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IN THE UNITED STATES DISTRICT COURT

FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
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I, ROBERT T. BONARDI, declare:

1. I am a patient-member of the Oakland Cannabis Buyers’ Cooperative (“OCBC™).

I have personal knowledge of the facts stated herein, and if called as a witness, I could and would
testify competently as to them.

2. I live in Hayward, California with my wife of 53 years. I am the father of three
children, and I have four grandchildren. I have owned a vacuum cleaner store for the past 20 years.

I am no longer able to go to my store to work because I have cancer and am undergoing
chemotherapy.

3. I was first diagnosed with cancer of the throat ten years ago. I underwent radiation
therapy as part of my treatment then. At that time the doctors removed my voicebox and performed
a tracheotomy. I still have a hole in my throat.

4. Two years ago [ lived through prostate cancer.

S. Earlier this year the doctors discovered a tumor on the side of my neck. They
removed it, but later the doctors discovered more tumors on my shoulder, chest, and neck area. Since
I have already had radiation treatments, I had to undergo intensive chemotherapy for these new
cancers. |

6. After they started the chemotherapy treatments this year, [ got really sick. The nausea
was so bad I would retch whenever I thought about food or whenever anyone tried to put food in
front of me. The nausea made me particularly afraid to eat because my throat condition makes it
especially unpleasant if I vomit. Not only would vomit come out of my mouth, but it would also
come out of my nose.

7. Over a period of about six weeks, I lost forty pounds. My wife and children became
very worried about my not eating and about my dramatic weight loss. |

8. I tried some medicines the doctors prescribed for me to help me with the nausea and
my lack of appetite, but none of them worked for me. I took them but still I could not bring myself

to eat. [ was still losing weight.

DECLARATION OF ROBERT T. BONARDI
Case No. C 98-00088 CRB ER1170
sf-568924
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9. Eventually, my daughter Judy forced me to go with her to the Oakland Cannabis
Buyers Cooperative. At first | did not want to go. It took my daughter a long time to convince me to
go I am 74 years old and I had never used marjjuana before in my life.

1C. The OCBC gave me papers to tke 1o my doctor o fill out My E.N.T. doctor from
Kaiser in Fremont signed the papers. My daughter took me back to the OCBC. [ bought cannabis
brownles, some cannabis pills, and some cannabis banana muffins. Because of my candition | cannct
smoke. |

11.  The first day [ ate half a cannabis brownie before breakfast and nothing much

happeaned.

12. Later that same day, | atc another half brownie and for the first time in several weeks,
I felt like cating. The brownie caused my nausea to go away. ] asked my wife to cook me eggs and
sausage. She was so happy becsuse it had been 56 long since I had asked for food. I have since
regained some of the weight I lost '

13.  Cannabis is the best medicine for my conditions caused by the chemotherapy
treatraents. In fact, it is the only medicine that has worked for me. [ believe that without cannabis
[ would bave continued to starve.

14.  The OCBC has provided a safe place where | can get this life-saving medicine. If
cannabis were not available through OCBC, I would be forced to go without the only medicine that
has worked for me to relieve my nausea and to give me my sppetite back. [ would refuse to get my
medicine from criminal strest dealers.

] declare under penalty of perjury under the laws of the State of California that th: foregoing

is true and correct.

Exccuted this 777 /5 &, of Sepramber at Oakland, California.

Oetd” T 63 gro—d_=

“Robert 1. Bogard

DECLARATION OF RODBAT T. BONARDI
Cass Na. C 9800088 CRB ER1171
3(-568924
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IN THE UNITED STATES DISTRICT COURT

FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
V.
CANNABIS CULTIVATOR’S CLUB, et al,,

Defendants.

AND RELATED ACTIONS.

DECLARATION OF ALBERT DUNHAM
Case No. C 98-00088 CRB
sf-570739
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C

DECLARATION OF ALBERT DUNHAM
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I, ALBERT DUNHAM, declare:

1. My name is Albert Dunham. [ am 43 years of age, am of sound mind. and am

competent to testify to the matters stated herein.

2 I am a member of the Oakland Cannabis Buyers’ Cooperative. [ was present at the

Cooperative on May 21, 1998.

3. I was diagnosed as HIV-positive in June, 1996. As a result of my disease. | have
suffered from constant nausea, fatigue, insomnia, lack of appetite, weight loss, and pain throughout
my back, neck, and head. Due to these problems, I was unable to maintain my job as a warehouse
shipping and receiving clerk and am currently unemployed.

4. [ have tried medicine other than cannabis to combat these probiems. but they always
had adverse side effects on my body, primarily by inducing vomiting. My stomach is very sensitive
and does not react well to ingesting pills. At the end of 1997, my doctor prescribed cannabis for my
symptoms, especially to alleviate my steady weight loss. My appetite had deteriorated so badly by
this point that there were occasions when [ had only one meal every two days.

5. [ have been using medicinal cannabis for the past ten months, and the improvement in
my overall health has been dramatic. My appetite has retumed, along with some of the weight I lost,
leading me to believe that continued use would allow me to return to my normal weight. In addition
to my increased appetite, regular use of cannabis has alleviated the pain [ feel throughout my body
and generally relaxed me by reducing the anxiety and stress associated with my disease and
symptoms. My insomnia has also improved.

6. Unlike others drugs I have tried for my illness, cannabis has left no lingering side
effects. Using cannabis allows me to live a normal life, something [ was unable to achieve prior to
my doctor’s prescription.

7. I live with my daughter, 27, who is supportive of my use of cannabis to fight the
medical problems [ have described. | have a new doctor now, and he is also supportive of my
continued use of cannabis to combat my weight loss and other symptoms.

8. If I was no longer able to obtain cannabis through the OCBC, I would be forced to the

streets to obtain it, which is a situation that | am emotionally and financially unprepared for. | have

DECLARATION OF ALBERT DUNHAM
Case No. C 98-00088 CRB
sf-570739

ER1173



to

(%)

i

doubts that I would be able to obtain cannabis under those conditions. The OCBC’s continued

existence insures that I will have a safe. clean location that I can regularly visit to obtain the medicine

[ require.

[ declare under penalty of perjury under the laws of the State of California that the foregoing

is true and correct.

Executed this /3 _day of September, in Oakland, California.

Tz L .

Albert Dunham

DECLARATION OF ALBERT DUNHAM
Case No. C 98-00088 CRB
sf-570739 ER1174
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IN THE UNITED STATES DISTRICT COURT

FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
v,
CANNABIS CULTIVATOR'S CLUB, etal,,

Defendants.

AND RELATED ACTIONS.

DECLARATION OF KENNETH ESTES
Case No. C 98-00088 CRB
s{-569212
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No.

DECLARATION OF KENNETH ESTES
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I, KENNETH ESTES, declare:

1. My name is Kenneth Wayne Estes. | am 40 years of age, am of sound mind. and am
competent to testify to the matters stated herein. '

2. I am a member of the Oakland Cannabis Buyers’ Cooperative. I was present at the
Cooperative during a press conference on May 21, 1998.

3. I am quadriplegic. | am either confined to a wheelchair or bedridden. 1 use cannabis
for pain relief, appetite stimulation, and sleep.

4. I was injured in a motorcycle accident when I was 18 years old. I broke my neck at
cervical five and six. At first, all four of my limbs were paralyzed, but about two years after the
accident, I regained some use of my arms, hands, and fingers. True and correct copies from my
medical record are attached as “Exhibit A.”

5. I live with constant pain. Sometimes it is a “tingling” that will not stop, almost as if
you hit your funnybone. Other times, such as when | get spasms or back problems, the pain becomes
intense, powerful, and overwhelming. Without cannabis the pain would be excruciating. Even after
| medicate with cannabis, the pain is still there—it never goes away—but cannabis makes the pain
bearable. Cannabis makes it possible for me to function in society and to deal with other people
because it alleviates the pain I experience. |

6. Before I discovered medical cannabis, the pain in my back was so bad that it drove me
insane, and | wanted to kill myself. Having to live with the constant pain made me suicidal. [ wanted
the pain to end at any cost.

7. I was wasting away. I could not eat and I could not sleep. 1 was dying.

8. In my sufferi.ng, a hospital orderly who held a marijuana pipe to my lips allowed me to
medicate with cannabis for the first time. It worked.

9. The pain went down. 1 was able to sleep through the night. The next morning,
| finished breakfast. The nurse even brought in the doctors to show them that I ate the whole meal.

10. I am thankful that there is an herb I can tum to to alleviate my pain, because now
I want to live, not die. With the three ingredients of rest, food, and my spirits raised, I can conquer

anything, including conquering this illness. Cannabis saved my life.

DECLARATION OF KENNETH ESTES 1
Case No. C 98-00088 CRB

sf-569212 ER1176



11. I have tried many prescription drugs, sometimes several medicines per day. For
example, | have tried Valium, Motrin, codeine, Vicodin, Darvocet, and many others. They either did
not work. or had side effects that made me not want to use them. The pharmaceutical pills gave me
stomach pain, other stomach problems, and constipation. They also made me emotionally unstable:
They made me want to cry, they made me angry at my condition, or they made me frustrated.

12. The pills made my cognitive thinking defective and my mind blurred. 1 couldn’t hold
thoughts together, couldn’t have conversations, and couldn’t communicate with other people. Itis
hard to deal with paralysis—all | have left are my words. When I couldn’t communicate with other
people through words, it only made my condition worse.

13.  The pharmaceuticals merely added to my discomfort. They gave me new pain
(stomach pain) and made me self-conscious about not being able to speak, which detrimentally
affected my eating and sleeping. Cannabis, by comparison, gives me no pain, helps me eat. helps me
sleep, and makes me more sociable with other people.

14.  Some of the prescription sleeping pills I used to take lost their effectiveness after a
while, making me need to take more and more of them. The next morning I would feel “hung over”
ar.! “cloudy,” and I still had the stomach pain. If I use cannabis to help me sleep, I feel better the
next momning, | feel refreshed after a good night’s sleep, and I have no stomach pain.

15. Pills can take 60 to 90 minutes to take effect. In contrast, the immediate effect of |
smoked cannabis is one of its great attributes. Medicating with cannabis allows access to sleep or
hunger when I need it, either because it is nighttime and time to sleep or because a meal is ready.

16. Pharmaceuticals may work for some people, but they do not work for me. [ know,
because I have tried them. Cannabis, however, does work for me. It actually relieves my pain, and it
does not have the physical and emotional side effects of the prescription medications.

I declare under penalty of perjury under the laws of the State of California that the foregoing
is true and correct.

Executed this _/L day of September, in Oakland, California.

)ﬁ" :\-u?—:{' : 71&-'
Kenneth Estes

DECLARATION OF KENNETH ESTES
Case No. C 98-00088 CRB
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1. LAURA A. GALLI. declare:

1. [ am one of two registered nurses who work at the Oakland Cannabis Buvers’
Cooperative (the “Cooperative™ or “OCBC™). As a staff nurse I am familiar with the policies and
procedures of the OCBC. [ have personal knowledge of the facts stated herein, and if called as a
witness. I could and would testify competently as to them.

2. From 1990 through 1992 I worked as a student nurse intern and unit secretary in the
Rehabilitation Unit at Mills-Peninsula Hospitals. During that time I studied for my nursing degree at
Cal-State Hayward, which degree I received in 1992. However, in July 1992 I was diagnosed with
pleurisy and with lupus. This medical condition prevented me from being able to continue
employment as a nurse. Currently I am an “inactive” registered nurse.

3. 1 work as a volunteer at the Cooperative as a staff nurse. The Intake Department of
the Cooperative includes two staff nurses, one of whom is always on duty while the Cooperative is
open on weekdays.

4. Before a patient is accepted for membership into the Cooperative, he or she must
complete an extensive screening process. This process is described in detail in the Oakland Cannabis
Buvers' Cooperative Protocols (“Protocols”), a copy of which is attached hereto as Exhibit 1. Before
reaching my office, all applicants must satisfy the threshold requirement of providing authorization
from a treating physician assenting to cannabis therapy for one or more medical conditions listed on
the Medicinal Cannabis User Initial Questionnaire (Exhibit C to the Protocols).

5. If, upon screening by the Cooperative Intake staff member, the applicant cannot
provide such authorization, he or she will be denied membership to the Cooperative.

6. Once the applicant provides a doctor’s authorization for medical cannabis. it is my job
t0 independently verify the physician's approval. No applicant is admitted to membership to the
Cooperative unless and until I or the other staff nurse verify the applicant’s physician’s approval.

7. For each and every Cooperative applicant, either I or the other staff nurse telephone
the applicant’s doctor's office to verify the authenticity of the authorization submitted by the

prospective member. I talk with the doctor (or in some instances a member of the doctor’s staff) to

confirm that the doctor did in fact authorize the use of cannabis for a medical condition. I also will
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confirm the date of the authorization. If the doctor or his staff cannot provide satisfactory responses
{o my questions, then I screen out the Cooperative applicant and reject the applicant for membership.
A copy of the Verification of Physician’s Wnitten Recommendation form that | use is attached hereto
as Exhibit 2.

8. For each and every doctor who has authorized the use of medical cannabis to one of
the Cooperative applicants, either I or the other staff nurse confirm that the doctor is licensed to
practice medicine in the State of California. [f the doctor’s credentials cannot be confirmed. then
I reject the applicant for membership.

9. Soon after an applicant is admitted to membership in the Cooperative, he or she is
issued a laminated membership card. A copy of a membership card is attached as Exhibit J to the
Protocols. Each time a patient-member comes to the Cooperative, he or she must present this
membership card along with secondary valid photo identification in order to gain entry.

10. I am familiar with the range of medical conditions from which the Cooperative’s
patient-members suffer. Patient-members of the Cooperative suffer from debilitating and often
deadly diseases, including HIV and/or AIDS, cancer, arthritis, multiple sclerosis, and glaucoma.

I know that medical cannabis provides relief to patient-members as a pain reliever, an appetite
stimulant, an anti-nau;seant, and an anti-convulsant. Medical cannabis also relieves intraocular eve
pressure in patient-members who suffer from glaucoma.

11.  Although every patient’s experience is unique, some general comments apply to mény
patients. For some Cooperative members, they have tried other legal medicines to alleviate their
conditions but these other medicines do not work for them. For other members, other drugs have
intolerable negative side effects which they have chosen not to endure. Some members’ exberiences
with other legal medicines is that, while they are somewhat effective, they are not nearly as effective
at relieving their symptoms as medical cannabis.

12. I have seen patient-members who suffer from AIDS-related “wasting syndrome™ as
well as those who have cancer and are undergoing chemotherapy and radiation therapy. Medical
cannabis reduces nausea and increases appetite in these patients. Other medicines either do not work

for some of these patients or they have serious adverse side effects that cannabis does not have.
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Supplying medical cannabis to these patient-members is necessary to avert imminent and potentially
life-threatening harm.

13. I have also seen patient-members who suffer from multiple sclerosis or quadriplegia.
They experience debilitating spasticity and/or constant pain. Other medicines simply do not work for
many of these patient-members. These patients can also experience intolerable adverse side effects
from other medica’’ »ns—side effects that cannabis does not have.

14. I suffer from both lupus and fibromyalgia. Lupus is a disease of the immune system
which, among other things, causes an arthritic-type condition and arthritis-type pain. Fibromyalgia
is a pain syndrome which affects the ligaments and tendons in all of my joints. [live in nearly-
constant pain.

