.7 104 10.8 10.3
Marijuana/hashish:

8th Grade 12.8 11.8 12.2 75 6.4 6.6

10th Grade ........ccvcvrmmiccrieneenrennes 28.2 27.5 26.6 17.0 15.9 15.2
12th Grade ......... 34.9 34.3 33.6 21.2 19.9 19.8

SOURCE: The Monitoring the Future Study, the University of Michigan.
a. For 12th graders only, “any illicit drug” includes any use of marijuana, LSD, other hallucinogens, crack, other cocaine, or heroin, or any use
of other opiates, stimulants, barbiturates, or tranquilizers not under a doctor's orders. For 8th and 10th graders, the use of other opiates and bar-

biturates was exciuded.

Drug Abuse Warning Network

DAWN (2006, htip.//
dawninfo.samhsa.gov/) is a national
probability survey of U.S. hospitals with EDs

designed to obtain 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 comparable to
those for any prior years because of vast
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changes in the methodology used to collect
the data. Further, 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 variety of reasons, some of which
may have been life-threatening, whereas
others may have sought care at the ED for
detoxification because they needed
certification before entering treatment.
DAWN data do not distinguish the drug
responsible for the ED visit from others used
concomitantly. As stated in a recent DAWN
report, “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.”

For 2004, DAWN estimates a total of
1,997,993 (95 percent confidence interval
[CI]: 1,708,205 to 2,287,781} drug-related ED
visits for the entire United States. During this
period, DAWN estimates 940,953 (CI:
773,124 to 1,108,782) drug-related ED visits
involved a major drug of abuse. Thus, nearly
haif 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, alcohol, prescription and over-
the-counter {(OTC) pharmaceuticals, dietary
supplements, and non-pharmaceutical
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 involved in
162,137 (CI: 122,414 to 201,860) ED visits,
and stimulants, including amphetamine and
methamphetamine, were involved in 102,843
(CI: 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 wers for patients under
the age of 18, whereas this age group
accounts for less than 1 percent of the ED
visits 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; http://oas.samhsa.gov/
dasis.htmiteds2) system is part of
SAMHSA'’s Drug and Alcohol Services
Information System {Office of Applied
Science, SAMHSA). TEDS comprises data on
treatment admissions that are routinely
collected by States in monitoring their
substance abuse treatment 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 system, and
TEDS admissions do not represent
individuals. Thus, a given individual
admitted to treatment twice within a given -
year would be counted as two admissions.
Additionally, TEDS does not include all
admissions to substance abuse treatment.
TEDS includes facilities that are licensed or
certified by the States to provide substance
abuse treatment 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 alcohol 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
to ambulatory treatment was for primary
marijuana abuse. More than half (57 percent)
of marijuana treatment admissions were
referred through the criminal justice system.

Between 1993 and 2003, the percentage of
admissions for primary marifjuana use
increased from 6.9 percent to 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 to 9.8
percent in 2003, and for primary alcohol use
from 56.9 percent in 1993 to 41.7 percent in
2003.

Twenty-six percent of those individuals
who were admitted for primary use of
marijuana reported its daily use, although
34.6 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 examination of
use among various age cohorts in NSDUH
demonstrates that monthly 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 90 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 Secretary 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, Factor 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 produce 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
determine whether the risks posed by the
drug product’s potential or actual side effects
are outweighed by the drug product’s
potential benefits. As marijuana is not FDA-
approved for any medicinal use, any
potential beriefits attributed to marijuana 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.

The discussion of marijuana’s central
nervous system, cognitive, cardiovascular,
autonomic, respiratory, and immune system
effects are fully discussed under Factor 2.
Consequences of marijuana use and abuse 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

Acute use of marijuana impairs
psychomotor performance, including
performance of complex tasks, which makes
it inadvisable to operate motor vehicles or
heavy equipment after using marijuana
(Ramaekers et al., 2004). Dysphoria and
psychological distress, including prolonged
anxiety reactions, are potential responses in
a minority of individuals who use marijuana
(Haney et al., 1999).

Risks from chronic use of marijuana

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
situations such as driving a car. Legal
problems may occur as a consequence of
arrests 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 reported in individuals
who 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 more
severe drug-related problems overall.
Individuals with Cannabis Dependence may
use very potent cannabis throughout 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
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. ITS 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
blood 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-
term, 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, mild agitation,
insomnia, nausea, and cramping that may
resolve after 4 days, and may require in-
hospital 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,
sleapiness, 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 delta®-
THC administration (Breivogel 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 controlled 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 to Q4 2003,
79,663 ED visits were marijuana-related,
representing 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 doses 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 FDA has not yet approved an NDA for
marijuana. The opportunity for scientists to
conduct clinical research 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 accepted
medical use with severe restrictions.

A drug has a “currently accepted medical
use” if all of the following five elements have
been satisfied: )

a. The drug's chemistry is 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.

[Alliance 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 subchrenic
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 of marijuana for any medical
condition. A material conflict of opinion
among experts precludes a finding that
marijuana has been accepted by qualified
experts. 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
format. As such, there is no opportunity for
adequate scientific 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 allowed under the stipulations for a
Schedule II drug. However, as stated above,
a material conflict of opinion among experts
precludes a finding that marijuana has been
accepted by qualified experts, even under
conditions where its use is severely
restricted. 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 medicel use” or
a “currently accepted medical use with
severe 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
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. Thus, at this
time, the known risks of marijuana use have
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not been shown to be outweighed by specific
benefits in well-controlled clinical trials that
scientifically evaluate safety and efficacy.

In addition, the agency cannot conclude
that marijuana has an acceptable level of
safety without assurance of a consistent and
predictable potency and without proof that
the substance is free of contamination. If
marijuana is to be investigated more widely
for medical use, information and data
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 submitted a petition
to the Drug Enforcement Administration
(DEA) to initiate proceedings for a repeal of
the rules or regulations that place marijuana3s
in schedule I of the Controlled Substances
Act (CSA). The petition requests that ]
marijuana be rescheduled as “cannabis” in
either schedule III, IV, 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 lower
than schedule I or II 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 Controlled 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 part of such plant; and every
compound, manufacture, salt, derivative, mixture,
or preparation of such plant, its seeds or resin. Such
term does not include the mature stalks of such
plant, fiber produced from such stalks, oil or cake
made from the seeds of such plant, any other
compound, manufacture, 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 incapable of
germination. 21 U.S.C. 802(18).

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

U.S.C. 811(b), after gathering the necessary
data, the DEA requested a medical and
scientific evaluation and scheduling
recommmendation 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 titled Basis for the
Recommendation for Maintaining Marijuana
in Schedule I of the Controlled Substances
Act and recommended that marijuana
continue to be controlled in schedule I of the
CSA.

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

The Attorney General “‘may by rule”
transfer a drug or other substance between
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.
811(a)(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 abuse.

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
one of the other schedules (II 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 severe restrictions.” 21 U.S.C.
812(b)(2)-(5). If a controlled 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 United States’ and ‘lack of
accepted safety for use . . . under medical
supervision.”’).

In deciding whether to grant a petition to
initiate rulemaking proceedings with respect
to a particular drug, DEA must determine
whether there is sufficient evidence to
conclude that the drug meets the criteria for
placement in another schedule based on the
criteria set forth in 21 U.S.C. 812(b). To do
50, the CSA requires that DEA and DHHS
consider eight factors as specified in 21
U.S.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
states 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 the CSA are:
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1. The drug’s chemistry must be known
and reproducible;

2. There must be adequate 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); Alliance for
Cannabis Therapeutics v. DEA, 15 F.3d 1131,
1135 (D.C. Cir. 1994) (ACT) (upholding these
factors as valid criteria for determining
“‘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 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 potential. 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 of 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 its
pharmacological effect. The scientific
understanding of marijuana, cannabinoid
receptors, and the endocannabinoid system
has improved. Marijuana produces various
pharmacological effects, including subjective
{e.g., euphoria, dizziness, disinhibition),
cardiovascular, acute and chronic
respiratory, immune system, cognitive
impairment, and prenatal exposure effects as
well as possible increased risk of
schizophrenia among these predisposed to
psychosis.

3. Current scientific knowledge. There is no
currently accepted medical use for marijuana
in the United States. Under the five-part test
for currently accepted medical use approved
in ACT, 15 F.3d at 1135, there is no complete
scientific analysis of marijuana’s chemical
components; there are no adequate safety
studies; 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
safety and efficacy is not widely available.
While a number of states have passed voter
referenda 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 has a
currently accepted medical use, even under
conditions where its use is severely
restricted.