15. There are many medications | must take to treat my conditions. These medications
have many adverse side effects, including stomach upset, chronic nausea and vomiting, and they can
be addictive. |

16. The doctors are not sure why | experience chronic nausea and vomiting. Over the
vears | have tried many medications and treatments to try to alleviate my nausea symptoms, but
nothing worked for me.

17.  Eventually, my primary care physician—Dr. Richard Morgan—authorized medical
cannabis for my nausea and reduced appetite. This medicine has worked wonders for me. It has
relieved my nausea and increased my appetite when nothing else would. Medical cannabis has had
the additional benefit of helping to reduce my pain.

18.  IfI were forced to go without cannabis now | would be a mess—I would again have
no appetite and would lose weight, I would experience a dramatic increase in nausea and vomiting.
and the pain in my joints would increase. 1f the OCBC were forced to close down, I would in tum
be forced to obtain cannabis on the criminal market. But at this point I would not know where to
begin to look for cannabis. Resorting to the criminal market would make me seriously nervous for
my safety.

19.  In fact, many other patient-members’ lives may be endangered if they were forced to

try to obtain cannabis from criminal street dealers. This is in part because impurities in marijuana
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purchased on the street may be harmful to their health. It is also because it would be very dangerous
for many of our patient-members to enter a high crime area which is where they would have to go to
obtain cannabis. Some patient-members may choose to forego their medication if they have no
choice but to turn to street dealers for cannabis.

20.  The Cooperative, by contrast, provides a safe environment for patient-members to
obtain their much needed medicine.

[ declare under penalty of perjury under the laws of the State of California that the foregoing
is true and correct.

Executed this Q-:kday of September at Oakland, California.

4

e, A Ll QK
Laura A. Galli, RN,

DECLARATION OF LAURA A GaALLl, RN,
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Oakland Cannabis Buyers’ Cooperative

Protocols

Compassion

Oakland Cannabis Buyers' Cooperative
Post Office Box 70401
Oskland, California 94612-0401
Tel 510-832-5346

March, 30 1998
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Oakland Cannabis Buyers’ Cooperative

Protocols

The Oakland Cannabis Buyers' Cooperative operates pursuant to and in
accordance with the statewide mandate of Proposition 215 (Exhibit A) and Resolutions
passed unanimously by the Oakland City Council and an Administrative Memorandum

promulgated by the Chief of Police (Exhibit B). Its operating procedures have been
consolidated as these Protocols.

I. Admission and Membership Requirements

A person seeking membership of the Oakland Cannabis Buyers’ Cooperative must
at the threshold provide a note from a treating physician assenuing to cannabis therapy for
a medical condition listed on the Medicinal Cannabis User Initial Questionnaire (Exhibit
C). Upon acceptance of the note by Intake staff, the prospective member will undergo an
extensive screening and such questioning as shall establish that the candidate meets the
Medical Admissions Criteria (Exhibit D) including, without being limited to, the Oakland
Cannabis Buyers' Cooperative Information Form (Exhibit E). If, upon the screening by
Cooperative staff the candidate does not appear to qualify for membership, he or she will
be denied membership with a statement of reasons for his/her being screened out. If the
candidate appears to qualify for membership, Intake staff will give the candidate the
Authorization for Release of Patient Starus form (Exhibit F) and the Physician Statement
(Exhibit G), with a request that the candidate’s treating physician sign it. When the form
is returned, the Intake staff will verify the physician's approval by independent telephone
verification. Medical cannabis cultivators and manufactures are issued cultivation and
manufacturing Certificates (Exhibit H), which the City Council has approved to aid the
Police in recognizing agents of the Cooperative.

No person under the age of eighteen shall be admited to membership without the
wrtten consent of parents, in addition to meeting all other requirements.

I Responsibilities of Membership
All members must sign a Membership Agreement (Exhibit I), whereupon they
will receive a Membership Card (Exhibit J). Members agree to conduct themselves
discreetly, in accordance with the Statement of Safe Use of Cannabis (Exhibit K) and the
Principles of Responsible Cannabis Use (Exhibit L).
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[I. Other Provisions
A. Purpose. The purpose of the Oakland Cannabis Buyers' Cooperative is to help provide
medicine for people who need it. Accordingly, it shall be operated as a not for profit
organization.
B. Privacy of members. The staff of the Cooperative shall take steps to protect the privacy
and identity of members. However, neither the Cooperative nor its staff shall be liable for
any breach thereof

C. Changes. These Protocols, and all medical protocols, are subject to change without
notice from time to time in the sole discretion of management

D. Cooperative operation.
a No smoking of anything on premises.
b. Members shall observe additional house rules as same maybe posted by
management.
¢. Management may eject any person at any time.
Exhibits
A. Proposition 215
B. Oakland City Council Resolutions and Police Memorandum
C. Medicinal Cannabis User Initial Questionnaire
D. Medical Admissions Criteria
E. Information Form
F. Authorization for Release of Patient Status
G. Physician Statement
H. Cultivation and Manufacturing Centificates
L Membership Agreement
J. Membcrghip Card
K. Statement of Safe Use of Cannabis

L. Principles of Responsible Cannabis Use
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Ex. A

THE CALIFORNIA MEDICAL MARIJUANA INITIATIVE

This 1uniative (o permit medical use of marijuana will appear on the ballot

November 5, 1996. The Attorney Ge

neral of California has prepared the

Jollowing title and summary of the chief purpose and points of the initiative.

MEDICAL USE OF MARUUANA. INTTIATIVE STATUTE. Provides that patients or defined
caregivers, whopmwwhﬁmemzijuuufwndidmmmbyapm-
mmamn&mmuwwﬁmdhwwﬁdammHIMMwmmw
tiondmn'juanammmwluhmawdmywtapﬁmmfw
mﬁqmﬁmwaﬁmhmmmummwh

construed 10 superseds protbitions of conduct

i ochers nor to condone diversion of

Mjmhwwm&uﬁuwrydﬂm Sunmdenimby@;-
ManudmmadFmdﬁwimpamli@m&am
mismmmuofmmwwymmf«mnispmmubyan-
mphyndmhmldwymmdmﬁammulowﬁwmm

Initiative text:

SECTION 1. Section 113625 is added 1o the Heaith
and Safety Code, 1o read:

11382.5. (a) This section shail be known and may be
Gled as the Compassionate Use Act of 1998.

(b)(1) T~ peopie of the State of Califomia heredy find
and declare that the purpeses of the Compassionate
Use Act of 1996 are as follows:

rexia, AIDS, chronic pain, icity,
s, migraine, or any other iliness for which marijuana
provides relief.

(8) To ensure that palients and their primary caregiv-
mmoouainmwemmlarmedci pure

govemments

medical need of marijuana.
mmmmm-amaloemwwo

legislation prohibiting persons from engaging in con-
duct that endangers others, nor to condone the diver-
sion of marifuana for nonmedical puposas.
(c)mmmmmmmsmwmm
physician in this state shail be punished, or denied any
fgMt or privilege, for having recommended manjuana
lo a patient for medical purposes.

(d) Section 11357, reisting to the possession of mari-
juana, and Section 11358, reiating to the adtivation of

mmmem\ame&dmdme patient
upon the weitten or oral recommendation or approval
of a physician.

(c)Formemdwssecum'pnmm
giver means the individual designated Dy the person
mmploduﬁcrm-d\mohmwaeMyn-

sumed responsibifity for the housing, heaith, or safety
of that person.

sacnonznmmmdmmmnormc
Wmmmmmae\mu
n«mm,mmmatymmmeammo
sions or applications of the measure which can be
cvmcﬂ-dummcmd}dpwumorwia-
mmmmmmmmuuﬂsmmn

&mwmm&rwmm
1250 Sixth St Suise 202, Santa Moaica, CA 90401
(310) 3542952 - (310) 4S1-T484
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1996 General Election Returns for

Proposition 215 - Marijuana

The number in each county indicates the percentage
of the vote cast as indicated by the color.

A T

=——— BB YES 4868738 55.7%
39 S BB NO 3874051 44.3%

Data is current as of Nov 06 08:08
Precincts reporting: 88.9%
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C \AKLAND CITY COU! . -IL EX. B
72379 < us A

RESOLUTION NoO.

v

RESOLUTION ENDORSING AB - 1529, “THE MEDICAL
MARIJUANA BILL" and the
“COMPASSIONATE USE INITIATIVE OF 1996”

WHEREAS, marijuana has been shown to alleviate nausea and pain associated with
cancer and;

WHEREAS, marijuana has beea shown to helped people with AIDS to relieve stress
and depression, eliminate nausea, reduce and manage pain and fight the “wasting away”
syndrome by stimulating the appetite and;

WHEREAS, marijuana has been shown to control spasticity from multiple sclerosis
and paralysis and;

WHEREAS, marijuana has been shown to arrest the advance of glaucoma and:

WHEREAS, marijuana has been shown to relieve the pain of arthritis and
rheumatism and;

WHEREAS, marijuana has been shown to block epileptic seizures and help migraine
headaches and;

WHEREAS, AB - 1529 and the “Compassionate Use Initiative of 1996 will not
legalize the personal use of marijuana;

LET IT BE RESOLVED that the Oakland City Council endorses the passage of
AB - 1529, “THE MEDICAL MARIJUANA BILL"; and let it be

.

FURTHER RESOLVED that the Oakland City Council endorses the
“Compassionate Use Initiative of 1996™.

[ cerzfy thar the foregoing is a full. oar and e capy of @ Resolazion passed by
e C7 Counc'of che Clty of Oakland, Califorrda on

CEDA FLOYD
Cty Qerk and Clerk of the Counel
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¢ \KLAND CITY COUt L
72516 v

RESOLUTION NO. C.M.S.

INTRODUCED BY COUNCILMEMBER

RESOLUTION ENDORSING H.R. 2618, SUPPORTING THE ACTIVITIES
OF THE OAKLAND CANNABIS BUYER'S CLUB AND DECLARING
THAT THE INVESTIGATION AND ARREST OF INDIVIDUALS
INVOLVED WITH THE MEDICAL USE OF MARUUANA SHALL BE A
LOW PRIORITY FOR THE CITY OF OAKLAND

WHEREAS, marijuana has been shown to belp alleviate pain and discomfon
in people suifering from a variery of illnesses including AIDS, cancer, glaucoma, and multiple
sclerosis; and,

WHEREAS, marijuana has alleviated the suffering of people with chronic
illnesses when no other medications have beea effective; and,

WHEREAS. the use of marijuana is presently unlawful even under the
supervision of physician: and

WHEREAS. the illegal purchase of marijuana by people already suffering with
chronic illnesses subjects them to further suffering in the for of poteatial arrest and
prosecution: and

WHEREAS, Represenutive Barney Frank (MA ) and local co-sponsors
Represenative Ronald Dellums and Pete Strk have inroduced H.R. 2618 which would llow
physicians to prescribe marijuana for medical purposes and would insure the production of
marijuana to meet the need for medical use: and :

WHEREAS. the Oakland Cannabis Buyer's Club provides a way {or patients
nesding 1o purchase marijuana for medical use to do so with greater ease and less risk of arrest
and prosecution; and

_ WHEREAS, the City of Oakland wishes to declare its desire not to expend City
resources in any investigation, detention. arrest or prosecution arising out of alleged violations
of state'and federal law regarding the distribution of marijuana for compassionate medical use;
and

WHEREAS. the Oakland City Council passed Resotution 72379 C.M.S.

endorsing state legislation AB 1529, “The Medical Marijuana Bill® and the *Compassionate
Use Initiative of 1996: now, therefore. be it

ER1192
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RESOLVED: That the Oakland City Couscil endorses of the passage of H.R.
2618: and be it further

RESOLVED: That the Oakland Ciry Council authorizes the Ciry Manager 10
instruct the Ciry's federal lobbyists to work in support of H.R. 2618; and be it further

RESOLVED: That, the Mayor and City Council hereby declare that it shall be
the policy of the Ciry of Oakland that the investigation and arrest of members of the Oakland
"Cannabis Buyers' Club for purchasing, selling and distributing marijuana for medical purposes

shall be a low priority; and be it funther

RESOLVED: That, the Mayor and City Council bereby declare that it shall be
the policy of the Ciry of Oakland that the investigation and arrest of persons for planting,
cultivating, purchasing, and/or possessing marijyana shall be a low priority for the City of
Qakland if such persons have been medically diagnosed as suffering from an illness or injury,
the symptoms of which may be alleviated by the medicinal use of marijuana; and be it further

RESOLVED: That, the Mayor and City Council bereby declare that it shall be
tke policy of the Ciry of Oakland that the investigation and arrest of persons for cultivating,
purchasing, possessing and/or distributing marijuana shall be a low priority for the City of
Oaldand if such persons purchase or possess marijuana for, and/or diszribute rmarijuana to
patients, whose physicians have determined that they are suffering physical pain that may be
alleviated by the medicinal use of marijuana; and be it further

RESOLVED: That. the Mavor and Ciry Council call upon the Alameda
Counry District Anorney to cease prosecution of persons involved in the medical use of
marijuana; and be it further

RESOLVED: That if any provision of this resolution is declared by a court of
competent jurisdiction to be contrary to any surute, regulation or judicial decision, or its
applicability to any agency, person or circumstances is held invalid, the validity of the
remainder of this resolution and it applicability to any other agency, person or cizcumsuance
shall not be affected.

IN COUNCIL. OAKLAND. CALIFORNIA, ___ MAR 4 2 1895 19

PASSED BY THE FOLLOWING VOTE:

AYES- aﬁ:?g- CHANG. DE LA FUENTE. $8RSAN. MILEY, RUSSO, SPEES. WEEEavaNES anc PRESIDENT
I ——

NOES-NONE
ABSENT-NONE
ABSTENTION-NONE

Bxeued --b-crdom/iuccdsjams —o—  amese

Satv Clarx ang Clerx St =8
of tna City o Oaxiang. Castornua
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O KLAND CITY COUN ~IL
RESOLUTION NO. 72881 C. M. S

INTRCOUCED 8Y COUNCILMEMBER

Vo4

BJPuc

RESOLUTION ESTABLISBEING A WORKING GROUP TO
DISCUSS AND MAKE RECOMMENDATIONS TO THE CITY
COUNCIL REGARDING THE MEDICAL MARLUANA
POLICY OF THE CITY OF OAKLAND

WHEREAS, marjuana has been shown to help alleviate pain and discomfort in
pecple suffering fom a variery of ilnesses including AIDS, cancer, glaucoma, and multiple scleress;
and

WHEREAS, marijuana has alleviated the suffering of people with chronic flnesses
when no other medications have been effective; and

WHEREAS, the use of marijuana is currently unlawful even under the supervision of 2
physician, and

WHEREAS, the ilegal purchase of marijuana by people already suffering chronic
ilnesses subjects them to further suffering in the form of potential arrest and prosecution; and

WHEREAS, the Oakland Cannabis Buyers Club provides 2 way for patients nesding
to purchase marijuana for medical use to do so with greater ease and less risk of arrest and prosecution,
and

WHEREAS, the Oakland City Councl passed Resolution 72516 CM.S., supporting
the acuvities of the Oakland Cannabis Buyers Club and declaring it to be the policy of the City of
Oakland that the arrest of individuals irvolved with the medical use of marfjuana shall be 2 “low
priority” for the City of Oakland; and

WHEREAS, to the extent permitted by applicable law, the City of Oakdand wishes ot
to expend amy-City resources, including but not limited to those of the Oakdand Police Department, i
any investigation, detention, arrest, and/or prosecution arising out of alleged violations of state or
federal law regarding the cultivation, distribution, sale, purchase, and/or possession of marfjuana for
medicinal purposes; now therefore, be it

RESOLVED: that 2 Working Group be established to discuss and make
:Pmc\daﬁonto&antwadmgzrimgreﬁ:mofﬂnCity'sMaltrn.n'j‘mpoﬂcy,md
n
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FURTHER RESOLVED: that said Working Group shall consist of represermanves
designated by the City Manager and imerested members of the public; and be it

FURTEER RESOLVED: that said Working Croup shall consider legislagve and
adminiszagve methods 1o msure enforcement of aod compliance with the Ciry's medical marifuana
policy; and be it

FURTHER RESOLVED: thar said Working Group shall consider the feashblity of
any other maners peruaining to the City's medical marijuara policy, and be it

FURTHER RESOLVED: thar said Working Group shall report to the Puklic
Safery, Health, Human Services and the Family Committee no later than Ocober 1, 1956, conceing

the results of its discussions and any recommendadons regarding the refinement of the Ciry's medical
marijuana policy. :

Per
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C KLAND CITY COUNC w

RESOLUTION NO. 73355 C.M.S.

RESOLUTION SUPPORTING MEDICAL MARIJUANA ACTIVITIES IN
THE CITY OF OAKLAND AND DECLARING THAT THE
INVESTIGATION AND/OR ARREST OF INDIVIDUALS INVOLVED WITH
THE CULTIVATION, MANUFACTURE, AND/OR TRANSPORTATION
OF MEDICAL MARIJUANA PRODUCTS SHALL BE A LOW PRICRITY
FOR THE CITY OF OAKLAND

WHEREAS, on November 5, ‘1996. the voters of California passed Proposition
215, the Compassionate Use Act of 1836, by a YES vote of §5.7 percent, and the
residents of Oakland voted YES for Proposition 21§ by an overwhelming 79.3 percent;
and

WHEREAS, marijuana had been shown to help alleviate pain and discomfort in
pecople suffering from a variety of illnesses including AIDS, cancer, glaucoma, and
multiple sclerosis when no other medications have been effective; and

WHEREAS, cultivation of medicinal strains of marijuana, the manufacture of
medical cannabis products such as oral preparations, and the transportation of
marijuana and cannabis products for medical purposes may remain illegal
notwithstanding the passage of Proposition 215; and

WHEREAS, there is a need to ensure that patients have access to a safe and
affordable supply of medical grade marijuana and cannabis products; and

WHEREAS, the Oakland City Council passed Resolution 72379 C.M.S.
encorsing the Compassionate Use Act of 1996 and similar measures; and

WHEREAS, the Oazkland City Council passed Resolution 72516 C.M.S.
supperting the activities of the Oakland Cannabis Buyers Club and declaring it to be
the policy of the City of Oakland that the investigation and arrest of certain individuals

involved with the medical use of marijuana shall be a low priority for the City of
Oakland; and

WHEREAS, the Oakland City Council passed Resolution 72881 C.M.S.
establishing a Working Group to make recommendations regarding the City’s medical
marijuana policy; and

WHEREAS, to the extent permitted by applicable law, the City of Oakland wishes
not to expend any City resources, including but not limited to those of the Oakland Police
Department, in any investigation, detention, arrest, and/or prosecution arising out of alleged
violations of state or federal law regarding the cuftivation, manufacture, or transportation
of marijuana or cannabis products for medical purposes; now therefore, be it
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RESOLVED: that the Mayor and City Council hereby declare that it shall be
the policy of the City of Oakland that the investigation, detention, arrest, or prosecution
of a person and/or that person's primary caregiver for the cultivation, manufacture, or
transportation of marijuana or cannabis preducts shall be a low pricrity for the City of
Oakland if such person has been medically diagnosed as suffering from a sericus
illness or injury, the symptoms of which may be alleviated by the medicinal use of
marijuana and such cultivation, manufacture and/or transportation of marijuana or
cannabis products is for the personal medical use of such person upon the written or
oral recommendation or approval of a physician; and, be it further

RESOLVED: that the Mayor and City Council hereby declare that it shall be
the policy of the City of Oakland that investigation, detention, arrest, and/or prosecution
of persons for the cultivation, manufacture or transportation of marijuana or cannabis
products shall be a low priority for the City of Oakland if such persons cultivate,
manufacture, or transport marijuana or cannabis products for patients whose
physicians have determined that they are suffering from a serious illness or injury, the
symptoms of which may be alleviated by the medicinal use of marijuana and have
recommended or approved medical marijuana use for such patients; and be it further

RESOLVED: that the Mayor and City Council call upen the Alameda County
District Attormey not to prosecute persons involved with the possession, purchase,
cistribution, cultivation, manufacture or transportation of marijuana or cannabis
precducts for medical use; and be it further

RESOLVED: that if any provision of this Resolution is declared by a court of
competent jurisdiction to be contrary to any statute, regulation, or judicial decision, or
its applicability to any agency, person, or circumstance is held invalid, the validity of the
remainder of this resolution and its applicability to any other agency, person, or
circumstances shall not be affected.

JUN 03 1897

IN COUNCIL, CAKLAND, CALIFORNIA,

PASSED BY THE FOLLOWING VOTE:

AYES-  BRUNNER, CHANG, DE LA FUENTE. MILEY, NADEL, REID, RUSSOQ, SPEES, and
PRESIDENT HARRIS —

NOES- ene
ABSENT. Ne‘nﬁ.—

!
assTenTion. [\ ETY-

w2l 72

CEDA FLOYD
Clty Clerk and Clerk of the
of the City of Oakland,
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C*KLAND CITY COUNC! aﬁ

RESOLUTION NO. 74039C.M.S.

RESOLUTION CALLING UPON FEDERAL AUTHORITIES TO
DESIST THEIR EFFORTS TO TERMINATE THE OPERATIONS
OF THE OAKLAND CANNABIS BUYERS' COOPERATIVE

WHEREAS, in November 1986 the voters of the State of California passed
Proposition 215, the Compassionate Use Act of 1996, to *ensure that seriously ill Californians
have the right to obtain and use marijuana for medical purposes’ by a YES vote of 55.7
percent, and the residents of Oakland voted YES for Proposition 215 by an overwhelming
79.3 percent; and

WHEREAS, the City Council of the City of Oakland finds that many of its City
resicents are suffering from life-threatening or serious illnesses whose painful symptoms are
alleviated by the ingestion of cannabis; and

WHEREAS, the City of Oakland has repeatedly expressed its support for
gccess to a safe and affordable supply of marijuana for medicinal purposes and the
cperations of the Oakland Cannabis Buyers' Cooperative in Resolution Nos. 72379 C.M.S.,
72516 CM.S., 72881 C.M.S., and 73555 C.M.S.; and

WHEREAS, the City Council finds that the Oakland Cannabis Buyers'
Cooperative has served the aforementioned residents with a well-organized, safe, and

responsible opportunity to obtain cannabis in furtherance of a course of medical treatment;
and

. WHEREAS, federal law enforcement authorities have threatened to disrupt and
prevent ill Oakland residents' access to cannabis by filing suit to enjoin the Oakland Cannabis
Buyers’ Cooperative from supplying medical marijuana and to shut down its operations; and

WHEREAS, the federal law enforcement policy impairs pUblic safety by

encouraging @ market for street narcotic peddlers to sell cannabis to Oakland's ill citizens;
now therefore be it : A

RESOLVED: the Mayor and the Oakland City Council urge the federal
government to desist from any and all actions that pose obstacles to access 1o cannabis for
Oakland residents whose physicians have determined that their health will benefit from the
use of marijuana and recommended medical marijuana use for such residents; and be it

FURTHER RESOLVED: the Mayor and the Oakland City Council endorse

Senator John Vasconcello's call for a statewide summit on the distribution of medical
marijuana; and be it

FURTHER RESOLVED: the Mayor and the Oakland City Council urge the
Alameda County Board of Supervisors 1o declare a state of medical emergency; and be it
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FURTHER RESOQOLVED: the Mayor and the Qakland City Council express
their support of the furtherance of medical marijuana research; and be it

FURTHER RESOLVED: copies of this resolution shall be forwargec to®
Senators Boxer and Feinstein and Congressman Ron Dellums urging the federal policy-
makers to dismiss current lawsuits impacting California’'s cannabis buyers' clubs anc

cooperatives.

{ certify that the foregoing is a full, true and correct copy
of a Resolution passed by the City Council of the City of

Oakland, California on 9- f
CE LOYD |
City Clerk and Clerk of the Council
/
ER11399
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ADMINISTRATIVE MEMO
QOakland Police Depariment

mm—

oAl [ 13 vt oant

11 Dez 96 . .

BUREAU COMMANDERS ( 6F0)

L 1% PIU-34

MEDICINAL USE OF MARUTUANA

The City Council has adopted 1 resolution in support of the medicinal yse
of marijuana as & means of alleviating pain and discomfort for individuals
suffering from medical illnesses.

In accordance with the subsequeat directive of the City Manager 10 handle
medicinal marijusna actvity (in violation of Health and Safety Code 11357,
relating to the possession of marijuana, and 11358, relating to the
cultivadon of marijuans) s a low pricrity, the following procedures will be
implemented immediately: -

¢ Citizen calls for service requesting police intervention at sites
where such activity is occurring shall be assigned 2 *D* priority by
Communications Division staff.

® At both field and dispatch levels, every effort shall be made to
obtain and record the identity of the reporting citizen(s).

¢ Field units receiving 2 dispatched assignment or initiating 2 contact
with persons purportedly involved in the use of marijuana for
medicinal purposes ‘shall summon a command-level officer to the
scene if an enforcement action (citation or arrest) for the 11357
H&S or 11358 H&S violation is inteaded.

® - The command officer shall evaluate the facts and exercise the
discretion and decision-making required to resolve the incident, in
sccordance with the low-priority policy.

¢ If an enforcement action is to be taken, the command officer shall
promptly notify his/her Bureau Commander and provide him with
¢ written summary of the incident and copy of all pertinent
documents. '
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2.

® Incidents involving persons who wish to make citizen arrests for the
law viclation shall be handled in the normal manner.

® Discretion to arrest will be left with the officer and commander st
the scene, based upon the facts presented to them at the ime. The
marijuana should be turmned in as evidence for follow-up
iavestigation by the Vica/Narcotics Section.

There are varied and opposing views—professional, legal and medical in
cature—regarding the practice of medicinal use of marijuana as 2 means of
tllevisting symptoms and controlling chronic pain of patieats with specific
medical conditons.

Nevestheless, the recent passage of Proposition 215 by California votars has
now created law. Federal and state officials are reviewing the initiatve and
may issue guidelines in the near future. In the interim, the Department will
continue its participation on a City working group to identify and resolve
local implementation issues. As agreements are reached or decisions made,
wdditional procedural guidelines will be set forth in Depaurtmenul
publications or communications.

Intecim training to all commanders in general and BFO commanders in
parucular shall be provided over the next 3-4 weeks by Lieutenant Peterson.

Joseph Samuels, Jr.
Chief of Police
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CITY OF OAKLAND

Memoraadum

TO: Bureau of Field Operations
ATTN: Command Staff

FROM: Vice/Narcotics Section
DATE: 12 Dec 96

RE: Medicina] Marijuana Enforcement

Atuched is a copy of an administrative memorandum you will be receiving shortly
outlining Chief's Samuels' guidelines for the enforcement of Proposition 215. It is
similar 10 the guidelines dealing with the needle exchange issue. The primary people you
will come into contact with will be members of the Oakland Cannabis Buyer's Club
(CBC) who are working with us (o the extent they can) to find a way to make this thing
work until the issue is settled in the courts.

Clients of the CBC are being issusd new photo identification cards with 2 24-hour
aunber to cogtact to vexify they are medicinal members. The City's working group has
agreed to accept these new cards as a legitimete means of verifying identification if the
person has no driver's license. ez, You may come into contact with older ID cards uatil
the transition is complete; these more than likely will be valid.. T would assume non- ,
CBC members will claim in some fashion to be medicinal marijuana users; they sy, or
may not, have some form of doctor verification.

[n evaluating whether an arrest should be made, you should consider the intent of
Propositicn 21§ and the City Council's resolution supporting it and setting 2 low priocicy
on enforcement. Each case should be decided on its own merits.

Itis requested the identification cards not be seized without 2 valid need. All nformation
on the card should be listed on the report. The marijusna should be seized 1nd tumed
into criminalistics. All such incidents require a report in addition to aay citation which -
may be issuad. Follow-up respoasidility for verifying the medicinal use will rest with the
Vice/Narcotics charging officers. The DA will make charging decisions. Ultimately, ¢
court order will have 1o be initlated by the patient/suspect if po charges are filed.

I realize this is confusing; feel free to call me anytime, day or night. [ will try to provide
some guidance based upon what [ know about the issue.

Y24
Peter A. Peterson

Lieutenant of Police
Viee/Nareotics Section
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Ex. C

Medicinal Cannabis User Initial Questionnaire

Today's Date C195¢ Ted Mikartys Drat 9 912
[dentifying Data
Last name , First name : Middle Initial __
Address City State Zip
Res Ph - - Work Ph - - ext Fax - -

Birthdate (MMDDYY) SS#__-_-___SexM_F_Ethnic Wh_B_Hisp_Or_ NatAm_
Other Education Occupation(s) Unemployed_ Disabled_
Marital Status: Single_ Mar_ Sep_ Div_ W_ Living situation:_ Alone _ Couple_ Group_ Apartment_
House_ Institution_ Homeless_

Health Insurance None_ Medicaid_ Medicare_ Workers Compensation_ Other health plan._

(specify) ID Number GroupNumber
Address City State ___Zip Phone __ - -
Referred by: Self _ Name Institution
Address City State __ Zip
Phomne _ - - x_ Fax_ - - Pager_ - - -
Chief Complaint(s) circle and rank in importance: example: AIDS related illness 1 anorexia 2
1. Alcobolism 14. Cron's disease 30. Chroaic Fatigue 44. Tourette's 58. Other Pain (specify
2. Alcobol Abuse 15, Gastritis Syndrome syadrome soarce)
3. Sedative/Opiate 16. Pancrestitis 31. Epilepsy 45. Glaocoma 59. External Use
Habit 17. Hepatitis 32 Delirium Tremens 46, Messtrual cramps 60, Drug Side Effect
4. Cocaineor Speed 18 Peptic Ulcer 33. Demesntia 47. Labor pains costrol
Habit 19. Antibiodc 34, Multipie Sclerosis 48, Migraine (specify)_—__
S. Nicodne Habit 20, Asthma 3S. Buntingtoa's 49. Meaniere's Disease  61. Decrease Use of
6 AIDS reisted 21. Siousits Chorea 50. Hyperteasion Other Drugs
illness 22. Cough 35, Cerebral Palsy 51. Itching (specify)
7. Cancer & cancer 23, Aaxiety 37. Brain Trauma $2. Hiccough 62. Sabstitute for
Rx 24. Panic sttacks 38. Spinsal Cord Injury S53. Arthritis Other Drugs
8. Anoresia 28, Insomaia 39. Muscle spasm 84. Carpal Tuanel (specify)
9. Nausea 26. Manis 40. Parkinsoa's disease Syadrome
10. Vomiting 27. Depression 41, Tremor S5, Lapas, 63. Other
11. Diarrhes 28. Letharyy 42, Periphal scleroderma
12. Irritable bowel 29. Weakness seuropathy 56. Amyloidosis
13. Colitis ) 43. Tic doloroux 57. Cosjunctivids
Chief Complaint ICD9-CM Diagnoses

History ofPresent [lness: (date of onset, course)
PastMedicalHistory: (Allergies & adverse drug reactions):
Family Medical History: '
Social History: Drug law arrests/convictions: None_ Yes (specify)
Cannabis type preferred: Sinsemilla_ Mexican_ Hashish_ No preference Other
Age or date Use Begun: Marinol ®(droaabinol) 2.5 mg _ S mg _ 10 mg _ result (+)_ (0)_ (-)_
Route: Oral_ Inhaled: Joint_ Pipe_ Water Pipe_ Vaporizer_ Other (specify):
Frequency: Moathly_ Weekly_ Semiweekly Daily_ Twice a day_ 3xaday _ 4 xaday _more _
Other drugs using- Rx and Over the Counter
Has your physician discussed your use of cannabis with you? Yes _ No _ Discussed any noa prescribed
psychoactive drugs? (including alcohol and tobacco) Yes _No_ Remarks
Completed by:
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Ex.D

Medical Admissions Criteria
to Cannabis Buyers’ Cooperative
Tod H. Mikuriya, M.D.
Medical Coordinator

Because of the vacuum of clinical knowledge about the therapeutic applications of
cannabis caused by cannabis prohibition a widespread condition of ignorance exists.
While it is acknowledged that there exists a range of illnesses on the dimension of
seriousness objectively, there is none to the person afflicted who is seeking relief
Exclusion because the condition does not appear on a list developed by & group of noo-
medical politicians or bureaucrats merely perpetuate this clinical ignorance. Therefore the
medical criteria are to be inclusive limited only by contemporary classifications of illness.