4. History and current pattern of abuse.
Marijuana use has been relatively stable from
2002 to 2009, and it continues to be the most
widely used illicit drug. In 2009, there were
16.7 million current 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
both domestically grown and illegally
smuggled foreign source marijuana, and an
increasing percentage of seizures involve
high potency marijuana.

5. Scope, 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 were for primary marijuana
abuse, representing 287,933 individuals. Of
individuals under the age of 19 admitted to
substance abuse treatment, more than half
were treated for primary marijuana 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. Psychic 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
evidence is insufficient with respect to the
specific issue of whether marijuana has a
currently accepted medical use under the
five-part test. The svidence was insufficient
in this regard on the prior two occasions
when DEA considered petitions to
reschedule marijuana in 1992 (57 FR 10498)4
and in 2001 (66 FR 20038).5 Little has
changed since then with respect to 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 been no
studies that have scientifically assessed the
efficacy and full safety profile of marijuana
for any medical condition.® The limited

4 Petition for review dismissed, Alliance for
Cannabis Therapeutics v. DEA, 15 F.3d 1131 (D.C.
Cir. 1994),

8 Petition for review dismissed, Gettman v. DEA,
290 F.3d 430 (D.C. Cir. 2002).

Clinical trials generally proceed in three phases.
See 21 CFR 312.21 (2010). Phase I trials encompass
initial testing in human subjects, generally
involving 20 to 80 patients. Id. They are designed
primarily to assess initial safety, tolerability,
pharmacokinetics, pharmacodynamics, and
preliminary studies of potential therapeutic benefit.
62 FR 66113, 1997. Phase II and Phase III studies
involve successively larger groups of patients:
usually no more than several hundred subjects in
Phase I1, and usually from several hundred to
several thousand in Phase IIl. 21 CFR 312.21. These
studies are designed primarily to explore (Phase II)

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

To the contrary, the data in this Scheduling
Review document show that marijuana
continues to meet the criteria for schedule I
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, locdl
and federal forensic laboratories, with
increasing amounts both of domestically
grown and of illicitly smuggled marijuana.
Marijuana’s main psychoactive ingredient,
A9-THC, is an effective reinforcer in
laboratory animals, including primates and
rodents. These animal studies both predict
and support the observations that A5-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 Controlled 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. 91-144,
91st Cong., Sess.1 (1970), reprinted in 1970
U.S.C.C.A.N. 4568, 4603). Accordingly, the
following items are indicators that a drug or
other substance has potential for abuse:

» 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 community; or

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

o 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; or .

¢ The drug is 2a 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 III)
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 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. 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 community.

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®-THC 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 be particularly vulnerable to
marijuana’s cognitive effects. 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 voter
referenda or legislative actions authorizing
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 greater quality.

DEA notes that the magnitude of the
demand for illicit 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
illicitly 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 the basis of medical advice from a
practitioner licensed by law to administer
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 FDA 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 active. 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 course 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, 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.

Marijuana is not a new drug. Marijuana’s
primary psychoactive ingredient delta-9-
tetrahydrocannabinol (A%-THC) is controlled
in schedule I of the CSA. DHHS states that
there are two drug products containing
cannabinoid compounds that are structurally
related to the active components in
marijuana. Both are controlled under the
CSA. Marinol is a schedule HI drug product
containing synthetic A®-THC, known
generically as dronabinol, formulated in
sesame oil in soft gelatin capsules. Marinol
was approved by the FDA in 1985 for the
treatment of two medical conditions: nausea
and vomiting associated with cancer
chemotherapy in patients that had failed to
respond adequately to conventional anti-
emetic treatments, and for the treatment of
anorexia associated with weight loss in
patients with acquired immunodeficiency
syndrome (AIDS). Cesamet is a drug product
containing the schedule IT 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.

In addition, DEA notes that marijuana and
its active ingredient A®-THC are related in
their action to other controlled drugs of abuse
whaen tested in preclinical and clinical tests
of abuse potential. Data showing that
marijuana and A®-THC exhibit properties
common to other controlled drugs of abuse
in those tests 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. Indeed, 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 exhibits 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. G, Section IV(15), pg.

87).

To the contrary, according to the indicators
set forth in the legislative history of the CSA
as described 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 abuse.

B. Abuse Liability Studies

In addition to the indicators suggested by
the CSA’s legislative history, data as to
preclinical and clinical abuse liability
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 liability. Clinical studies of the
subjective and reinforcing effects in humans
and epidemiclogical studies provide
quantitative data on abuse liability in
humans and some indication of actual abuse
trends. Both preclinical and clinical studies
have clearly demonstrated that marijuana
and A®-THC possess the attributes 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 most clinical abuse liability
studies have been conducted with the
psychoactive constituents of marijuana,
primarily A®-THC and its metabolite, 11-OH-
A9-THC. A°-THC's subjective effects are
considered to be the basis for marijuana’s
abuse liability. The following studies provide
a summary of that data.

1. Preclinical Studies

Delta-9-THC is an effective reinforcer in
laboratory animals, including primates and
rodents, as these animals will self-administer
A®-THC. These animal studies both 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. Discriminative Stimulus Effects
The drug discrimination paradigm is used
as an animal model of human subjective

effects (Solinas et al., 2006). This procedure
provides a direct measure of stimulus




Federal Register/Vol. 76, No. 131/Friday, July 8, 2011/Proposed Rules

40569

specificity of a test drug in comparison with
a known standard drug or a neutral 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 different
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 stimuli are
believed to be associated with the reinforcing
effects of drugs, the drug discrimination
paradigm is used to evaluate the 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.

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

DEA notes 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 et al., 1996; Mansbach et al., 1996;
Jirbe et al., 2001). The subjective effects of
marijuana and AS-THC are, therefore,
mediated by a neurotransmitter system in the
brain that is specific to A>-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,
1969; Griffiths et 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 liability of these compounds
(Johanson and Balster, 1978; Gollins et al.,
1984).

DHHS states that self-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
potential, because it is known that humans
voluntarily consume a particular drug (such
as cannabis) for its 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 models 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 to those used by humans who
smoke marijuana (Tanda et al., 2000). This
effect is blocked by the cannabinoid receptor
antagonist, SR 141716. Squirrel monkeys
without a history of any drug exposure can
be successfully trained to self-administer A®-
THC intravenously (Justinova et al., 2003).
The maximal rate of responding is 4 pg/kg/
injection, which is 2~3 times greater than
that observed in previous studies using
cocaine-experienced monkeys. Rats will self-
administer A®>-THC when it is applied
intracerebroventricularly (i.c.v.), but only at
the lowest doses tested (0.01:~0.02/pg/
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
synthetic CB, receptor agonist with a non-
cannabinoid structure (Martellotta et al.,
1998).

DEA notes a study showing that the opioid
antagonist naltrexone reduces the self-
administration responding for AS-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 A®-
THC and other cannabinoid agonists, or
morphine, but not cocaine, reinstates the A®-
THC seeking behavior following a period of
abstinence (Justinova et al., 2008).
Furthermore, the endogenous cannabinoid
anandamide and its synthetic analog
methanandamide are self-administered by
squirrel monkeys, and CB, receptor
antagonism blocks the reinforcing effect of
both substances (Justinova et al., 2005).

c. 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 time in two distinct
environments: one where they previously
received a 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
A®-THC, but only at the lowest doses tested
(0.075~0.75 mg/kg, i.p.) (Braida et al., 2004).
The effect is antagonized by the cannabinoid
antagonist, rimonabant, as well as the opioid
antagonist, naloxone. The effect of naloxone
on CPP to AS-THC raises the possibility that
the opioid system may be involved in the
rewarding properties of A%>-THC and
marijuana. DEA notes a recent review
(Murray and Bevins, 2010) that further
explores the currently available knowledge
on A%-THC’s ability to induce CPP and
conditioned place aversion (CPA), and
further supports that low doses of A®-THC
appear to have conditioned rewarding effects,
whereas higher doses have aversive effects.

2. Clinical Studies

DHHS states that the physiological,
psychological, and behavioral effects of
marijuana vary among individuals and
presents a list of common responses to
cannabinoids, as described in the scientific
literature (Adams and Martin, 1996;
Hollister, 1986, 1988; Institute of Medicine,
1082):

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

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

6. Time distortions

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

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

9. Emotional lability, incongruity of affect,
dysphoria, disorganized thinking, inability te
converse logically, agitation, paranoia,
confusion, restlessness, anxiety, drowsiness
and panic attacks 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 medical/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 drug
(Kirk and de Wit, 1999). However, dose
preferences have been demonstrated for
marijuana in which higher doses (1.95
percent A®-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 Denial of Petition, 66 FR
206038, 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. Excerpts
are provided below, with some 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 THC and relating these effects
to the abuse potential of marijuana and THC
(e.g., Chait et al., 1988; Lukas et al., 1995;
Kamien et al., 1994; Chait and Burke, 1994;
Chait and Pierri, 1992; Foltin et al., 1990;
Azorlosa et al., 1992; Kelly st al., 1093, 1994;
Chait and Zacny, 1992; Cone et al., 1988;
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 behavioral performance measures (e.g.,
Azorlosa et al., 1992; Kelly et al., 1993, 1994;
Chait and Zacny, 1992; Kamien et al., 1994;
Chait and Burke, 1994; Chait and Pierri,
1992; Foltin et al., 1990; Cone et 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 were used by the subjects as the
basis for the discrimination from placebo
(Chait et al., 1988).