Medical Criteria

Persons shall have a verified specific diagnosis by a licensed physician that is included

within the latest revision of the International Classification of Diseases ICD-9. Or the

Diagnostic Statistical Manual DSM-IV vague statements about conditions, disorders, or

syndromes without specific information or not recognized by either ICD-9 or DSM-IV are -
not acceptable,

Mental Disorders Admissions Protocol

Since the inception of Cannabis Buyers’ Cooperatives some have expressed concern about
the possibility of adverse effects on individuals suffering from emotional or mental
disorders.

Inclh:iw&nervimlhawconductcdwhhmcmbasmdpnkmsbmypsychimic
practice it .is my impression that while many definitely benefit from cannabis there are
others for whom use of cannabis is coptraindicated.

The Cannabis Buyers’ Cooperative Protocols seek to both address these concerns and
study more fully the effects of cannabis on emotional and mental disorders.

All persons seeking membership in the Cooperative for treatment of conditions listed in

DSM-IV or emotional or mental conditions listed in ICD-9 shall be reviewed by mental
bealth professional after verification by intake staff.

ER1204



Individuals in whom the use of cannabis is or has been problematic shall be excluded.
This group includes persons suffering from cannabis related disorders. -

Additionally, other emotional and mental conditions may be worsened by the use qf
cannabis. Some persons are involved in treatment requiring abstinence from cannabis
especially those involved in twelve step recovery programs.

Cases where verification or suitability for the program is in dispute shall be reviewed by a
panel of volunteer psychiatrists who will make final determination.

Adverse Effects of Cannabis

As with any drug, cannabis is a tool. There will always be individuals that experience
adverse consequences from any drug use. The abuse of cannabis had been recognized for
millennia. These problems were described by O’Shaughnessey during his observations in
India in 1839 which included references in the Persian medical literature. With
widespread non medical use of the drug for the past thirty years, psychiatrists have
developed classifications of cannabis presented in the latest Diagnostic and Statistical
Manual, Revision IV (DSM-IV).

Intoxication/Overdose

Overdose is most common by the oral route since the time from taking the drug until the
experience of effects begin is from one to three or more hours. Inexperienced and
ignorant first time users will have an unforgettable experience.

The effects of overdose have been numerously described in general, clinical, and
scientific literature. Cannabis overdose comprises the majority of listings in the Surgeon
General's list, 19* century precursor of the Indicus Medicus. American literary accounts
in books: FizHugh Ludlows Hashish Eater and an essay on Hashish by Victor Robinson
M.D are expressly devoted to cannabis. Descriptions of experience with the drug as pant
of travel to areas of indigenous use may be found in English and European literature over
the past three centuries. Scientific and medical descriptions of effects of cannabis
overdose have been numerous extensive. Before and after its removal in 1937. .
The effects of overdose are from the stimulation and sedation of the central nervous
system. Sumulation with a flooding of ideas and images that are vivid and rapidly
changing. Anention and concentration are markedly impaired. Time perception is
significantly altered with minutes seeming like hours. There may be distortion of spatial
perception. Secondary physical effects, aside from a speeding up of the heart rate is
generally no more than that associated with mild to moderate exercise.

Cannabis-Induced Disorders
292.89 Cannabis Intoxication
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A. Recent use of cannabis.

B. Clinically significant maladaptive behavior or psychological changes (e.g. impaired
motor coordination, euphoria, anxiety, sensation of slowed time, impaired judgment,
social withdrawal) that developed during, or shortly after, cannabis use.

C. Two (or more) of the following signs, developing within 2 hours of cannabis use: (1)
conjunctivae injection (2) increased appetite (3) dry mouth (4) tachycardia.

D. The symptoms are not due to a general medical condition and are not better accounted
for by another mental disorder.

E. Specify if:

With Perceptual Disturbances: This specifier may be noted when hallucinations with
intact reality testing or auditory, visual, or tactile illusions occur in the absence of
deliium. Intact reality testing means that the person knows that the hallucinations are
induced by the substance and do not represent external reality. When hallucinations
occur in the absence of intact reality testing, a diagnosis of Substance-Induced Psychotic
Disorder, with Hallucinations should be considered.

292.81 Cannabis Intoxication Delirium

292.11 Cannabis-Induced Psychotic Disorder, With Delusions Specify if with onset
during intoxication.

292.89 Cannabis-Induced Anxiety Disorder, Specify if: with onset during Intoxication.

Continuing or chronic use.

Use or abuse? Cannabis, like any other drug, is a tool. Properly utilized with realistic

expectations and awareness of its properties, cannabis is a safe and effective medicine.

Improperly used with unrealistic expectations and ignorance, adverse effects may result.

The onset of unwanted effects may be obvious or insidious. The general etiology is some

emotional discomfort for which cannabis is taken to relieve producing undesirable

consequences from using the drug itself.

Paranoia and delusional thinking are not uncommon effects of cannabis both acute and

chronically. In the acute experience it appears to be from the perceptual distortions of
space, time and feelings of detachment.

In chronic use paranoid and delusional thmkmg appear to be the consequences of the
suppression of feelings, the dulling of feelings may alienate the cannabis users from
others by diminishing empathetic capabilities. This emotional insensitivity then results in
conflict through misperception. Misperception results from the dulling of affect that is
important “contextual collateral information source. An effective relief of emotional
distress then becomes an impediment to relationships with the cannabis user. Feelings
are an integral dimension of social perception that convey important contextual
information. Cannabis, as an effective sedative and antidepressant, has this undesirable
side effect when misused. The relief afforded by the drug may be paid for by
complications caused by avoiding dealing with the causes of the emotional pain as well as
diminished functioning while under its influence.

Cognitive impairment by continuing or overuse of cannabis creates a form of mild
dementia that may persist for up to several weeks after discontinuing the drug.
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Individuals sensitive to the drug report a persistent * hangover” that diminishes the ability .
to pay attenuon and concentrate. The onset may be insidious, subtle, and gradual. This
condition is reversible with abstinence from cannabis.

304.30 Cannabis Dependence
A maladaptive partern of cannabis use, leading to clinically significant impairment or
distress, as manifested by three (or more) of the following, occurring at any time in the
same 12 month period:
(1) tolerance, as defined by either of the following;
(a) 2 need for markedly increased amounts of the substance to achieve
intoxication or desired effect.
(b) markedly diminished by either of the following;
(2) withdrawal, as manifested by either of the following:
() the characteristic withdrawal syndrome for the substance.
(b) the same (or a closely related) substance is take to relieve or avoid withdrawal
symptoms.
(3) cannabis is often taken in larger amounts or over a longer period than was intended.
(4) there is a persistent desire or unsuccessful efforts to cut down or control cannabis use.
(5) a great deal of time is spent in activities necessary to obtain cannabis (e.g. visiting
multiple dealers or driving long distances), use the substance (e.g. chain smoking) or
recover from its effects
(6) important social, occupational, or recreational activities are given up or reduced
because of cannabis use
(7) cannabis use is continued despite knowledge of having a persistent or recurrent

physical or psychological problem that is likely to have been cause or exacerbated by
the substance.

305.20 Cannabis Abuse .

A. Maladaptive partern of cannabis use leading to clinically significant impairment or

distress, as manifested by one (or more) of the following, occurring within a 12 month

period: .

1) recurrént cannabis use resulting in a failure to fulfill major role obligations at work,
school, “or home (e.g. repeated absences or poor work performance related to
substance use; cannabis related absences, suspensions, or expulsions from school;
neglect of children or household)

2) recurrent cannabis use in situations in which it is physically hazardous ( e.g. driving
an automobile or operating a machine when impaired by cannabis use)

3) recurrent cannabis related legal problems (e.g. arrests for cannabis relate disorderly
conduct)
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4) continued cannabis use despite having persistent or recurrent social or interpersonal
problems caused or exacerbated by the effects of the substance (e.g. arguments with
spouse about consequences of intoxication, forgotten promises)

B. The symptoms have never met the criteria for Cannabis Dependence for this class of
substance.

232.9 Cannabis Related Disorder not Otherwise Specified
The Cannabis Related not Otherwise Specified category is for disorders associated with
the use of cannabis that are not classifiable as one of the disorders listed above.
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OAKLAND CANNABIS BUYERS' COOPERATIVE

INFORMATION FORM
(Please print clearly)
Name
Street Address Apt. Number
City , State Zip Code
Phoge Number ( ) Date of Birth
Driver License # State GeaderMor F)
Caregiver, DL# DOB 3
Physicizn's Name e . DX #
Address, City, State PHDW
Phoae (_ )
Specific Diagnoasis
1CD9 CODE
Medication(s)

How do you use cannabis? Smoke i grade___smoke lo grade___edibles___tisture

Are you politically u:dve’
Member Signatare Date
Intake By Member #

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Box 70401 Qukdand, CA 946120401
Puone (510) $32-5346 Fax (510) 986-0534 Email ocbc@rxcbe.org Web www.xhe.org
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OAKLAND CANNABIS BUYERS’
COOPERATIVE

Authorization for Release of Patient Status
(Please print clearly)

I, hereby authorize my treating physician,

prist pstieat pame

Dr. to release to the Oakland Cannabis
' print physician pame
Buyers’ Cooperative, my current patient status.

Date

Member/ patient signature

Membership number

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Box 70401 Oakiznd, CA 946120401
Phooe (510) £32-5346 Fax (510) 986-0534 Email ocho@rxcbc.org Web www.rxche.org
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Health and Safety Code 11362.5
PHYSICIAN’S STATEMENT

This certifies that is a patient under my
priat padent’'s same

medical care and supervision for the treatmeat of

Diagnosis
I have discussed the medical benefits and risks of cannabis use with the patient
as a treatmeat for these medical conditions. I recommend cannabis use for my
patient.

If my patient chooses to use cannabis therapeutically, I will continue to moanitor
his/her medical condition and to provide advice on his/her progress.

I understand that I may be contacted to verify the information in this letter. My
patient authorizes me to discuss their medical condition and the contents of this
letter, for verification purposes only. [ am a physician licensed to practice medicine
in the state of California.

Patient's Signatmre

NP /P A Siomoxre (optennl)
Physictan’s Name (print)

Prysician CA License No. NP /P.A. Name (optonnl-primt)

(scrwet)

Q)

( )
Phone Number
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Oakland Cannabis Ex. H
buyers' Cooperative

Compassion

Officer- This crop of medical herb is being grown in its entirety for my
personal medical use, and is intended to be free of toxic chemical, fungus,
and mold contamination. This crop is safe for use by people with HIV/AIDS
and other patients. Any excess will be given to the Oakland Cannabis Buyers’
Cooperative. Thank you for your courage and care. If there are any
questions regarding this garden please call 1-888-304-1260 (law enforcement
use only). :

Name, Grower
Oakland Cannabis Buyers’ Cooperative

Jeffrey W. Jones
Agent of Oakland Cannabis Buyers' Cooperative

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Bax 70401 Oukdand, CA 946120401
Phone (510) £32-5346 Fax (310) 986-0534 Email ochc@rrebx.org Web www.rxche arg

ER1212



OAKLAND CANNABIS BUYERS’ COOPERATIVE

Membership and Informed Consent

L (print clearly) , hereby
consent to the benefits provided by the Oakland Cannabis Buyers’ Co-op (OCBC).

I understand that the OCBC has made no efforts in encouraging me to produce or
use any substances for my medical condition. I have been informed by an
authorized representative of OCBC that I should continue to seek professional
medical advice prior to and during my use of any cannabis product I may acquire
through OCBC.

I understand that the OCBC was organized to fill the necessity of medical cannabis.
Prompting the passing of the Oakland City Council Resolution Number 72516
CMLS. which supports the OCBC operations. I further understand that
circumstances may require defense of authorization in a court of law and agree to
participate in such defense to the extent necessary and practicable.

I understand that the OCBC reserves the right to refuse service(s) to members,

I affirm that I un'above cighteen (18) years of age or have the consent of my
parent/guardian, and that I have a medical condition(s) as attested to on my
information form.

I understand that my coatributions to OCBC, through products I may acquire from
the organization, are used to insure coatinued operation of the OCBC and that this
transaction, in no way, coastitutes commercial promotion.

I understand that medical marijusna, while being a well-known effective
therapeutic agent, is still illegal in this country. Therefore, by signing this form, all
members of OCBC are committing an act of collective Federal civil resistance.

I authorize the OCBC to acknowledge the fact of my membership, whea needed, for
the preservation of my medical rights under the Oakland Resolution # 72516 and
the Compassionate use Act of 1996.

Member Signature Date

Intake By Member #

OAKLAND CANNABIS BUYERS® COOPERATIVE, . P.O. Bax 70401 Onkiznd, CA 946120401
Phone (510) $32-5346 Fax ($10) 986-0534 Email ocbo@rxche.org Web www.rxche.org
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Ex.J

Oakland Cannabis Buyers' Cooperative

. ‘ .{. —-f;_!q‘ B

Compassion

Shawn Malvo

222 Anyplace
Oakland CA 94612

CDL: XXXXXXXXXXXX 2 e e
DOB: 12/05/65 S 7
ISSUE DATE:10/24/97 Member #1167
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Certificate of Membershi
This is to certify that on file with the undersigned officer of the Oakland
Cannabis Buyers' Cooperative is a signed statement of a licensed Physiclan
ackowledging and assenting to cannabis therapy for the patient identified on
the reverse hereof, who, having satisfied all conditions of membership,
is recognized as a Member in good standing of the

Oakland Cannabis Buyers' Cooperative

with all benefits and subject to all conditions as same shall from time to time
be established by the Oakland CBC In accordance with its rules and Protocols.
Presentation of this card shall be evidence that said patient’s Physician would
consider prescribing cannabis If he/she were legally able to do so, assents

to the theraputic usé, and has agreed to monitor and provide medical advice

on the patient's progress.
Hours: M & Fliam-7pm T, W, TH1lam-1ipm, Spm - 7pm

Office # (510) 832-5346 B P
<% 3 1R

24 hr Emergency volcemalil/pager
service (for Law Enforcement Jeffrey W. Jones

use only) 1-888-340-1260. Executive Director
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Ex. K

Safe Use of Cannabis
1996 Tod H. Mikuriva. M.D.

ER1216



Dosage and Route of Administration

Starting with a small amount and gradually increasing the dose is the key to avoiding
unwanted mental side effects. This is called titration- self-titration if adjusted by the user.

Mental Effect Impatience and overdosing with oral cannabis is the most frequent
mention of the drug in medical literature of the 1800's. Oral cannabis over-dosage is
much more intense and longer lasting than from the inhaled route. Because of the two to
three hours before onset of effects, a common mistake of the inexperienced is to repeat
the oral dose with the consequence of overdosing.

Over-dosage

Should you take too much cannabis you may expect the mental effects of time distortion,
racing thoughts, disorientation, speeding heart rate, dry mouth, and reddened eyes. The
greater the dose, the greater intensity and longer these stimulant effects will last before
sinking into a deep sleep. No lasting harm will result but the experience will not be
forgotten. '

Other Adverse Effects

Other adverse mental effects are a prolonged dullness after use of paranoia and a fear of
loss of control. Cannabis, an effective relaxant, can cause an alienation or detachment.
The price of relief of tension may be a dulling or suppression of feelings. Insensitivity to
feslings of other or situations may result.

Set and Setting

The result of the drug is a combination of set (expectations), setting, personality, and the
drug.

Best case: Enjoying a puff or two sitting at home with a friend at the end of the day.
Worst case: Taking a puff driving down the freeway, then looking sideways into the eyes
of a cop.

Personality and Individual Difference

Individuals with personalities that are prone to substance abuse, allergy, sensitivity, or
adverse reactions to other medicines should exert greater caution and try the drug only if

absolutely necessary
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Dependence and Withdrawal

Because cannabis is such an effective medicine for the relief of many uncomfortable
conditions, using the

drug on a continuing basis is not uncommon. One must decide issues of personal
risks/benefits of continuing using cannabis.

Withdrawal from chronic cannabis use produces several nights of more intense dreaming
and possibly some slightly increased nervousness during the day. Some increased
nervousness during the day. Some increase in exercise, if possible, and/or small amounts
of other sedatives will ease the transition from cannabis dependence.
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EX. L
Principals of Responsible Cannabis Use

I No Driving
The responsible consumer of cannabis does not operate a motor vehicle or other

dangerous machinery while impaired by cannabis or - like other responsible
citizens-any other substance or condition, including some medicines and fatigue.
Although cannabis is said by most experts to be safer than many prescription
drugs, responsible cannabis users never operate motor vehicles in an impaired
condition. Public safety demands not only that impaired drivers be taken off the
road, but also that objective measures of impairment other than chemical testing
be developed and used.

. Set and Setting
The responsible cannabis user will carefully consider his or her set and setting,

regulating use accordingly. "Set" refers to the consumer’s values, artitudes,
experience and personality. "Setting” means the consumer’s physical and social
circumstances. The responsible cannabis consumer will be vigilant as to conditions-
time, place, mood, etc- and should not hesitate to say no when those conditions
are not conducive to a safe, pleasant and/or productive experience.

. Resist Abuse

Use of cannabis to the extent that it impairs health, personal development or
achievement is abuse, is resisted by responsible cannabis users. Abuse means
harm. Some cannabis use is harmful; most is not. That which is harmful should be
discouraged; that which is not, need not be. Wars have been waged in the name of
eradicating "drug abuse,” but instead of focusing on abuse, enforcement measures
have been diluted by targeting all drug use, whether abusive or not. If Marijuana
.abuse is to be targeted, it is essential that clear standards be developed to identify
it.

[V. Respect Other's Rights
The responsible cannabis user does not violate the rights of others, observes

accepted standards of courtesy and propriety and respects the preferences of those
who wish to avoid cannabis entirely. No one may violate the rights of others, and
no substance use excuses any such violation. Regardless of the cannabis' legal
status, responsible users will adhere to emerging tobacco smoking protocols in
public and private places.
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\J4dRKJ4TIQ _annaois
Buyers' Cooperative

OAKLAND CANNABIS BUYERS’ COOPERATIVE
Health and Safety Code 11362.5 -

VERIFICATION OF PHYSICIAN’S
WRITTEN RECOMMENDATION

Compassion -

-_
Patient’s Name (pristed) Membership Namber

I have documents stating the physician indicated below attests that:
___He/She is aware of this patient’s use of medical cannabis.
___ He/She has discussed the risks and benefits of cannabis use with this patient.
___He/She will monitor the use of medical cannabis for this patient.
___He/She recommends or approves the use of medical cannabis for this patient.
OR

___ He/She recommends against medical cannabis for this patient.

Verification Information was provided by on at
Office staff at physician's phone number

Direct discussion with physician

Nurse at physician's phone number

Nurse practitioner or physician’s assistant at pbysician’s phone aumber

1]

Physician's Name Date seca by Physician

Address M.D. Specified Expiratios Date (optiosal)

CA License No. (obtais by phose)

Phose Licease Expirution Date

1CD9 Code

I bave verified this physician’s California license as current and valid by checking with the
California Board of Medical Quality Assurance. Date verified:

) Empiloyee's Name Employee’s Sigaature

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Box 70401 Oukland, CA 94612-0401
Phoae (510) 832-5346 Fax (510) 986-0534 Email ocbc@rxcbe.org Web www.rxcbe.org
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ROBERT A. RAICH (State Bar No. 147515)
1970 Broadway, Suite 1200

Oakland, California 94612

Telephone: (510) 338-0700

GERALD F. UELMEN (State Bar No. 39909)
Santa Clara University, School of Law

Santa Clara, California 95053

Telephone: (408) 554-5729

JAMES J. BROSNAHAN (State Bar No. 34555)

ANNETTE P. CARNEGIE (State Bar No. 118624)
ANDREW A. STECKLER (State Bar No. 163390)
CHRISTINA KIRK-KAZHE(State Bar No. 192158)

MORRISON & FOERSTER vie

425 Market Street

San -rancisco, California 94105-2482
Telephone: (415) 268-7000

Attorneys for Defendants
OAKLAND CANNABIS BUYERS'
COOPERATIVE AND JEFFREY JONES

IN THE UNITED STATES DISTRICT COURT
FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
V.
CANNABIS CULTIVATOR'S CLUB, et al.,

Defendants.

AND RELATED ACTIONS.

DECLARATION OF LESTER GRINSPOON, MD, IN SUPPORT OF DEFENDANTS'

RESPONSE TO SHOW CAUSE ORDER

sf-566072

C 98-00085 CRB
C 98-00086 CRB
C 98-00087 CRB
C 98-00088 CRB
C 98 00089 CRB
C 98 00245 CRB

No.

DECLARATION OF LESTER
GRINSPOON, M.D., IN SUPPORT OF
DEFENDANTS’ RESPONSE TO SHOW
CAUSE ORDER

Date: September 28, 1998
Time: 10:00 a.m.
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I, LESTER GRINSPOON, M.D., declare:

1. I am an Associate Professor of Psychiatry, at Harvard Medical School in Boston,
Massachusetts, where | have taught for more than 35 vears. I am also Editor of The Harvard Mental
Health Letter. My area of research is psychoactive drugs. I am particularly interested in the
medicinal properties of cannabis. If called as a witness, | could and would testify competently to the
facts set forth below. I have attached a copy of my Curriculum Vitae as Exhibit A. For the Court’s
convenience, where appropriate I have provided footnotes referencing the sources upon which I have
relied.

2. [ received a bachelor’s degree in 1951 from Tufts College. I received a doctorate in
1955 from Harvard Medical School. 1 subsequently completed an internship in Medicine at Beth
Israel Hospital in Boston, Massachusetts (1955-1956), and a residencyl in psychiatry at Massachusetts
Mental Health temer (1958-1961). 1received further training as a field instructor for the Na‘tvio\nal
Cancer Institute in Los Angeles, California (1956-1958).

3. Since joining the Harvard Medical School faculty in 1973, 1 have held numerous
positions, including Associate Clinical Professor, Assistant Clinical Professor, and Senior
Psychiatrist for the Massachusetts Mental Health Center. My other research and teaching
appointments include, Assistant in Medicine for University of Southern California School of

Medicine (1956-1958), Director of the Clinical Research Center for Massachusetts Mental Health

- Center (1961-1968), Consultant in Psychiatry and Research for Boston State Hospital (1963-1970)

and an Examiner for the American Board of Psychiatry and Neurology (1969-present). I have also
held several positions for the American Psychiatric Association such as Vice-Cha'irpcrson (1975-
1977) and Chairperson for the Council on Research (1977-1979), Vice-Chairperson (19?9-1980) and
Chairperson for Scientific Program Committee (1980-1984).

4. I serve on several professional and community boards. These include many years as a
member of the Beneficial Plant Research Association (1980-1984), the Drug Policy Foundation
(1987-present), Physicians for Human Rights (1986-present), the Drug Research Group (1995-

present), and Scientific and Policy Advisors of the American Council on Science and Health (1997 -
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present). I recently served as Chairperson for the Board of Directors for the National Organization
for the Reform of Marihuana Laws (1993-1995). 1 was also a faculty member for the Zinberg Center
for Addiction Studies in Cambridge, Massachusetts (1993-1996). 1 am currently on several Editorial
Boards, including editor for the Harvard Mental Health Letter (1984-present), the Journal of Social
Pharmacology (1985-present), and Addiction Research (1991-present).

5. [ have testified before the National Marijuana Commission Subcommittee of the
Senate Small Business Committee in 1972, the House Select Committee on Narcotics in 1977, 1979
and 1989, the Controlled Substances Advisory Committee, the Drug Abuse Research Advisory
Committee in 1978, the Senate Judiciary Committee in 1980, and the House Judiciary Committee.
Sub-Committee on Crime in 1997. T am also a frequent presenter at national and international
conferences.

6. | have authored and co-authored some 154 articles in scholarly and professional
journals, most of which deal with clinical comparisons of drug therapies. I have contributed chapters
of medical textbooks, research publications, clinical protocols and conference reports. My work has
been published in the.Journal of Clinical Endocrinology and Metabolism, New England Journal of
Medicine, Journal of the National Cancer Institute, Mental Patients in Transition, Science Digest.
Archives of General Psychiatry, Comprehensive Psychiatry, Clinical Medicine, Journal of
Psychiatric Research, Psychosomatic Medicine, Diseases of the Nervous System, American Journal
of Psychiatry, Scientific America, Psychopharmacologia, International Journal of Psychiatry.
Encyclopedia of Science and Technology, International Narcotic Report, New York Law Journal,
Journal of Consulting and Clinical Psychology, Drug Therapy, World Journal of Psychosynthesis,
Medical Tribune, Contemporary Drug Problems, Social Science and Medicine, Villanova Law
Review, Congressional Digest, Biological Psychiatry, The Sciences, Journal of Ethnopharmacology,
Handbook on Drug Abuse, The Hastings Center Report, Harvard Mental Health Letter, Harper's,
Nova Law Review, New Harvard Guide to Psychiatry, Journal of State Government, Cancer
Treatment & Marijuana Therapy, Journal of Drug Issues, North Carolina Journal of International

Law & Commercial Regulation, Encyclopedia of Human Biology, Drugs, Society and Behavior,
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Journal of American Medical Association, University of West Los Angeles Law Review, and Journal
of Psychoactive Drugs.

7. I have authored and co-authored some 13 books, several of which deal with the history
and medical use of cannabis. These books include Marihuana Reconsidered (Harvard University
Press, 2d ed. 1977), Psychedelic Drugs Reconsidered (Basic Books, 2d ed. 1981), Psychedelic
Reflections (Human Sciences Press, 1982), The Long Darkness: Psychological and Moral
Perspectives on Nuclear Winter (Yale University Press, 1986), and Marihuana, The F orbidden
Medicine (Yale University Press, Revised Edition 1997).

8. Based on my research, I have found that cannabis is remarkably safe. Although not
harmless, it is surely less toxic than most of the conventional medicines it could replace if it were
legally available. Despite its use by millions of people over thousands of years, cannabis has never
caused an overdose death. The most serious concem is respiratory system damage from smoking, but
that can easily be addressed by increasing the potency of cannabis and by developing the technology
to separate the particulate matter in marijuana smoke from its active ingredients, the cannabinoids
(prohibition, incidentally, has prevented this technology from flourishing). Once cannabis regains the
place in the U.S. Pharmacopoeia that it lost in 1941 after the passage of the Marihuana Tax Act
(1937), it will be among the least toxic substances in that compendium. Right now the greatest
danger in using cannabis medically is the illegality that imposes a great deal of anxiety and expense
on people who are already suffering.

9. I have done extensive research on the history of the use of cannabis for medical
purposes, as well as its legal regulation in the United States. The marijuana, cannabis, or hemp plant
is one of the oldest psychoactive plants known to humanity. A native plant of central Asia. cannabis
may have been cultivated as much as ten thousand years ago. It was certainly cultivated in China by
4000 8¢ and in Turkestan by 3000 sc. It has long been used as a medicine in India, China, the
Middle East, Southeast Asia, South Africa, and South America. The first evidence of the medicinal
use of cannabis was published during the reign of the Chinese Emperor Chen Nun five thousand

years ago. Cannabis was recommended for, among other things, malaria and rheumatic pains.
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Another Chinese herbalist recommended a mixture of hemp, resin, and wine as an analgesic during
surgery. Hemp was also noted as a remedy by Galen and other physicians of the classical and
Hellenistic eras, and it was highly valued in medieval Europe.

10. Between 1840 and 1900, more than one hundred papers on the therapeutic uses of
cannabis were published in American and European medical journals. It was recommended as an
appetite stimulant, muscle relaxant, analgesic, sedative, anticonvulsant, and as a treatment for opium
addiction. A professor at the Medical College of Calcutta, W.B. O’Shaughnessy, was the first
Western physician to observe the use of cannabis as a medicine. He gave cannabis to animals,
satisfied himself that it was safe, and began to use it with patients suffering from rabies, rheumatism,
epilepsy, and tetanus. In a report published in 1839, he wrote that he had found tincture of hemp (a
solution of cannabis in alcohol, taken orally) to be an effective analgesic. He was also impressed
with its muscle relaxant properties and called it “an anticonvulsive remedy of the greatest value.” In
1890, J.R. Reynolds, a British physician, summarized thirty years of experience with Cannabis
indica, finding it valuable in the treatment of various forms of neuralgia, including tic douloureux (a
painful facial neurological disorder), and added that it was useful in preventing migraine attacks. He
also found it useful for certain kinds of epilepsy, for depression, and sometimes for asthma and
dysmenorrhea.