In addition, smoked marijuana
administration resulted in multiple brief
episodes of euphoria that were paralleled by
rapid transient increases in EEG alpha power
(Lukas et al., 1995); these EEG changes are
thought to be related to CNS processes of
reinforcement (Mello, 1983).

To help elucidate the relationship between
the rise and fall of plasma 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
concentrations 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 seem 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, typically referred
to 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 et al.,
1976; DiMarzo et al., 1998; Lemberger et al.,
1972). Perez-Reyes et al. (1972) reported that
THC and 11-OH-THC were equipotent in
generating a “high” in human volunteers.
However, the metabolite, 11-OH-THC,
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
humans may not be the best predictive
marker for the subjective and physiological
effects of marijuana in humans. Cocchetto et
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”}
pharmacological effects. Cocchetto et al.
demonstrated that the time course of
tachycardia and psychological responses
lagged behind the plasma THC
concentration-time profile. As recently
summarized by Martin and Hall (1897, 1998)

“There is no linear relationship between
bloed [THC] levels and pharmacological
effects with respect to time, a situation that
hampers the prediction of cannabis-induced
impairment based on THC blood levels
(p90)”.

Drug craving is an urge or desire to re-
experience the drug’s effects and is
considered to be one component of drug
dependencs, 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-dependent adults seeking
treatment reported experiencing mild craving
for marijuana, and 44 percent rated their past
craving as severe. Heishman and colleagues
developed in 2001 a Marijuana Craving
Questionnaire (MCQ). When they
administered their MCQ to 217 current
marijuana smokers who were not attempting
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 15 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 characterized by four
components: (1) compulsivity, an inability to
control marijuana use; (2) emotionality, use
of marijuana in anticipation of relief from
withdrawal or negative mood; (3) expectancy,
anticipation of positive outcomes 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 used 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
Future (MTF) survey, and the Treatment
Episode Data Set (TEDS). These data
collection and reporting systems provide
quantitative data on many factors related to
abuse of a particular substance, including
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
illicit availability of marijuana using
information from databases it produces, such
as the National Forensic Laboratory
Information System (NFLIS), the System to
Retrieve Information from Drug Evidence
(STRIDE) and the Federal-wide Drug Seizure
System (FDSS), as well 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
Household Survey on Drug Abuse (NHSDA),
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 survey excludes homeless
people who do not use shelters, active
military personnel, and residents of
institutional group quarters such as jails and
hospitals.

According to the 2009 NSDUH report,
marijuana was the most commonly used
illicit drug (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 who first tried
marijuana at age 14 or younger, 13.5 percent
were 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 national
survey conducted by the Institute for Social
Research at the University of Michigan under
a grant from the National Institute on Drug
Abuse (NIDA) that tracks drug use trends
among American adolescents in the 8th,
10th, and 12th grades. Marijuana was the
most commonly used illicit 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 prior 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 gercent, and 6.1 percent of
eighth, 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 representative sample of
hospitals in the coterminous United States.
DAWN ED gathers data on emergency
department 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,
nutritional product and gastrointestinal
agents. For the purposes of DAWN, the term
“‘drug abuse” applies if the following
conditions are met;: {1) the case involved at
least one of the following: usse of an illegal
drug; use of a legal drug contrary to
directions; or inhalation of a nion-
pharmaceutical substance and (2) the
substance was used for one of the following
reasons: because of drug dependence; to
commit suicide (or attempt to commit
suicide); for recreational purposes; or to
achieve other psychic effects.

In 2009, 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 te 20, and 360.2
per 100,000 population aged 21 to 24.

4. Treatment Episode Data Set (TEDS)
System

Users can become dependent on marijuana
to the point that they seek treatment 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 monitor 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 to individual state administrative data
systems. TEDS does not include all
admissions to substance abuse treatment. 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 alcohol, cocaine,
marijuana (marijuana is considered together
with hashish), heroin, other opiates, PCP,
hallucinogens, amphetamines, other
stimulants, tranquilizers, 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 two
other substances of abuse (secondary and
tertiary). A client may be abusing more than

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

Admissions for primary abuse of
marijuana/hashish accounted for 16 percent
of all treatment admissions reported to the
TEDS system in 2006 and 2007. In 2006,
2007 and 2008, 1,933,208, 1,920,401 and
2,016,256 people were admitted to drug and
alcohol treatment in the United States,
respectively. The marijuana/hashish
admissions represented 16 percent (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
12-17, 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 United
States, fueled by increasing marijuana
production at domestic grow sites as well as
increasing production in Mexico and Canada.
Data on marijuana seizures from foderal,
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 sponsored by the Drug
Enforcement Administration’s Office of
Diversion Control. NFLIS compiles
information on exhibits analyzed in state and
Jocal law enforcement laboratories. The
System to Retrisve 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 to 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
between 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 hetween 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 total Cases

exhibits) exhibits)
2007 ririirnrsrrsiniesersiesasisaesnevevtbene st snessesassaseressrsesranesaaresesesnenessenear 314,002 (37.9%) 261,191 16,523 (20.7%) 13,266
2002 373,497 (36.6%) 312,161 14,010 (19.4%) 11,306
2003 407,046 (36.7%) | 339,995 13,946 (19.9%) 10,910
2004 440,964 (35.5%) 371,841 13,657 (18.4%) 10,569
2005 . 469,186 (33.5%) 394,557 14,004 (18.3%) 10,661
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TABLE 1—MARIUANA (OTHER THAN HASHISH) (EXHIBITS AND CASES) REPORTED BY NFLIS AND STRIDE, 2001-2010,

FORENSIC LABORATORY DATA—Continued

NFLIS STRIDE
Exhibits . Exhibits
(percent total Cases (percent total Cases

exhibits) exhibits)
2006 506,472 (33.6%) | 421,943 13,597 (18.5%) 10,277
2007 512,082 (34.7%) | 423,787 13,504 (19.2%) 10,413
S H OO ST 513,644 (35.1%) | 421,782 12,828 (18.8%) 10,109
2009 c.corisinmnen st e s ans RS e 524,827 (35.6%) | 414,006 12,749 (17.7%) 10,531
2070 conviriiresiesistnsssst st s R e s ettt 464,059 (36.3%) 362,739 11,293 (16.7%) 7,158

Data queried 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
2001 1,689 1,671 53 50
2002 .ooreerrresisserenersensansen st s st aeease et sebans 2,278 2,254 40 38
2003 2,533 2,503 48 42
2004 ........ 2,867 2,829 63 51
2005 2,674 2,639 122 80
2006 2,836 2,802 102 76
2007 3,224 3,194 168 122
2008 2,988 2,920 124 102
2009 2,952 2,843 119 96
2010 2,473 2,392 141 84

Data queried 03-04~2011.

Since 2001, the total number of exhibits
and cases of marijuana and the amount of
marijuana seized federally has remained high
and the number of marijuana plants
eradicated has considerably increased (see
data from Federal-wide Drug Seizure System
and Domestic 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 Drug Enforcement

Administration, the Federal Bureau of
Investigation, United States Customs and
Border Protection, and United States
Immigration and Customs Enforcement,
within the jurisdiction of the United States.
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 transferred to one of the agencies
identified above. FDSS is now incorporated
into the National Seizure System (NSS),

which is a repository for information on
clandestine laboratory, contraband
(chemicals 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 trafficked in the
United States.

TABLE 3—TOTAL FEDERAL SEIZURES OF CANNABIS

[Expressed in kg]

2002 2003 2004 2005 2006 2007 2008 2009 2009
Cannabis ... 1,103,173 1,232,711 1,179,230 1,116,977 1,141,015 1,459,220 1,590,793 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 . 618 155 166 388 178 338 289 983 386

7. Potency Monitoring Project

Rising availability of high potency (i.e.,
with high Ae-THC concentrations) marijuana
has pushed the average marijuana potency 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 notes 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 liability, are positively
related 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 Domestic Cannabis Eradication and
Suppression Program

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

year

the program had expanded to 25 states and
by 1985 all fifty states were participants.
Cannabis is cultivated 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 were
found in California, Kentucky, Tennessee

and Hawaii. Significant quantities of
marijuana were also eradicated from indoor
cultivation operations. There were 414,604
indoor plants eradicated in 2009 compared to
217,105 eradicated in 2000. As indoor
cultivation is generally associated with
plants that have higher concentrations of
A®-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, QUTDOOR AND INDOOR PLANTS SEIZED, 2000-2009
{Source: Domestic Cannabis Eradication/Suppression Program]

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009
2,597,798 | 3,068,632 | 3,128,800 | 3,427,923 | 2,996,144 | 3,938,151 | 4,830,766 | 6,599,599 | 7,562,322 9,980,038

217,105 236,128 213,040 223,183 203,896 270,935 400,892 434,728 450,966 414,604
2,814,903 | 3,304,760 | 3,341,840 | 3,651,108 | 3,200,040 | 4,200,086 | 5,231,658 | 7,034,327 | 8,013,308 | 10,394,642

The recent statistics from these various
surveys and databases show that marijuana
continues to be the most commonly used
illicit 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
potential 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 IV(16), 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 abuse
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 merijuana and its principal psychoactive
constituent AS-THC possess the attributes
associated with drugs of abuse. They
function as positive reinforcers and as

discriminative stimuli to maintain drug-
seeking behavior.

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 petitioner claims that, “(...]widespread
use of marijuana without dependency
supports the argument that marijuana is safe
for use under medical supervision.” (Exh. C,
Section IV(15), pg. 87).

Petitioner’s claim of widespread use
without dependency is not supported by
abuse-related data. In particular, this claim
disregards the high numbers of admissions to
treatment facilities for marijuana abuse.
Indeed, TEDS admissions 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 point 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 I drugs such
as heroin and schedule II drugs such as
cocaine.” (Exh. C, 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 severe such that addicts seek
treatment on their own or through persuasion
of their associates, 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
admissions 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. Furthermore, data
from TEDS in 2007 (SAMHSA, 2009) show
that both primary marijuana and
methamphetamine/amphetamine admissions
had the largest proportion of admissions
referred through the criminal justice system
(57 percent each), followed by PCP (54
percent). Both methamphetamine/
amphetamine and PCP have very high
potential for abuse (Lile, 2006; Crider, 1986).
Accordingly, this illustrates 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 system.

FACTOR 2: SCIENTIFIC EVIDENCE OF THE
DRUG’S PHARMACOLOGICAL EFFECTS,
IF KNOWN

DHHS states that there are abundant
scientific data available on the
neurochemistry, 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 to marijuana.

Neurochemistry of the Psychoactive
Constituents of Marijuana

DHHS states that of 483 natural
constituents identified in marijuana, 66 are
classified as cannabinoids (Ross and El
Sohly, 1995). Cannabinoids are not known to
exist in plants other than marijuana and most
of the cannabinoid compounds have been
identified chemically. The activity of
marijuana is largely attributed to AS-THC
{Wachtel et al., 2002).

DEA notes that A®-THC and delta-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 A8-
THC and A®-THC concentrations vary within
portions of the cannabis plant (Hanus and
Subiva, 1989; Hanus et al., 1975). The
pharmacological activity of A%-THC is
stereospecific: the (-)-trans isomer is 6-100
times more potent than the (+)-trans isomer
{Dewey et al., 1984).

The mechanism of action of A°-THC was
verified with the cloning of cannabinoid
receptors, first from rat brain tissue (Matsuda
et 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 CBy
receptors are found in the basal ganglia,
hippocampus, and cerebellum of the brain
(Howlett et al., 2004; Herkenham et al., 1990;
Herkenham, 1992). These brain regions are
associated with movement coordination and
cognition and the location of CB, receptors
in these areas may explain cannabinoid
interference with these functions. Although
CB, receptors are predominantly expressed
in the brain, they have also been detected in
the immune system (Bouaboula et al., 1993).
CB; receptars are primarily located in B
lymphocytes and natural killer cells of the
immune system and it is believed that this
receptor is responsible for mediating
immunological effects of cannabinoids
(Galiegue et al., 1995). Recently, however,
CB; receptors have been localized in the
brain, primarily in the cerebellum and
hippocampus (Gong et al., 2006).

Cannabinoid receptors are linked to an
inhibitory G-protein (Breivogel 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 opioid, muscarinic
cholinergic, alpha,-adrenoreceptors,
dopamine and serotonin receptors. However,
several studies also suggest a link to
stimulatory G-proteins, through which
activation of CB, stimulates adenylate
cyclase activity (Glass and Felder, 1997;
Maneuf and Brotchie, 1997; Felder et al.,
1998).

Activation of CB, receptors inhibits N-and
P/Q-type calcium channels and activate

inwardly rectifying potassium channels
(Mackie et al., 1995; Twitchell et al., 1997).
Inhibition of N-type calcium channels
decreases neurotransmitter release from a
number of tissues and may be the mechanism
by which cannabinoids inhibit acetylcholine,
norepinephrine, and glutamate 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).

Delta®-THC displays similar affinity for
both cannabinoid receptors but behaves asa .
weak agonist at CB; receptors, based on
inhibition of adenylate cyclase. The
identification of synthetic cannabinoid
ligands that selectively bind to 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 to their psychoactive effects.

In 2000, two endogenous cannabinoid
receptor agonists were discovered,
anandamide and arachidonyl glycerol (2-AG).
Anandamide is a low efficacy agonist
(Breivogel and Childers, 2000) and 2-AGisa
highly efficacious agonist (Gonsiorek et al.,
2000). These endogenous ligands are present
in both central and peripheral tissues. The

hysiological role of these endogenous
jgands is an active area of research (Martin
et al., 1999).

In summary, two receptors have been
cloned, CB; (found in the central nervous
system) and CB2 (predominantly found in
the periphery}, that bind AS-THG and other
cannabinoids. Activation of these inhibitory
G-protein-coupled receptors inhibits calcium
channels and adenylate cyclase. Endogenous
cannabinoid agonists have been identified,
anandamide and arachidony! 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 heart rate (tachycardia)
and may cause a modest increase in blood
pressure as well (Capriotti et al., 1988;
Benowitz and Jones, 1975). Conversely,
chronic exposure to marijuana will produce
a decrease in heart rate (bradycardia) and
decrease of blood pressure. In heavy smokers
of marijuana, the degree of increased heart
rate is diminished due to the development of
tolerance {Jones, 2002 and Sidney, 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 et
al., 1998).
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DHHS cites a review (Jones, 2002) of
studies showing that smoked marijuana
causes orthostatic hypotension (sympathetic
insufficiency, a sudden drop in blood
pressure upon standing up) often
accompanied by dizziness. DHHS states that
tolerance can develop 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 postural
hypotension (Benowitz and Jones, 1981;
Hollister, 1988).

DEA further notes studies in which
marijuana 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 randomized, double-
blind, placebo-controlled study by Mathew
and colleagues (2003) that examined pulse
rate, blood pressure (BP), and plasma A®-THC
levels during reclining and standing for 10
minutes before and after smoking one
marijuana cigarette (3.55 percent A®-THC) 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 to increased frequency of
chronic cough, increased sputum, large
airway obstruction, as well as cellular
inflammatory histopathological abnormalities
in bronchial epithelium (Adams and Martin,
1996; Hollister, 1986).

DEA notes a study showing that both
smoked marijuana and oral A°-THC increases
specific airway 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 et al., 1987).

DHHS states that the evidence that
marijuana may lead to cancer is inconsistent,
with some studies suggesting a positive
correlation while others do not. 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., 2006). This finding held true
regardless of the extent of marijuana use
when both tobacco use and other potential
confounding factors were controlied. DHHS

also cites other studies reporting lung cancer
occurrences in young marijuana users with
no history of tobacco smoking (Fung et 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-control study of lung cancer in adults
under 55 years of age, conducted in New
Zealand by Aldington and colleagues (2008).
Interviewer-administered questionnaires
were used to assess possible risk factors,
including cannabis use. In total, 79 cases of
lung cancer and 324 controls were included
in the study. The risk of lung cancer
increased 8 percent (95 percent confidence
interval (CI) 2-15) for each joint-year of
cannabis smoking (one joint-year being
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 for a
year), after adjustment for confounding
variables including cannabis smoking. Thus,
a major differential risk between cannabis
and cigarette smoking was observed, with
one joint 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 cigarette
smoking. DEA notes that the authors of this
study concluded from their results that long-
term cannabis use increases the risk of lung
cancer in young adults.