11.  The medical use of cannabis was in decline by 1890. It was believed that the potency
of cannabis preparations was too variable, and that individual responses to orally ingested cannabis
seemed erratic and unpredictable. Another reason for the neglect of research on the analgesic
properties of cannabis was that the greatly increased use of opiates after the invention of the
hypodermic syringe in the 1850s allowed soluble drugs to be injected for faster pain relief; hemp
products are insoluble in water and so cannot easily be administered by injection. Toward the end of
the nineteenth century, the development of such synthetic drugs as aspirin, chloral hydrate, and
barbiturates, also contributed to the decline of cannabis as a medicine. But these new drugs had, and
still have today, striking disadvantages. More than a thousand people die from aspirin-induced

bleeding each year in the United States, and barbiturates are, or course, far more dangerous.
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12.  Cannabis use in the United States was particularly a matter of state or federal
regulation until 1915, when the first state, Cali?omia, prohibited marijuana possession or sale. In
1930, the year in which the Federal Bureau of Narcotics was founded, only sixteen states had laws
prohibiting the use of cannabis. In contrast, by 1937, nearly every state had adopted legislation
outlawing cannabis. Sociologists have speculated that pressure from the liquor lobby figured among
the more subtle factors in this sudden legal onslaught. More important, lack of scientific
understanding concerning the effects of cannabis enabled the unsubstantiated statements of the
Federal Bureau of Narcotics to go substantially unchallenged. The Marihuana Tax Act of 1957 was
the culmination of a series of efforts on the part of the Federal Bureau of Narcotics to generate anti-
marijuana legislation.

13.  One might have expected physicians looking for better analgesics and hypnotics to
turn to cannabinoid substances, but the Marihuana Tax Act of 1937 undermined any such
experimentation. The Marihuana Tax Act of 1937 imposed a transfer tax upon certain dealings in
marijuana. The Marihuana Tax Act of 1937 provided that anyone who imports, manufacmres,
produces, compounds, sells, deals in, dispenses, prescribes, administers. or gives away marijuana was
required to register, record transactions and pay special taxes depending on the defined purposes.
Those who failed to comply were subject to large fines or prison for tax evasion. Although. it was
ostensibly designed to prevent nonmedical use of cannabis, the Marihuana Tax Act of 1937 made
cannabis so difficult fo obtain, that cannabis was removed from the United States Pharmacopoeia and
National Formulary in 1941. The Boggs Act of 1951 established mandatory prison terms and large
fines for violation of any federal drug law, and the Narcotic Control Act of 1956 strengthened those
penalties.

14.  In the 1960s, however, the public began to rediscover the medical value of cannabis,
as letters appeared in lay publications from people who had learned that it could relieve their asthma,
nausea, muscle spasms, or pain and wanted to share that knowledge with readers who were familiar
with the drug. Meanwhile, legislative concern about recreational use of cannabis increased, and in

1970 Congress passed the Comprehensive Drug Abuse Prevention and Control Act (also called the
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Controlled Substances Act), which assigned psychoactive drugs to five schedules and placed

cannabis in Schedule I, the most restrictive.

15. A few patients have been able to obtain medical cannabis legally in the last twenty
years. Beginning in the 1970s, thirty-five states passed legislation that would have permitted medical
use of cannabis but for the federal law. Several of those states actually established special research
programs, with the permission of the federal government, under which patients who were receiving
cancer chemotherapy would be allowed to use cannabis. These projects demonstrated the value of
both smoked marijuana and oral THC (tetrahydrocannabinol). The FDA approved oral THC
(Marinol) as a prescription medicine in 1986. In 1976, the federal government introduced the
Individual Treatment Investigational New Drug program (commonly referred to as the
Compassionate IND), which provided cannabis to a few patients whose doctors were willing to
undergo the papemork-burdeﬁed and time-consuming application process. About three dozen
patients eventually received cannabis before the program was discontinued in 1992, and eight
survivors are still receiving it — the only persons in the country for whom it is not a forbidden
medicine.

16.  The most effective spur to the movement for medical marijuana came from the
discovery that it could prevent the AIDS wasting syndrome. It is not surprising that the Physicians
Association for AIDS Care was one of the medical organizations that endorsed the California
initiative prohibiting criminal prosecution of medical marijuana users.

17. I have conducted an extensive review of the literature concerning medical uses of
cannabis and I am familiar with studies on the topic. Review of medical literafure is a commonly
used research tool. I have also studied clinically many patients who have used cannabis for the relief
of a variety of symptoms; this clinical experience forms the basis of my book, Marihuana, The
Forbidden Medicine. In my book I provide first-person accounts of the ways that cannabis alleviates
symptoms of cancer chemotherapy, multiple sclerosis, osteoarthritis, glaucoma, AIDS and
depressions, as well as symptoms of such less common disorders as Crohn's disease, diabetic

gastroparesis, and post-traumatic stress disorder. The patient narratives illustrate not only cannabis’s
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therapeutic properties but also the unnecessary further pain and anxiety imposed on sick people who
must obtain cannabis illegally.

18.  Cannabis has several uses in the treatment of cancer. Asan appetite stimulant, it can
help to slow weight loss in cancer patients. It may also act as a mood elevator. But the most
common use is the prevention of nausea and vomiting associated with cancer chemotherapy. About
half of patients treated with anticancer drugs suffer from severe nausea and vomiting, which are not
only unpleasant and painful but a threat to the effectiveness of the therapy. Retching can cause tears
of the esophagus and rib fractures, prevent adequate nutrition, and lead to fluid loss. Some patients
find the nausea so intolerable they say they would rather die than go on. The antiemetics most
commonly used in chemotherapy are metoclopramide (Reglan), the relatively new ondansetron
(Zofran), and the newer granisetron (Kytril). Unfortunately, for many cancer patients these
conventional antiemetics do not work at all or provide little relief.

19. The suggestion that cannabis might be used in the treatment of cancer arose in the
early 1970s when some young patients receiving cancer chemotherapy found that marijuana smoking
reduced their nausea and vomiting. In one study of 56 patients who got no relief from standard
antiemetic agents, 78% became symptom-free when they smoked ma.rijuanztI Oral
tetrahydrocannabinol (THC) has proved effective where the standard drugs were not,” but smoking
generates faster and more predictable results because it raises THC concentration in the blood more
easily to the needed level. Also, it may be hard for a nauseated patient to take oral medicine. In fact.
there is strong evidence that most patients suffering from nausea and vomiting prefer smoked

marijuana to oral THC.

' Vinciguerra, V., et al. Inhalation Marihuana as an antiemetic for cancer chemotherapy.
New York State Journal of Medicine 1988; 88:525-527. (Anached as Exhibit B).

2 Sallan, S.E., et al. Antiemetic effect of delta-9-tetrahydrocannabinol in patients receiving
cca)nccr chemotherapy. New England Journal of Medicine 1975; 293:795-797. (Attached as Exhibit
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20. Oncologists may be ahead of other physicians in recognizing the therapeutic potential
of cannabis. In the spring of 1990, two investigators randomly selected more than 2,000 members of
the American Society of Clinical Oncology (one-third of the membership and mailed them an
anonymous questionnaire to learn their views on the use of cannabis in cancer chemotherapy.

Almost half of the recipients responded. Although the investigators acknowledged that this group
was self-selected and that there might be a response bias, their results provide a rough estimate of the
views of specialists on the use of Marinol (dronabinol, oral synthetic THC) and smoked marijuana.
Only 43% said the available legal antiemetic drugs (including Marinol) provided adequate relief to all
or most of their patients, and only 46% said the side effects of these drugs were rarely a serious
problem. Forty-four percent had recommended the illegal use of cannabis to at least one patient. and
half would prescribe it to some patients if it were legal. On average, they considered smoked
marijuana more effective than Marinol and roughly as safe.?

21.  Cannabis is also useful in the treatment of glaucoma, the second leading cause of
blindness in the United States. In this disease, fluid pressure within the eyeball increases until it
damages the optic nerve. About a million Americans suffer from the form of glaucoma (open angle)
treatable with cannabis. Glaucoma is treated chiefly with eyedrops containing betablockers such as
timolol (Timoptic), which inhibit the activity of epinephrine (adrenaline). They are effective but may
have serious side effects such as inducing depression, aggravating asthma, slowing the heart rate. and
increasing the risk of heart failure. Cannatgi§ causes a dose-related. clinically significant drop in
intraocular pressure that lasts several hours in both normal subjects and those with the abnormally

high ocular tension produced by glaucoma. Oral or intravenous THC has the same effect, which

seems to be specific to cannabis derivatives rather than simply a result of sedation. Cannabis does

3 . . . . . o . o
Doblin R. Kleiman M. Marihuana as anti-emetic medicine: a survey of oncologists

‘attitudes and experiences. Journal of Clinical Oncology 1991; 9:1275-80. (Attached as Exhibit D).
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not cure the disease, but it can retard the progressive loss of sight when conventional medication fails

and surgery 1s to0 da.ngerous.4

22 About 20% of epileptic patients do not get much relief from conventional
anticonvulsant medications. Cannabis has been explored as an alternative at least since 1975 whena
case was reported in which marijuana smoking, together with the standard anticonvulsants
Phenobarbital and diphenylhydantoin, was apparently necessary to control seizures in a young
epileptic man.’ The cannabis derivative that is most promising as an anticonvulsant is cannabidiol.
In one controlled study, cannabidiol in addition to prescribed anticonvulsants produced improvement
in seven patients with grand mal convulsions: three showed great improvement. Of eight patients
who received a placebo instead, dnly one improved.® There are patients suffering from both grand
mal and partial seizure disorders who find that smoked marijuana allows them to lower the doses of
conventional anticonvulsant medications or dispense with them altogether. Furthermore,
anticonvulsants have many potentially serious side effects, including bone softening, anemia.
swelling of the gums. double vision, hair loss, headaches, nausea, decreased libido, impotence,
depression, and psychosis. Overdoses or idiosyncratic reactions may lead to loss of motor
coordination, coma or even death.

23, There are many case reports of cannabis smokers using the drug to reduce pain: post-
surgery pain, headache, migraine, menstrual cramps, and so on. Ironically, the best alternative
analgesics are the potentially addictive and lethal opioids. In particular, cannabis is becoming

increasingly recognized as the most effective treatment for the pain that accompanies muscle spasm.

which is often chronic and debilitating, especially in paraplegics, quadriplegics, other victims of

“ Hepler, R.S., etal. Ocular Effects of Marihuana Smoking. M.C. Braude, S. Szara (eds.).
The Pharmacology of Marihuana. New York: Raven Press, 1976.

S Consroe, Paul F., et al. Anticonvulsant nature of Marihuana smoking. Journal of the
American Medical Association 1975; 234-306-307. (Attached as Exhibit E).

_ ¢ Cunha, J.M., et al. Chronic administration of cannabidiol to healthy volunteers and epileptic
patients. Pharmacology 1980; 21:175-185. (Attached as Exhibit F).
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traumatic nerve injury, and people suffering from multiple sclerosis or cerebral palsy. Many of them
have discovered that cannabis not only allows them to avoid the risks of other drugs, but also reduces
muscle spasms and tremors; sometimes they are even able to leave their wheelchairs.”

24. One of the most common causes of chronic pain is osteoarthritis, which is usually
treated with synthetic analgesics. The most widely used of these drugs — aspirin. acetaminophen
(Tylenol), and nonsteroidal anti-inflammatory drugs (NSAIDs) like ibuprofen and naproxen — are
not addictive, but they are often insufficiently powerful. Furthermore, they have serious side effects.
Stomach bleeding and ulcer induced by aspirin and NSAIDs are the most common serious adverse
drug reactions reported in the United States, causing an estimated 7,000 deaths each year.
Acetaminophen can cause liver damage or kidney failure when used regularly for long periods of
time; a recent study suggests it may account for 10% of all cases of end-stage renal disease. a
condition that requires dialysis or a kidney transplam.8 Cannabis, as [ pointed out earlier. has never
been shown to cause death or serious illness. The University of lowa conducted a study of cannabis
for the relief of pain. Researchers gave oral THC or placebo at random to hospitalized cancer
patients who were in severe pain. The THC relieved pain for several hours in doses as low as 5-10
mg, and for even longer at 20 mg. At this dose and in this setting, THC proved to be a sedative as
well. It had few physical side effects than other commonly used analgesics.9

25.  Oncologists are legally permitted to administer the synthetic THC (Marinol) orally in

capsule form. But inhaled cannabis may be necessary for several reasons. For one thing. oral THC is

7 Petro, D. J., Ellenberger, C., Treatment of human spasticity with delta-9-
t(g;rahydrocannabmol Journal of Clinical Pharmacology 1981, 21:413-416. (Attached as Exhibit

® Perneger, T.V., Whelton, P., Klag, M.J. Risk of kidney failure associated with the use of
acetaminophen, aspirin, "and nonsteroidal anti- inflammatory drugs. New England Journal of
Medicine 1994, 331:25:1675-1679. (Attached as Exhibit H).

’R. Noyes, S. F. Brunk, D. A. Baram, and A. Canter, “Analgesic Effect of Delta-9-
tetrahydrocannabinol,” Journal of Clinical Pharmacology 15 (February-March 1975): 139-143.
(Attached as Exhibit I).
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subject to the variances of bioavailability. This means that two patients who take the same amount
may absorb different proportions of the dose, and a given patient may respond differently on different
days, depending on the condition of the intestinal tract and other factors. Furthermore, the effects of
smoked cannabis are perceived almost immediately, so patients can smoke slowly and take only what
they need for a therapeutic effect. Patients who swallow Marinol may discover after an hour or so
that they have taken too much for comfort or not enough to relieve their symptoms. Inany case.a
patient who is severely nauseated and constantly vomiting may find it almost impossible to the
capsule down. Furthermore, Marinol makes some patients anxious and uncomfortable. Smoked
cannabis, unlike Marinol, contains other substances which reduces anxiety caused by the THC.

26.  In theory, all the therapeutic properties of cannabis could be used if individual
cannabinoids in addition to THC were isolated and made available separately as medicines. But this
would be an enormously complicated procedure. Research sponsors would have to determine the
therapeutic potential and evaluate the safety of sixty or more substances, synthesize each one found
to be useful, and package it as a pill or aerosol. As some of these substances probably act
synergistically, it would also be necessary to look at various combination of them. However no drug
company would provide the resources needed for such a project because cannabis can not be
patented, it is a plant material containing many chemicals rather than a single one and no drug in the
present pharmacopoeia is delivered by smoking.

27.  More than 300,000 Americans have died of AIDS. Nearly a million are infected with
HIV, and at least a quarter of a million have AIDS. Although the spread of AIDS has slowed among
homosexual men, the reservoir is so huge that the number of cases is sure to grow. Women and
children as well as both heterosexual and homosexual men are now being affected; the disease is
spreading most rapidly among intravenous drug abusers and their sexual partners. The disease can be
attacked with anti-viral drugs, of which the best known are zidovudine (AZT) and protease inhibitors.
Unfortunately, these drugs sometimes cause severe nausea that heightens the danger of semi-
starvation for patients who are already suffering from nausea and losing weight because of the illness

— a condition sometimes called the AIDS wasting syndrome.