Some studies discuss marijuana smoke and
tobacco smoke. DHHS states that chronie
exposure to marijuana smoke is considered to
be comparable to tobacco 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 et al., 1998).

In summary, studies are still needed to
clarify the impact of marijuana on 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 A2-THC reduces binding
of the corticosteroid dexamethasone in
hippocampal tissue from adrenalectomized
rats and acute A?-THC releases
corticosterone, with tolerance developing to
this effect with chronic administration
(Eldridge et al., 1991). These data suggest
that A®-THC may interact with the
glucocorticoid receptor system.

DHHS states that experimental
administration of marijuana to humans does
not consistently alter the endocrine system.
In an early 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
t.i.d. for 3 days) showed no changes in
plasma prolactin, ACTH, cortisol, luteinizing
hormone or testosterone levels (Dax ef al.,
1989). Similarly, a study with 93 males and
56 female subjects showed that chronic
marijuana use did not significantly alter
concentrations of testosterone, luteinizing
hormone, follicle stimulating hormone,
prolactin or cortisol (Block et al., 1991).

DHHS cites a study (Sarfaraz et 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 type
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 between the effects of synthetic,
natural, and endogenous cannabinoids
(Croxford and Yamamura, 2005).

DHHS cites a study by Roth et al. (2005)
that examined the effect of A>-THC exposure
on immune function and response to HIV
infection in immunodeficient mice that were
implanted with human blood cells infected
with HIV, The study shows that exposure 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 between A®-THGC, immunity, 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 et 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 treatments, three times a day:
smoked marijuana cigarette containing 3.95
percent A®-THC; oral tablet containing A®-
THC (2.5 mg oral dronabinol); or oral
placebo. There were no changes in HIV-RNA
levels between groups, demonstrating no
short-term adverse virologic effects from
using cannabinoids.

DEA notes a review suggesting that A%-THC
and cannabinoids decrease resistance to
microbial infections in experimental animal
models and in vitro (see review by Cabral and
Staab, 2005). Various studies have been
conducted in drug-abusing human subjects,
experimental animals 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 pait, 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 cell function,
DEA also notes other reports which have
documented that cannabinoids modulate
resistance to various infectious agents.
Viruses such as herpes simplex virus and
murine retrovirus have been studied as well -
as bacterial agents such as members of the
genera Staphylococcus, Listeria, 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 modulate the production and
function of cytokines as well as modulate the
activity 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
receptors on target cells, cytokines recruit
many other cells and substances 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 body 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 either by
using standardized diagnostic criteria for
psychotic conditions such as schizophrenia
or by using validated scales that rank the
level of psychotic symptoms from none to
severe (Fergusson et al., 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 detailed
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
occasions 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
factors were taken into account, the risk of
developing schizophrenia remained
statistically significant. The authors
concluded 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 longitudinal
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 vulnerable
individuals and worsen the course of the
disorder among those that have already
developed it. They did not find any causal
relationship between 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 for 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 those who
are vulnerable to developing psychosis
{Fergusson et al., 2005; van Os et al., 2002).

DEA notes several longitudinal studies
{Arseneault et al., 2002, Caspi et al., 2005;
Henquet et al., 2005) that found increased
rates of psychosis or psychotic symptoms in

" people using cannabis. Finally, DEA notes

some studies that observe that individuals
with psychotic disorders have higher rates of
cannabis use compared to the general
population (Regier ¢t 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 between cannabis use and subsequent
psychotic symptoms. Authors observed that
there was an increased risk of any psychotic
outcome in individuals who had ever used
cannabis (pooled adjusted odds ratio=1.41,
95 percent CI 1.20~1.65). Furthermors,
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 transient
intoxication effects.

DEA also notes another more recent study
examining the association between marijuana
use and psychosis-related outcome 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 higher the risk of psychosis-related
outcome. Those patients with early-onset
psychotic symptoms were also likely to
report early marijuana use. Authors suggest
that their results support the hypothesis that
early cannabis use is a risk-modifying factor
for psychosis-related outcomes in young
adults.

Cognitive Effects

DHHS states that acute administration of
smoked marijuana impairs performance on
tests of learning, associative processes, and
psychomotor behavior (Block et al., 1992;
Heishman et al., 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 A>-THC in a smoked cigarette
increased disequilibrium measures, as well
as the latency in a task of simulated vehicle
braking (Liguori et al., 1998).

DHHS states that the effects of marijuana
may not be fully resolved until at least one
day after the acute psychoactive effects have
subsided, following repeated 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 AS-THC.

DHHS discussed a study by Lyons and
colleagues (2004) cn 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.
Marijuana-using twins significantly differed
from their non-using co-twins on the general
intelligence domain. However, only one
significant difference was noted between
marijuana-using twins 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 abilities. This
conclusion is similar to the results found by
Lyketsos and colleagues (1999), who
investigated the possible adverse effects of
cannabis use on cognitive decline after 12
years in persons under 65 years of age. There
were 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 65 years, cognitive decline occurs in all
age groups. This decline is closely associated
with aging and educational level but does not
appear to be associated with cannabis use.

DEA notes that while Lyketsos and
colleagues (1999) propose that their results
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provide strong svidence 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 to 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 purpose for which it was used in this
study and is not a very sensitive measure of
cognitive decline, even though it specifically
tests memory and attention. Thus, small or
subtle effects of cannabis use on cognition or
psychomotor speed may have been missed.

DHHS also discussed a study by Solowij
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 users: 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 that assessed
attention, memory, and executive
functioning, and that were administered
prior to entry to a treatment program and
following a median 17-hour abstinence.
Authors found that long-term cannabis users
performed significantly less well than
shorter-term 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 attention that endure beyond
the period of intoxication and worsen with
increasing years of regular cannabis use.

DHHS cited a study by Messinis and
colleagues (2006) which examined
neurophysiological functioning for heavy,
frequent cannabis users. The study compared
20 long-term (LT) 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 neuropsychological
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 deficits were observed on
memory tests up to a week following
supervised abstinence but these effects
disappeared by day 28 of abstinence (Pope et
al., 2002). The authors concluded that
“‘cannabis-associated cognitive deficits are
reversible and related to recent cannabis
exposure rather than irreversible and related
to cumulative lifetime use.” Conversely,
DHHS notes that other investigators have
reported persistent neuropsychological
deficits in memory, executive functioning,
psychomotor speed, and manual dexterity in
heavy marijuana smokers who had been
abstinent for 28 days (Bolla et 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 et al., 2005). When IQ
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 IQ in later adolescence compared to those
who did not use marijuana (Fried et 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
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 16 (Ehrenreich
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 adults cannot 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
control adolescents, all 1618 years of age.
After controlling for lifetime alcohol use 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 lifetime alcohol use. The
general pattern 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 influence
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 studied. While
a few studies did not observe strong
persistent neurocognitive consequences of
long-term cannabis use (Lyketsos et al., 1999;
Lyons et al., 2004), others provide support
for the existence of persistent consequences
(Bolla et al., 2002, 2005). The cognitive
impairments that are observed 12 hours to
seven days after marijuana use (Messinis et
al., 20086; Solowij et al., 2002; Harrison et al.,
2002), and that persist beyond behaviorally
detectable intoxication, are noteworthy and
may have significant consequences on
workplace performance and safety, academic
achievement, and automotive safety. In
addition, adolescents may be 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
presently examined petition that since many
marijuana users have abused other drugs, it
is difficult 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 et al., 1994) and an increase in
omission errors on a vigilance task of six year
olds (Fried et 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
control, visual analysis, and hypothesis
testing (Fried et 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
effects, both acutely and chronically.
Marijuana’s main psychoactive ingredient AS-
THC alters immune function. 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 be
particularly vulnerable to marijuana’s
cognitive effects. Prenatal exposure 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 et al., 1984; Graham,
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1976; Mechoulam, 1973). These portions of
the plant have the highest levels of A5-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 AS-THC content
of 15.to 20 percent or more. Other, less
common forms of marijuana found on the
illicit market are hashish and hashish oil.
Hashish is a A9-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. AS-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 liquid
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 cannabinoids have
been identified chemically. The psychoactive
properties of cannabis are attributed to one
or two of the major cannabinoid substances,
namely delta-9- tetrahydrocannabinol (A®-
THC) and delta-8-tetrahydrocannabinol (A®-
THC). Other natural cannabinoids, such as
cannabidiol {CBD) and cannabinol (CBN),
have been characterized. CBD does not
possess A®-THC-like psychoactivity. Its
pharmacological properties appear to include
anticonvulsant, anxiolytic and sedative
properties (Agurell ef al., 1984, 1986;
Hollister, 1986). -

DHHS states that A®-THC is an optically
active resinous substance, extremely lipid
soluble, and insoluble in water. Chemically,
AS-THC 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 6100 times more potent than
the (+)-trans isomer (Dewey et al., 1984).

DEA notes a review of the contaminants
and adulterants that can be found in
marijuana (McPartland, 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 et al., 1982; Taylor et al., 1982;
Kurup et al., 1983). Other microbial
contaminants include Klebsiella
pneumoniae, salmonella enteritidis, and
group D Streptococcus (Ungerlerder et al.,
1982; Kagen et al., 1983; Taylor et al., 1982).
DEA notes that a review by McLaren and
colleagues (2008) discusses studies showing
that heavy metals present in soil may also

contaminate cannabis, and states that these
contaminants 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 pest control products
related to marijuana cultivation and storage.

Human Pharmacokinetics

DHHS states that marijuana is generally
smoked as a cigarette (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
pharmacokinetic profile of A5-THC (and other
cannabinoids) in marijuana or other drug
products containing A®-THC vary with route
of administration and formulation (Adams
and Martin, 1996; Agurell et al., 1984, 1986).
When marijuana is administered by smoking,
A®-THC 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 to the brain
rapidly and efficiently as would be expected
of a highly lipid-soluble drug. .

The petitioner 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 smoked marijuana, and
the pharmacokinetics and bioavailability
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
1 of the CSA, based in part on the proposition
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 dronabinol and whole plant
cannabis can offer a safe and effective
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 I (4, 6), pg. 29) :

o 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)

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

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

o Evidence from clinical research (Exh. C,
Section I (4, 6), pg. 29)

DHHS states that a new drug application
(NDA} for marijuana 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 that
research with marijuana is being conducted
in humans in the United States under FDA-
authorized investigational new drug (IND)
applications.

There are ongoing 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, naurogathic pain, appetite
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.

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
safety 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 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 safety profile of marijuana
for any medical condition.

DEA further notes that a number of clinical
studies from CMCR have been discontinued.
Most of these discontinuations were due to
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recruitment difficulties (http.//
www.cmcr.ucsd.edu/geninfo/research.htm
(last retrieved 07/07/2010) (listing 6
discontinued studies, 5 of which were
discontinued because of recruitment issues)).

The petitioner states that the
pharmacological effects are well established
for marijuana and As-THC, using the
argument that Marinol (containing synthetic
A°-THC, known generically as dronabinol)
and Cesamet (containing nabilone, a
synthetic cannabinoid not found in
marijuana) are approved for several
therapeutic indications. The approvals of
Marinol and Cesamet were based on well-
controlled clinical studies that established
the efficacy and safety of these drugs as a
medicine. Smoked marijuana has not been
demonstrated to be safe and effective in
treating these medical 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 AS-THC.
Adequate and well-controlled studies must
be performed with smoked marijuana to
establish 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 mesting the requisite scientific
standards to s:;port the claim that marijuana
has an accepted medical use in the United
States. Hence, the new information provided
by the petitioner does not change the federal
government’s evaluation of marijuana’s
medical use in the United States.

o 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 contrary to the CSA’s statutory
scheme. The CSA does not assign to the
states the authority to make findings relevant
to CSA scheduling determinations. Rather,
the CSA expressly delegates the task of
making such findings—including whether a
substance has any currently accepted
medical use in treatment in the United
States—to the Attorney General. 21 U.S.C.
811(a). The CSA also expressly tasks the
Secretary of DHHS to provide a scientific and
medical evaluation and scheduling
recommendations to inform the Attorney
General’s findings. 21 U.S.C. 811(b); see also
21 C.F.R. 308.43. That Congress explicitly
provided scheduling authority to these two
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 i

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

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

4. Its history and current pattern 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 physiological
dependence liability; and

8. Whether the substance is an immediate
precursor of a substance already controlled
under the CSA.

21 U.S.C. 811(c). These factors embody
Congress’s view of the specialized agency
expertise required for drug rescheduling
decisions. The CSA’s statutory text thus
further evidences that Congress did not
envision such a role for state law in
establishing the schedules of controlled
substances under the CSA. See Krumm v.
Holder, 2009 WL 1563381, at *16 (D.N.M.
2009) (“The CSA does not contemplate that
state legislatures’ determinations about the
use of a controlled substance can be used to
bypass the CSA’s rescheduling process.”).

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

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

2. There must be adequate 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
elements 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 cannabinoids found in marijuana have
been characterized, a complete scientific
analysis of all the chemical components
found in marijuana 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 safety studies

DHHS states that safety studies for acute or
subchronic 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-quality 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 that scientifically evaluate safety and
efficacy.

DHHS further states that it cannot
conclude that marijuana has an acceptable
level of safety without 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. Furthermors, if marijuana is to be
investigated more widely for medical use,
information and data regarding the
chemistry, manufacturing, and specifications
of marijuana must be developed.

3. There must be adequate and well-
controlled 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 accepted medical use, the
effectiveness of a drug must be established in
well-controlled, 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
performed. The small clinical trial studies
with limited patients and short duration are
not sufficient to establish medical utility.
Studies of longer duration are needed to fully
characterize the drug’s efficacy and safety
profile. Scientific reliability must be
established in multiple clinical studies.
Furthermore, anecdotal reports and isolated
case reports are not adequate evidence to
support an accepted medical use of
marijuana (57 FR 10499, 1992). The evidence
from clinical research and reviews of earlier
clinical research does not meet this standard.

As noted, DHHS states that a limited
number of Phase I 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 |
trials encompass initial testing in human
subjects, generally involving 20 to 80
patients. Id. They are designed primarily to
assess initial safety, tolerability,
pharmacokinetics, pharmacodynamics, and
preliminary studies of potential therapeutic
benefit. (62 FR 66113, 1997). Phase I and
Phase 111 studies involve 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 IIL. 21 C.F.R. 312.21.
These studies are designed primarily to
explore (Phase II) and to demonstrate or
confirm (Phase I1I) therapeutic efficacy and
benefit in patients. (62 FR 66113, 1997). No
Phase If or Phase III 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 meets the requisite standard to warrant
rescheduling.

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

4. The drug must be accepted by qualified
experts

A material conflict of opinion among
experts precludes a finding that marijuana
has been accepted by qualified 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 literature, rather than in a raw data
format. As such, there is no opportunity for
adequate scientific scrutiny of whether the
data demonstrate safety or efficacy.
Furthermore, as stated before, 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.

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 been fulfilled. A complete scientific
analysis of all the chemical components
found in marijuana is still missing. There has
been no NDA-quality 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 that marijuana can be
considered to have a “‘currently accepted
medical use” or even a “currently accepted

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

e 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 accepted medical use in the
United States is increasingly recognized by
healthcare professionals and the medical
community, including the Institute of
Medicine.”

DHHS describes that in February 1997, a
National Institutes of Hsalth (NTH)-sponsored
workshop analyzed available scientific
evidence on the potential utility of
marijuana. In March 1999, the Institute 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 IOM report also recommended that
clinical trials should be conducted with the
goal of developing safe delivery systems
{NIH, 1997; IOM, 1999).

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

If there is any future for marijuana as a
medicine, it lies in its isolated components,
the cennabinoids 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 step 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. 16-18) of “Organizations
Supporting Access to Therapeutic Cannabis”
(emphasis added) and “[Organizations
Supporting] No Criminal Penalty” contain a
majority of organizations that do not
specifically represent medical professionals.
By contrast, the petitioner also provides a list
of ““Organizations Supporting Research on
the Therapeutic Use of Cannabis” (emphasis
added), which does contain a majority of
organizations specifically representing
medical professionals.

The petitioner discusses (pg. 20, line 11)
the results of a United States survey
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, ‘“‘Dactors
should be able to legally prescribe marijuana
as medical therapy.” 36 percent of the
responders agreed, 38 percent disagreed and
26 percent were neutral.

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 I{3), pg. 22};

Under the petition's section C. 1. 3., the
petitioner proposes both anecdotal self-
reported effects by patients and clinical
studies. The petitioner states (pg. 22, line 2),
{. . ] an increasing number of patients have
collected experience with cannabis. Many
reported benefits from its use. Some of this
experience has been confirmed in reports and
clinical investigations or stimulated clinical
research that confirmed thess patients’
experience on other patients suffering from
the same disease.

Anecdotal self-reported 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 petition 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
experience, 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(e}. Why do
scientists consider stories from patients and
their doctors to be unreliable?

First, sick people are not objective
scientific observers, especially when it comes
to their own health. [. . .] 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-altering drug that produces
euphoria can make a sick person think he
feels better. [. . .] Fourth, long-time abusers
of marijuana are not immune to illness.