DECLARATION OF LESTER GRINSPOON, MD, N SUPPORT OF DEFENDANTS' 11
RESPONSE TO SHOW CAUSE ORDER

sf-566072
ER1233



tJ

(VS]

28.  Cannabis is particularly useful for patients who suffer from AIDS because it not only
relieves the nausea but retards weight loss by enhancing appetite. In one study the body weight and
caloric intake of twenty-seven marijuana users and ten control subjects were compared for twenty-
one davs on a hospital research ward. The marijuana smokers ate more than the controls and gained
weight; the controls did not. When they stopped smoking marijuana, they immediately started to eat
less.'® When it helps patients regain lost weight, it can prolong life. Although Marinol has been
shown to relieve nausea and retard or reverse weight loss in patients with HIV infection. most
patients prefer smoked cannabis for the same reasons that cancer chemotherapy patients prefer
smoked cannabis. Cannabis is more effective and has fewer unpleasant side effects, and the dosage 1s
easier to adjust. Many patients report that cannabis provides an appetite and pain relief without the
semi-comatose effect of narcotics.

29.  Opponents of medical cannabis often object that the evidence of its usefulness.
although strong, comes only from case reports and clinical experience. Itis true that there are no
double-blind controlled studies meeting the standards of the Food and Drug Administration. chiefly
because legal, bureaucratic, and financial obstacles have been constantly put in the way. However,
we know more about cannabis than about most prescription drugs. Furthermore, individual
therapeutic responses are often obscured in group experiments, and case reports and clinical
experience are the source of much of our knowledge of drugs. As Dr. Louis Lasagna has pointed out.
controlled experiments were not needed to recognize the therapeutic potential of chloral hydrate,

barbiturates, aspirin, insulin, or penicillin.'' Nor was that the way we learned about the use of

0y, Qrccnbcrg, J. Kuchnlc, J H. Mendelson, and J. G. Bernstein, “Effects of Marijuana Use
of Body Weight and Caloric Intake in Humans,” Journal of Psychopharmacology (Berlin) 49 (1976):
79-84. (Attached as Exhibit J).

""'Lasagne, L. Clinical trials in the natural environment. C. Stiechele, W. Abshagan, J. Kich-
Weser (eds.). /n Drugs Berween Research and Regulations. New York: Springer-Verlag, 1985: 45-
49. (Attached as Exhibit K).
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propranolol for hypertension, diazepam for status epilepticus, and imipramine for enuresis. All these
drugs had originally been approved for other purposes.

30.  In the experimental method known as the single patient randomized trial, active and
placebo treatments are administered randomly in alternation or succession. The method is often used
when large-scale controlled studies are inappropnate because the disorder is rare, the patient is
atypical, or the response to treatment is idiosyncratic.'? Several patients have told me that they
assured themselves of cannabis’s effectiveness by carrying out such experiments on themselves.
alternating periods of cannabis use with periods of abstention. I am convinced that the medical
reputation of cannabis is derived partly from similar experiments conducted by many other patients.

31 Some physicians may regard it as irresponsible to advocate use of a medicine on the
basis of case reports, which are sometimes disparaged as merely “anecdotal” evidence which counts
apparent successes and ignores apparent failures. That would be a serious problem only if cannabis
were a dangerous drug. The years of effort devoted to showing that cannabis is exceedingly
dangerous have proved the opposite. Itis safer, with fewer serious side effects. than most
prescription medicines, and far less addictive or subject to abuse than many drugs now used as
muscle relaxants, hypnotics, and analgesics.

32 Based on the best available medical information, it is evident that cannabis should be
made available even if only a few patients could get relief from it, because the risks are so small. For
example, as | mentioned, many patients with multiple sclerosis find that cannabis reduces their
muscle spasma and pain. A physician may not be sure that such a patient will get more relief from
céannabis than from the standard drugs baclofen, dantrolene, and diazepam — all of which are
potentially dangerous or addictive — but it is almost certain that a serious toxic reaction to cannabis

will not occur. Therefore the potential benefit is much greater than any potential risk.

121 arson, E.B. N-of-1 clinical trials: A technique for improving medical therapeutics.
Western Journal of Medicine 1990; 152:52-56; Guyatt, G.H,, Keller, JL..Jaeschke.R., etal. The N-
of-1 randomized controlled trial: Clinical usefulness. Annals of Internal Medicine 1990, 112:293-
299. (Attached as Exhibit L).
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33.  During the past few years, the medical uses of caonabis have become increasingly
clear to many physicians and patients, and the number of people with direct experience of these uses
has been'gxowing. Therefore, the discussion is now tumning from whether cannabis is an cffectve
medicine 1o how it should be madc available.
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LESTER GRINSPOON, M.D.
Date of birth: June 24, 1928, Newton, Maasachusetts

Marital status: married, three children

EDUCATION:
1951 B.S., Tufts College, Medford, Massachusetts, magna
cum laude.
1955 M.D., Harvard Medical School, Boston, cum laude.
o] N RI H

1855-1956 Intern in Medicine, Beth Israel Hospital, Bostoen,
Massachusetts.

1956-1958 Field Investigator for the National Cancer
Institute, Los Angeles, California.

1958-1961 Resident in Psychiatry, Massachusetts Mental Health

Center, (Chief of Drug Unit 1959-1960; Chief of
Service 1960-1961).

RESEARCH AND TEACHING APPOINTMENTS:

1950-1951 Olmstead Fellow in Biology, Tufts College, Medfoxd,
Massachusetts

1956-1958 Agsistant in Medicine, University of Southern

California School of Medicine, Los Angeles,
California

1958-1959 Teaching Fellow in Psychiatry, Harvard Medical

School, Boston, Massachusetts

1961-1962 Assistant in Psychiatry, Harvard Medical School,
Boston, Massachusetts

1961-1963 Lecturer on Social Relations, Harvard University,
Cambridge, Massachusetts

1962-1564 Instructor in Psychiatry, Harvard Medical School,
1962-1965 Boston, Massachusetts

1961-1991 Senior Psychiatrist, Massachusetts Mental Health

Center, Boston, Masgsachusetts

1964-1365 Clinical Associate in Psychiatry, Harvard Medical

School, Boston, Massachusetts
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1965-19€8 Assistant Clinical Professor of Psychiatry, Harvard
Medical School, Boston, Massachusetts

1968-1973 Associate Clinical Professor of Psychiatry, Harvard
Medical School, Boston, Massachusetts

1873- Agsociate Professor of Psychiatry, Harvard Medical
School, Boston, Massachusetts«

QTEER APPOINTMENTS

1961-1968 Director, Clinical Research Center, Massachusetts
Mental Health Center

1962 Director, Summer Institute on Alternative Ways of
Handling Conflict: Behavioral Science Research
Toward Peace, Sponsored by the American Academy of
Arts and Sciences

1963-15970 Consultant in Psychiatry and Research, Boston State
Hespital

1969~ Examiner, American Board of Psychiatry and Neurology

1972-1988 Advisory Board, National Organization for the Reform
of Marijuana Laws

1573-1974 Budget Committee, American Psychiatric Association

1873- Executive Director, Massachusetts Mental Health
Research Corporation

1974-1979 Consultant, Task Force on Interface between
Psychiatry and Industry, American Psychiatric
Association

1974-1979 Council on Research, American Psychiatric
Association

1875-1977 Vice-Chairperson, Council on Research,
American Psychiatric Association

1976-1981  Advisory Board, The Center for the Study of Non-
Medical Drug Use

1977-1979 American Psychiatric Association Representative to
the American Association for the Advancement of
Science

1877-1979 Chairperson, Council on Regsearch, American

Psychiatric Association
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1979-1980

1979-1980

1879-

1980-1984

1980-1984

1984-1885

1986-198%90

1987-
1987-

1989-

1589-15%91

1589-1991

1990-
1950-1992

19581-1993

1993-1996

1994-1995

1995~

1997-

Vice-Chairperson, Scientific Program Committee,
American Psychiatric Association

Chairperson, Subcommittee on Awards for Scientific
Exhibits, American Psychiatric Association

Council on Marihuana and Health, Natiocnal
Organization for the Reform of Marijuana Laws

Chairperson, Scientific Program Committee, American
Psychiatric Association

Scientific Advisory Board, Beneficial Plant Research
Association

Chairperson, Task Force on Soviet/American
Relations, American Psychiatric Association

Founding Board of Directors, Physicians for
Human Rights

Advisory Board, The Drug Policy Foundation
Board of Advisors, The Albert Hofmann Foundation

Vice President, International Antiprohibitionist
League

Advisory Board, Civil Liberties Union of
Massachusetts/ACLU

‘Board of Directors, Center for Psychological Studies

in the Nuclear Age
Advisory Board, Physicians for Human Rights

Board of Directors, Drug Policy Foundation

Board of Directors, Civil Liberties Union of
Massachusetts

Faculty Member, Zinberg Center for Addiction Studies,
Cambridge, Massachusetts

Chairperson, Board of Directors, National
Organization for the Reform of Marihuana Laws

Advisory Board, The Drug Research Group

Board of Scientific and Policy Advisors of the
American Council on Science and Health
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1997- Honorary Member, Arbeitsgemeinschaft Caqnabie als
Medizin (Alliance for Cannabis as Medicine), Germany

1997- International Advisory Committee, Physicians for
Human Rights
EDITORIAL BOARDS:

1982-1984 Editor, Psychiatry Update: The American Psychiatric
Association Annual Review; Volumes I-III

1982-1993 Journal of Psychiatric Research

1984- Editor, The Harvard Mental Health Letter
1985- Journal of Social Pharmacology

1985- The Harvard Health Letter

1991- Addiction Research

OTEFR P :

Testified before legislative committees in the states of
Massachusetts, Colorado, New Jersey, Washington, Vermont, and New
York. Also testified before the National Marijuana Commission
(1272), the House Armed Services Committee (1962), the Monopoly
Subcommittee of the Senate Small Business Committee (1976), the
House Select Committee on Narcotics (1977, 1978, 1988), the
Controlled Substances Advisory Committee, the Drug Abuse Resgearch

Advisory Committee (1978), and the Senate Judiciary Committee
(1980), etc.

HONORARY EOCIETIES:

Phi Beta Kappa

Alpha Omega Alpha

Boylston Society, Harvard Medical School
Columbia University Seminar Associate

PROFESJTONAL ORGANIZATIONS:

Magsachusetts Medical Society

American Psychiatric Association (Fellow) :
American Association for the Advancement of Science (Fellow
Group for the Advancement of Psychiatry

Society of Biological Psychiatxy

World Federation of Mental Health
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MEDICAL LICENSING AND CERTIPICATION:

Diplomate, National Board of Medical Examiners
Licensed, State of Massachusetts
Diplomate, American Board of Psychiatry

PSYCHOANALYTIC TRAINING:

Graduate, Boston Psychoanalytic Institute, Boston,
Massachusetts, April 1967

Member, Boston Psychoanalytic Society, Boston, Massachusetts,
1967-1985S

WARDS

Mencken Award: Honorable Mention Winner for contribution to
Deazling with Drugs, 1988 :

Alfred R. Lindesmith Award for Achievement in the Field of

Scholarship, a $10,000 award of the Drug Policy Foundation,
Washington, D.C., 18380*

Norman E. Zinberg Award for Marihuana Research, an award of The

National Organization for the Reform of Marijuana Laws,
Washington, D.C., 18¢0

rsee citation, page 23

PUBLICATIONS:

1. Grinspoon, L., Sagild, U., Blum, H.P., and Marble, A.:
Changes in circulating eosinophils in juvenile diabetics
in response to epinephrine, ACTH, and hypoglycemia.
Journal of Clinical Endocrinology and Metabolism

13:753-768, 1953. ’

2. Alexander, B., Meyers, L., Kenny, J., Goldstein, R.,
Gurewich, V., and Grinspoon, L.: Blood coagulation in
pregnancy: Proconvertin and prothrombin, and the
hypercoagulable state. New England Jourpal of Medicine,
254:358-363, 1856.

3. Grinspoon, L. and Dunn, J.E.: A study of the frequency

of achlorhydria among Japanese in Los Angeles.
the National Cancex Institute, 22:617-631, 1959.
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10.

11.

12.

13.

14.

1s5.

6

Ewalt, J.R., Alexander, G.L., and Grinspoon, L.: Chenging
practices: A plea and some predictionsa.
Hospitals, 11(6):9-13, June 1960.

Grinspoon, L., Courtney, P.H., and Bergen, K.M.: The
usefulness of a structured parents' group in
rehabilitation. In Mental Patients in Transition,
Greenblatt, M., Levinson, D.J., and Klerman, G.L. ({(eds.).
Springfield, Illinois: Charles C. Thomas, Publishers,
1961, pp. 229-260.

Grinspoon, L. and Lieberman, E.J.: Escape from the bomb:
Anxiety, anger, and the "enemy." The New Republic,
September 4, 1961, pp. 10-15.

Grinspoon, L. and Lieberman, E.J.: Our psychological
retreat from the bomb. Science Digest, 50:1-6, 1961.

Grinspoon, L. and Cohen, R.E.: The introduction of a
part-time hospitalization program into an acute
psychiatric treatment service.

Medicine, 267:752-756, 1962.

Grinspoon, L.: The psychological problems of life in a
fall-out shelter. In No Place to Hide, Melman, S. (ed.).
New York: Grove Press, 1962.

Cohen, R.E. and Grinspoon, L.: Limit setting as a

corrective ego experience. Archives of General
Psychiatry, 8:74-79, 1963,

Grinspoon, L., Heath, L.M., Barron, M.W., Jones, M.R.,

and Furtado, L.P.: A day care program on an inpatient
gservice. Mental Hospiktals, 1(5):259-264, May 1963.

Grinspoon, L.: PFallout shelters and mental health.
Resident Physician

' , 9:76-81, May 1963. Also in Medical
Times, 91(6):517-520, June 1963.

Gringpoon,.b. and Greenblatt, M.: Pharmacotherapy
combined with other treatment methods. Presented at the

Third World Congress of Psychiatry, Montreal, June 4-10,
1961. Published in Comprehensive Psychiatxy, 4:256-262,
1963.

Grinspoon, L. and Cohen, R.E.: A new approach to the
hospitalization of the mentally ill. Clinical Medicine,
70:1983-1995, 1963.

Grinspoon, L.: Decision-maker's dilemma. Harvard Medical

, 38(S):37-41, Summer 1964.
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16.

17.

18.

is.

20.

21.

22.

23.

24.

25.

26.

7

Grinspoon, L.: Fallout shelters and the unaccgptability
of disquieting facts. In The Threat of Impending

Grosser, G., Wechesler, H. and Greenblatt, M. (eds.).
Cambridge, Massachusetts: MIT Press, 1964, pp. 117-
130.

Grinspoon, L.: Interpersonal constraints and the
decision-maker. In

Science: The Craigville Papers, Fisher, R. (ed.). New
York: Basic Books, 1964, pp. 238-247.

Grinspoon, L.: The truth is not enough. In Intexnational
Conflict and Behavioral Science: The Craigville Papers,

Fisher, R. (ed.). New York: Basic Books, 1964, Pp.
272-281.

Grinspoon, L., Shader, R.I., Chatterjee, S., and Cohler,
J.: Side effects and double-blind studies -- I: a
clinical comparison between thioridazine hydrochloride and
a combination of phencbarbital and atropine sulfate.