[. . .] Thanks to scientific advances and to
the passage of the Federal Food, Drug and
Cosmetic Act (FDCA) in 1906, 21 U.S.C. 301
et seq., 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 whether
dangerous drugs should be used as
medicines.

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

In sumnmary, marijuana contains some 483
natural constituents and exists in several
forms, including dried leaves and flowering




Federal Register/Vol. 76, No. 131/Friday, July 8, 2011/Proposed Rules

40581

tops, hashish and hashish oil. It is generally
smoked as a cigarette. 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 been published to support the safety and
efficacy of marijuana as a medicine. No NDA
for marijuana has been submitted to the FDA
for any indication and thus no medicinal
product containing 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 number 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 purposes 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 be the
most widely used illicit drug. According to
the NSDUH, there were 2.4 million new users
(6,000 initiates per day) in 2009 and 16.7
million current (past month) users of
marijuana aged 12 and older. Past month use
of marijuana was statistically significantly
higher in 2009 (16.7 million) than in 2008
(15.2 million), according to NSDUH. An
estimated 104.4 million Americans age 12 or
older 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
percent 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 3.9
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 dependencs or
abuse. According to the 2009 NSDUH report,
4.3 million persons were classified with
marijuana dependence or abuse based on
criteria specified in the Diagnostic and
Statistical Manuel of Mental Disorders, 4th
edition (DSM-IV).

According to the 2610 Monitoring the
Future (MTF) survey, marijuana is used by a
large percentage of American youths. Among
students surveyed in 2010, 17.3 percent of

eighth graders, 33.4 percent of tenth graders,
and 43.8 percent of twelfth graders reported
lifetime use (i.e., any use in their lifetime) of
marijuana. In addition, 13.7, 27.5 and 34.8
percent of eighth, tenth and twelfth graders,
respectively, 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 System to 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 exhihits
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
increased 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 9,980,038
plants were eradicated in outdoor cannabis
cultivation areas in the United States. Major
domestic outdoor cannabis cultivation areas
were found in California, Kentucky,
Tennessee and Hawaii. Significant quantities
of marijuana were also eradicated from
indoor cultivation operations. There were
414,604 indoor plants eradicated in 2009
compared to 217,105 eradicated 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 seizure data show that
the amount of marijuana smuggled into the
United States from Canada via the United
States-Canada border has risen to 2
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 marijuana, 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 A%-THC in 2008.

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

States, 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 domestically
grown and of illicitly 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
information. 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 16.7
million (6.6 percent) had used it 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 plants in 2000 (Domestic Cannabis
Eradication/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
US and Canada (Domestic Cannabis
Fradication/Suppression Program) and the
average percentage of A®-THC in seized
marijuana increased almost two-fold from
2000 to 2008 (The University of Mississippi
Potency Monitoring Project). Additional
studies are needed to clarify the impact of
greater potency, but DEA notes one study
showing that higher levels of A9-THC 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
(60.8 percent) and more than half of the drug-
related treatment admissions involving
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




40582

Federal Register/Vol. 76, No. 131/Friday, July 8, 2011/Proposed Rules

marijuana continues to be the most
commonly used illicit drug, with significant
rates of heavy use and dependence in
teenagers and adults,

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 the 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
considerable 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 data
suggest that marijuana use produces adverse
effects on the respiratory system, mem
and learning, Marijuana use is aSSOCiat:?'
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 society in
general. Data regarding marijuana health
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
literature. 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
pharmacological effects on physical systems
under Factor 2. Below, some of the risks of
marijuana use and abuse are discussed in
broader terms of the effects on the individual
user and the public from acute and chronic
use of the drug.

Risks Associated with Acute Use of
Marijuana

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

et al., 1992). DHHS also describes studies
showing that administration to human
volunteers of A?-THC in a smoked marijuana
cigarette produced impaired perceptual
motor speed and accuracy, two skills that are
critical to driving ability (Kurzthaler et 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 to perform complex
cognitive operations is assumed to be
impaired following acute marijuana smoking,
complex cognitive performance after acute
marijuana use has not been adequately
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
anxiety reactions, are potential responses in
a minority of individuals who use marijuana
(Haney et al., 1989). 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, 1970).

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
concentration 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 motor vehicles. Studies show that
marijuana use can cause impairment in
driving (Robbe 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
executes 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-
sectional, case-control design with drivers
aged 20—49 who were involved in a fatal
crash in the United States from 1993 to 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
were drivers who had no such driving action
recorded. Authors calculated the crude and
adjusted odds ratios (ORs) of any potentially
unsafe driving action in drivers who tested
positive for cannabis but negative for alcohol
consumption. Five percent of drivers tested
positive for cannabis. The crude OR of a
potentially unsafe action was 1.39 (99
percent CI = 1.21-1.59) 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 a potentially unsafe
driving action {1.29, 99 percent Cl = 1.11—
1.50). Authors of the study concluded that
cannabis had a negative effect on driving, as
predicted from various human performance
studies. .

In 2001, estimates derived from the United
States Census Bureau and Monitoring the
Future show that approximately 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 cigarette containing
1.9 percent A®-THGC (19 mg of AS-THC) on the
performance of aircraft pilots. Ten subjects
were trained 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
occurred 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 contaminants
and adulterants that can be found in
marijuana (McPartland, 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 et al., 1982; Taylor et 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 participants. Aspergillus
can cause aspergillosis, a fatal lung disease
and DEA notes studies suggesting an
association between this disease and
cannabis smoking among patients with

. compromised immune systems (reviewed in
McLaren et al., 2008). Other microbial
contaminants include bacteria such as
Klebsiella pneumoniae, salmonella
enteritidis, and group D Streptococcus
(Ungerlerder et al., 1982; Kagen et al., 1983;
Taylor et al., 1982). DEA notes reports that
Salmonella outbreaks have been linked to
marijuana (Taylor et al., 1982, CDC, 1981).

Risks Associated with Chronic Use of
Marijuana

DHHS states that chronic exposure to
marijuana smoke is considered to be
comparable to tobacco 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 et 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-term
cannabis use increases the risk of lung cancer
in young adults. In addition, a distinctive
marijuana withdrawal syndrome has been
identified, indicating that marijuana
produces physical dependence (Budney et
al., 2004), as described in Factor 7.

DHHS further quotes 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:

[Pleriodic 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 consequence of
arrests 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 reported in individuals
who 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 more
severe drug-related problems overall.
Individuals with Cannabis Dependence may

use very potent cannabis throughout 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
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).

In addition, DHHS states that marijuana
use produces acute and chronic adverse
effects on the respiratory system, memory
and learning. Regular marijuana smoking
produces a number of long-term pulmonary
consequences, including chronic cough and
sputum (Adams and Martin, 1996), and
histopathologic abnormalities in bronchial
epithelium (Adams and Martin, 1896). DEA
also notes studies suggesting marijuana use
leads to evidence of widespread airway
inflammation and injury (Roth et al., 1998,
Fligiel et al., 1997) and
immunohistochemical evidence of
dysregulated growth of respiratory epithelial
cells that may be precursors to lung cancer
(Baldwin et al., 1997). In addition, very large
epidemiological studies indicate that
marijuana may increase risk of psychosis in
vulnerable populations, i.e., individuals
p:edisposas to develop psychosis
(Andreasson et al., 1987) and exacerbate
psychotic symptoms in individuals with
schizophrenia (Schiffman et al., 2005; Hall et
al., 2004; Mathers and Ghodse, 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 patients
that were receiving marijuana cigarettes from
the National Institute on Drug Abuse fora
variety of medical conditions. The number of
patients included in the study is not
adequate for this evaluation. -

The petitioner states, *“Studies have shown
the long-term use of cannabis to be 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 I1(10), pg. 66).

However, DHHS states that marijuana has
not been shown to 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 well as risks for mental flealt.h 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
Zealand children, Fergusson et 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 a 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 its use typically
precedes rather than follows initiation of
other illicit drug use. However, as cited by
DHHS, the IOM states that, “[t]here 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 abuse or addiction,
such as antidepressants, beta-blockers, and
centrally acting 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 contributing
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 s a state of
adaptation manifested by a drug class-
specific withdrawal syndrome produced by
abrupt cessation, rapid dose reduction,
decreasing bleod 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).

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 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-hospital treatment (Haney ot
al., 1999). It is distinct and mild compared
to the withdrawal syndromes associated with
alcohol and heroin use (Budney et al., 1999;
Haney et al., 1999). DEA notes that Budney
et al. (1999) examined the withdrawal
symptomatology in 54 chronic marijuana
abusers seeking treatment for their
dependence. The majority of the subjects (85
percent) reported 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 associated 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, sleep 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 et al., 2005) which
demonstrated that the magnitude and time
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 would 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
mood, 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-IV) 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 destructive
pattern of cannabis use, leading to clinically
significant impairment or distress, as
manifested by three (or more) of the
following, occurring when the cannabis use
was at its 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. Greater use of cannabis than intended:
Cannabis was often taken in larger amounts
or over a longer period than was intended.

3. Unsuccessful efforts 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. Cannabis caused reduction in social,
occupational or recreational activities:
Important social, occupational, or
recreational activities given up or reduced
because 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-IV added a specifier
to this diagnostic by which it can be with or
without physiological (physical) dependence.

DEA notes additional clinical studies
showing that frequency of A9-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
context and drug availability (Kelly et al.,
1994; Mendelson and Mello, 1984; Mello,
1989).

DEA further notes that Budney et al. (1999)
reported that 93 percent of marijuana-
dependent adults seeking treatment reported
experiencing 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 et al., 2001). Two
hundred seventeen marijuana users
completed 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 control
marijuana use (compulsivity); 2) the use of
marijuana in anticipation of relief from
withdrawal or negative mood (emotionality});
3) anticipation of positive outcomes from
smoking marijuana (expectancy); and 4)
intention and planning to use marijuana for
positive outcomes (purposefulness).

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

FACTOR 8: WHETHER THE SUBSTANCE IS
AN IMMEDIATE 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
recommendation, DEA finds that marijuana
mests 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

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 2609 national
survey that tracks drug use trends among
high schocl 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
effects that encourage its abuse. Both clinical
and preclinical studies have clearly
demonstrated that marijuana and its
principle psychoactive constituent, A-THC,
possess the pharmacological attributes
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 abuss treatment.
Compared to all other specific drugs
included in the 2008 NSDUH survey,
marijuana had the highest levels of past year
dependence and abuse.

2. Marijuana 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
marijuane. The long-established factors
applied by DEA for determining 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

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.
Furthermore, many variants of the marijuana
plant are found due to its own genetic
plasticity and human manipulation.

ii. There must be adequate safety 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 condition. 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,

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

DHHS states that there have been no NDA-
quality studies that have scientifically
assessed the efficacy of marijuana for any
medical 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-
documented scientific studies, including
studies performed in a large number of
patients. To date, such studies have not been
performed for any indications.

Small clinical trial studies with limited
patients and short duration are not sufficient
to establish medical utility, Studies of longer
duration are needed to fully 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 meet the requisite
standards.

iv. The drug must be accepted by qualified
experts

At this time, it is clear that there is no
consensus of opinion among experts
concerning medical applications of
marijuana. 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.

v. The scientific evidence must be widely
available

DHHS states that the scientific evidence
regarding 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 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
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. 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,
very large epidemiological studies indicate
that marijuana use may be a causal factor for
the development of psychosis in individuals
predisposed to develop psychosis and may
exacerbate 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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Arizona to sue over medical-
marijuana law

by Mary K. Reinhart - May. 27, 2011 12:00 AM
The Anizona Republic

Arizona will ask a federal court Friday to
clarify whether its voter-approved medical-
marijuana law conflicts with federal drug
statutes, launching what probably will be a
lengthy legal battle that could cripple the
state's fledging industry and spark more
legal action.

Gov. Jan Brewer also will put a temporary halt
to the state's permit process for marijuana
dispensaries, set to begin Wednesday, with
an executive order issued by Tuesday, her
office said. She does not plan to stop
issuance of medical-marijuana user-ID

cards.

Montgomery's opinion on medical
marijuana act

The motion for declaratory judgment, to be
filed in U.S. District Court in Phoenix, pits
Brewer and two state agency directors
against voters and patients who supported
Proposition 203, as well as potential
dispensary owners who could face federal
prosecution.

It also names U.S. Attorney General Eric
Holder and U.S. Attorney Dennis Burke as
defendants, and will argue that their policies
have spawned uncertainty and confusion.

Brewer and Attorney General Tom Horne say
the suit was prompted by a May 2 letter from B
urke to state Health Director Will Humble,
warning that prospective pot growers and

sellers could be prosecuted under federal
drug-trafficking laws.

Arizona and 15 other states have medical-
marijuana laws that conflict with federal law,
which outlaws the cultivation, sale or use of
marijuana.

Although Burke said his office would not go
after people who use medical marijuana "in
clear and unambiguous compliance" with
state law, Horne and Brewer maintain that his
letter, along with a raft of memos from

federal prosecutors in other states, signaled
a harder-line policy and the threat that state
workers could be prosecuted.

"This is obviously a change in policy," Horne
said. "We are not taking a position against
the will of the voters. We are simply bringing
it to court and asking the court to decide.”

Burke said there has been no policy change,
and he chided Horme and Brewer for having a
news conference earlier this week to
announce a lawsuit they hadn't yet filed. He
said it's unclear what they are expecting a
federal judge to decide, since the laws are in
clear conflict.
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"They're a moving target," Burke said. "I'm The lawsuit will ask the court to decide

not really sure what it's about. | don't know whether compliance with Arizona's law

how to add it up.” provides a shield from federal prosecution
and whether the state law is enforceable

He said his office will continue to enforce since it conflicts with federal law.

federal drug laws, focusing its efforts on

major trafficking cases and drug cartels. While the legal wrangling continues, among
the impacts:

"We have no intention of targeting or going

after people who are implementing or who - No permits, no dispensaries, more

are in compliance with state law," Burke said. lawsuits.

"But at the same time, they can't be under the

impression that they have immunity, Potential dispensary owners who had lined

amnesty or safe haven." up leases, municipal zoning and medical
directors in anticipation of the June 1

Brewer said this week that she was application opening will have to bide their

particularly concerned about state time. It could be awhile.

employees, including those processing

patient-ID cards and state law officers who Several are listed as defendants in the

may be asked to overlook a federal crime lawsuit, with the motion arguing that their

under state law. investments are at risk amid the legal

uncertainties.
Both the Departments of Health Services and

Public Safety are plaintiffs in the lawsuit. Attorneys say their clients knew the legal
landscape going in but still pulled together

But Burke's two-page letter made no mention investors and persuaded cities and

of Arizona employees, who have been landlords to approve their non-profit

processing ID cards for thousands of enterprises.

medical-marijuana users since mid-April

and are preparing to license dispensaries Under state rules, the Health Department

and cultivation sites this summer. And he
said Thursday he has no intention of

prosecuting them. Protect Your Home

Attorney Lisa Hauser, who authored the ng}? ADT§
state's medical-marijuana law and '
represents potential dispensary owners, said
Brewer and Horne both opposed Proposition
203 and likely have another motive.

Advertisement

"They can say what they want, but it does
appear intended to thwart the will of the
voters," Hauser said. "They don't want to
take a position because they don't want to
upset the voters."”
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would accept applications through June and
issue up to 126 permits by August.

Prop. 203 allows for lawsuits in Superior
Court if the state fails to implement the law,
and Brewer's plan to put the permit process
on hold is likely to spark a few.

"We have several clients who are ready to
apply, and they're waiting to hear whether
they're on hold or not," attorney Ryan Hurley
said. "They've invested a lot of money in
reliance on this."

- Patients keep growing their own plants.

Prop. 203, approved by voters in November,
legalized medical-marijuana use for people
with certain debilitating conditions and
allowed them to designate someone as a
"caregiver” to grow or otherwise obtain
marijuana for them.

Both patients and caregivers are authorized
to grow 12 plants per patient if the patients
live more than 25 miles from a dispensary.
Since there are not yet any licensed
dispensary licenses, caregivers and patients
are allowed to grow their own. The state has
licensed nearly 2,700 growers so far.

There is no limit to how much a dispensary
can grow, and some advocates argue that a
few large-scale cultivation sites would be
easier to oversee and regulate than
hundreds or thousands of backyard
operations.

For now, at least, the growing will be small-
scale and widespread.

"All (Brewer is) doing is throwing the whole
system into chaos," said Karen O'Keefe,
director of state policies for the Marijuana
Policy Project, a national pro-legalization

group that backed Arizona's law. "She's
making sure that cultivation is statewide.”

- Dispensaries might give up.

Potential dispensary owners have put
together fragile, time-sensitive deals. Leases
and special-use permits expire, and
financing can fall through.

Among other things, state rules require that
a dispensary applicant have access to at
least $150,000 in startup capital.

"Maybe they hope that after months and
months of delays, everybody will just go
away," Hauser said.

They might.

Randy Brown had hoped to apply for a
dispensary license, but he lost his funding
this month as fear and confusion mounted
over their legal liabilities.

"What this has done is cause people who
would otherwise be financiers to freak out
and pull out," Brown said. "This is probably
going to be a show-stopper."
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