1 1 of psychi ic R ]

, 2:247-256, 18964.

Post, J.M., Swanson, J.F., and Grinspoon, L.: Cyclic
staff responses to chronic gchizophrenic patients.

Perspectives in Psychiatric Caxe, 2(3):13-23, 1964.

Shader, R.I., Cohler, J., Elashoff, R., and Grinspoon, L.:
Phenobarbital and atropine in combination: An active:
control substance for phenothiazine research. Journal of
Pgychiatric Research, 2:169-183, 1964.

Crider, A., Grinspoon, L., and Mahler, B.: Autconomic and
psychomotor correlates of premorbid adjustment in
schizophrenia. , 27:201-206, 1965.

Cohler, J., Grinspoon, L., and Fleiss, J.: An extreme

situation on a chronic schizophrenic treatment ward.
Jourpnal for the Study of Interpersonal Processes, 28:359-
367, 1965.

Crider, A., Maher, B., and Grinspoon, L.: The effect of
sensory input on the reaction time of schizophrenic
patients of good and poor premorbid history.
Psychosomatic Ecience, 2:47-48, 196S.

Cohler, J., Grinspoon, L., Shader, R.I., and Chatterjee,
8.: Behavioral gorrelates of the guessing game. Axchives
of Genexal Pavchiatry, 15:279-287, 1966.

Grinspoon, L. and Menninger, R.W.: Introduction to the
range of human conflict: A symposium. Bulletin of the

Menninger Qlinic, 30:265-266, 1966.
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27.

28.

29.

30.

31.

32.

33.

34.

35.

fevine, F., Shader, R.I., Whitney, N., and Grinspoon, L.:
The observers and the observed: The effect of doing

ratings on staff-patient contact patterms.
Consulting Pgychology

, 30:456-457, l1966.

Alexander, S., Shader, R., and Grinspoon, L.:
Electrocardiographic effects of thioridazine hydrochloride

(Mellaril R). Lahey Clinic Foundation Bulletin, 6(2):207-
215, 1967.
Grinspoon, L., Ewalt, J., and Shader, R.I.: Long-term

treatment of chronic sch;zophrenza A preliminary report.
, 4(2):116-141, August

1967. Reprinted in 8
i , State of New York Department

the Balanced Sexrvice System
of Mental Hygiene, Division of Mental Health, July 1974,
pPp. B80-95.

Shader, R.I. and Grinspoon, L.: Schizophrenia,
oligospermia, and the phenothiazines.
Nexvous Sysgtem, 28:240-244, 1967.

Bergen, H., Grimnspoon, L., and Eliashof, B. Conflicting
staff and family demands on schizophrenic patlents

Hospital and Community Psvchiatry, 15(3):84-87, March
1968.

Bergen, J.R., Frohman, C.E., Mittag, T.W., Arthur, R.E.,
Warner, K.A., Grinspoon, L., and Freeman, H.: Plasma

factors in schizophrenia- A cooperative study. Axchives
gi_ﬁgn_znl_zsxsh;a;xx 18:471-476, 1968.

Grinspoon, L., BEwalt, J., and Shader, R.I.: Psychotherapy
and pharmacotherapy in chronic schizophrenia. &amexican
Journal of Pagychiatry, 124:1645-1652, 1968. Reprinted in

System, State of New York Department of Mental Hygiene,
Division of Mental Health, July 1974, pp. 96-110.

Bergen, H., and Grinspoon, L.: ©On the relationship of
staff-family interactions and deterioration of the
patient. PRsychiatric Opinion, 5(5):38-43, October 1968.

Grinspoon, L.:
decision-maker. American Jourmal of Psychiatzy,
1082, 1965.

Pgychosocial constraintes on the important
1074-
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36.

37.

38.

39.

40.

41.

42.

430

44.

45.

Messier, M., Finnerty, R., Botvin, C.. and Grinmspoon, L.:
A follow-up study of intensively treated chronic
schizophrenic patients. e '
125:1123-1127, 1968. Also published in
Syndrome

, R. Cancro (ed.). New York: Brunner/Mazel,
1971.

Stern, M., Pram, D., Wyatt, R., Grinspoon, L., and Tursky,
B.: All-night sleep studies of acute schizophrenics.
archives of Geperal Pgychiatxy, 20:470-477, 1969.

Wyatt, R., and Grinspoon, L.: Behaviora} and skin .
potential response correlations in chronic schizophrenia.
Comprehensive Psychiatry, 10:196-200, 1969.

Pavy, D., Grinspoon, L., and Shader, R.I.: Word fregquency
measures of verbal disorders in schizophrenia. Diseasges
of the Nervous System, 30:553-556, 1968.

Grinspoon, L.: Marihuana. i i
221(6) :17-25, December 196S. Reprinted In
H a

American, San Francisco: W.H. Freeman and Company, 1972,
pp. 85-97.

Meltzer, H., Shader, R.I., and Grinspoon, L.: The
behavioral effects of nicotinamide adenine dinucleotide in
chronic schizephrenia. Psychopharmacologia (Bexl).
15:144-152, 1969,

Shader, R.I., Grinspoon, L., Ewalt, J.R., and Zahn, D.A.:
Drug responses in schizophrenia. Presented at the
Conference, "Schizophrenia: An Appraisal," November 14-
16, 1968, New York. Published in Schizophrenia:

Current Copcepte and Ressarch, D.V. Siva Sankar (ed.).
New York: PJD Publications, 1969, pp. 161-173.

Grinspoon, L.: The utility of psychotherapy with
schizophrenia.- i i

Interpational Jourmal of Psychiatry,
8(4):727-729, 1969,

Shader. R.I. and Grinspoon, L.: The effect of social

feedback on chronic schizophrenic patients. Comprehensive
Paychiatry, 11:196-199, 1970.

Wyatt, R.J., Stern, M., Fram, D.K., Tursky, B., and
Grinspoon, L.: Abnormalities in skin potential

fluctuation during the sleep of acute schizophrenic
patients. Psychosomatic Medicipe, 32:301-308, 15970.
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46.

47.

48.

49.

50.

S1.

52.

53.

54.

S5.

S6.

57.

10

Meltzer, H.Y., Grinspoon, L., and Shader, R.I.: Serum
creatine phosphokinase and aldase activity in acute ‘
schizophrenic patients and their relatives. Comprehensive
Psychiatxy, 11:552-558, 1970.

Fowles, D.C., Watt, N.F., Maher, B.A., and qrinspoog, L.:
Autonomic arousal in good and premorbid schizophrenics.

, 9:136-
147, 1870.

Grinspoon, L.: Marihuana. In . i ‘e

Psychiatry: Current Issues in Psychiatry, Volume 5, J.
Aronson (ed.). New York: Science House, 1970, pp. 488-
S16.

Grinspoon, L.: Marihuana. In

E ] 3 £ aci 3
, New York: McGraw-Hill Book Company, 1871, pp.
260-263.

Shader, R.I., Grinspoon, L., Harmatz, J.S., and Ewalt,

J.R.: The therapist variable. 2american Jouxnal of
Psvchiatry, 127:1009-1012, 1971,

Grinspoon, L.: Marijuana: Who smokes it and why?
Mademoiselle, May 1981, pp. 180-181, 217-21S.

Grinspoon, L.: Review of Artificial Paradise, Charles

Baudelaire, trans. by Ellen Pox. The New York Times
Review, October 24, 1871, p.58.

Grinspoon, L.: Marihuana and society. In Tracks:
Directions in the Pield of Drug Abuse, From the office of
Massachusetts Attorney General Robert H. Quinn, October
1971 (No.6), pp. 1-3. Reprinted in Intermational

Narcotic Report, Internmational Narcotic Enforcement
Officers Association, April 1972.

Grinspoon, L.: Marihuana: An argument in support of
New York Law Jourmal

legalization. , December 6, 1971,
PP. 27, 29.
Levine, F.M. and Grinspoon, L.: Telemetered heart rate

and skin potential of a chronic schizophrenic patient

especially during periods of hallucinations and periods of
talking. i

Journal of Consulting and Clinical Psycholoay
37:345-350, 1971, '

Grinspoon, L.: The question of legalization. 1In Drugs,
Adelstein, M.E. and Pival, J.G. (eds.). New York: St.
Martin's Press, 1972, pp. 75-87.

Grinspoon, L. and Hedblom, P.: Amphetamine abuse. Drug
Iherapy, 2(1):83-99, January 1972.

ER1247



58.

59.

60.

6l.

62.

63.

64.

65.

66.

67.

€8.

69.

70.

11

Grinspoon, L.: Half a loaf: A reaction to the marihuana
report. Saturday Review: Science, Guest Editorial, April
15, 1972, pp. 21-22.

Grinspoon, L.: A crlthue of "Marihuana -- A Signal of
Misunderstanding." 1In Iracks: Directions in the Field
of Drug Abuge, Prom the office of Massachusetts Attorney
General Robert H. Quinn, June 1972 (No. 9), pp. 2-3.
Reprinted in HQzld_Jgnznal.nf.ﬁszshnaxn&h&azﬁ
October 1974.

4

Grinspoon, L. and Hedblom, P.: Amphetamines reconsidered.
saturday Review; Science, July 8, 1972, pp. 33-41, 45-46.

Grinspoon, L.: Review of unﬂ_and_ngxnaﬁ__uzugszn__and
Duping, Julius Rice.

287(13):673-674, 1972.

Grinspoon, L.: Stoned thinking. Review of The Natural
Mind, by Andrew Weil. New York Times BooK Review, October
15, 1972, pp. 27-29.

Grinspoon, L.: The therapeutic potential of cannabis.

Drug Therapy, 2(10):53-63, October 1972.

Grinspoon, L.: (Viva

Marihuana and student health
Schatia Kanzer Memorial Lecture published as a monograph) .

Mental Health Association of Westchester, White Plains,
N.Y., October 1872.

Grinspoon, L.: Review of Tulsa, Larry Clark. Medical
Tribupe, 13(42):1,8, November 1, 1972.

Grinspoon, L. and Persgky, A.: Psychiatry and U.F.O.
UFQs: A Scientific Debate

reports. 1In H , C. Sagan and T.
Page (eds.). 1Ithaca: Cornell University Press, 1972,
Pp. 233-246.

Grinspoon, L.: Marihuana and brain damage: A

criticiem of the study by A.M.G. Campbell, et al.
Contemporary Drug Problems, Fall 1972, pp. 811-814.

Semrad, E.V., Grinspocn, L., and Fienberg, S.E.:
Development of an ego profile scale.
Psychiatry, 28:70-77, January 1973.

Grinspeon, L.: Raview of laeg of Marihuana, Solomon
Snyder. Sogial Science and Medicine

. 7:90-91, 1973.

Grinspoon, L.: Review of Marihuana: Deceptive Weed,
Gabriel Nahas. i

New England Jourmal of Medicine
288(13):692-693, 1973. ‘
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72.

73.

74.

75.

76.

77.

78.

79.

12

Grinspoon, L.: Marihuana reconsidered. 1In Ihgfsglu;ign

i : , M.S. Weinberg and
E. Rubington (eds.). New York: Oxford University Press,
1973, pp. 251-269.

Grinspoon, L.: Legislative process and social reform:
Marihuana reconsidered. In Contemporary Problems of Drug

YLllﬁnQ.ﬁ.Lﬁ&LBﬂ!Lﬁﬂ. 18:897-910, 1973.

Grinspoon, L. and Hedblom, P.: Marihuana and amphetamine:
a mirror image relationship.
2:665-682, 1973.

’

of hyperkinetic children.

443(4) :515-555, 1973. Reprinted in The Rights of
Children, J.A. Butler and Donald Fost-Gross (eds.).
Cembridge, Mass., 1974, and in a
Psychiatry and Child Development

Progregs in Child
v , S. Chess and A. Thomas
(eds.). New York: Brunner/Mazel, 187S.

Grinspoon, L. and Singer, S.: Amphetamines in treatment
Harvard Fducational Review

t

Grinspoon, L.: Review of The Marihuana Problem in the
City of New York, Mayor La Guardia's Committee on

Marihuana. ugm_England_ggnxnal_gﬁ_madlcxng. 289(24):1319-
1320, December 13, 1973.

Grinspoon, L., Ewalt, J.R., and Shader, R.I.: ‘
L' experlence du Massachusetts Mental Health Center: Un
essai therapeutique poursu1v1 avec des schizophrenes
chroniques (The experlence of the Magsachusetts Mental

Health Center: A therapeutic trial with chronic
schizophrenics). 1In

Long-term Treatments of Psychotic States),
G. Chiland and P. Begquart (eds.). Toulouse: Edouard
Privat, 1974, pp. 245-2S58.

Grinepoon, L. and Singer, S.: Amphetamines in the
treatment of hyperkinetic children. 1In Tracks:
i > s (old of ]

{(No. 16), June
1874, pp. 1, 4.

Grinspoon, L.: Review of The Marihuana Problem in the

City of New York, Mayor La Guardia's Committee on
Marihuana.

cgn;:mnaxﬂxx_n:ng_Ezghlgma, 3:175-178, Spring
1974. ’

Grinspoon, L. and Singer, S8.: Drugs for overactive school
children:

Therapy or abuse? Parents' Magazine, November
1974, pp. 52-53, 103-106.
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88.
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Grinspoon, L.: Review of The Maxihuana Convictioni A

Richard J. Bonnie and Charles H. Whitebread II. New
England Journal of Medicine

, 292(7):374-375, February
13, 1975.

Grinspoon, L.: Drug dependence: Non-narcotic agents.
Comprehensive Textbook of Psvchiatxy - II1, A.M. Freedman,
H.I. Kaplan, and B.J. Sadock (eds.). Baltimore: Williams
& Wilkins Company, 1975, pp. 1317-1331.

Grlnspoon, L. and Shader, R.I.: Psychotherapy and drugs
in schizophrenia. In Drugs in Combination with Othexr

, M. Greenblatt (ed.). New York: Grune &
Stratton, 1975, pp. 49-66.

Grinspoon, L. and Singer, S.: Amphetamines in the
treatment of hyperkinetic children: A note of caution.
Peychophaxmacoloay of Childhood

, D.V. Siva Sankar (ed.).
Westbury, New York: PJD Publications Limited, 1976.

Grinspoon, L.: Review of (o
Rehabili i ¢ the Mind

, Hardin B. Jones and Helen C.
Jones. The New York Times Book Review, March 27, 1877,
PpP. 22-26.

Grinspoon, L. and Bakalar, J.B.: The amphetamines:

medical uses and health hazards. Pgychiatyric Annals,
7(8):6-24, August 1977.

Grinspoon, L., Ewalt, J.R. and sShader, R.I.: The
therapeutic trial carried out at the Massachusetts Mental
Health Center with chronic schizophrenic patients. 1In
long-term Treatments of Psychotic States

., €. Chiland

(ed.). New York: Human Sciences Press, 1977, pp. 375-
396.

Statement on marihuana before the Select Committee on
Narcotics Abuse and Control of the U.S. House of

Representatives. March 15, 1977. 1In Conaressional
Digest, February 1979.

Grinspoon, L. and Bakalar, J.B.: Marihuana: health
hazards and medical benefits. 1In

Controversy in
Psychiatry, J.P. Brady and H.K.H. Brodie (eds.).
Philadelphia: W.B. Saunders Co., 1978, pp. 881-904.

Grinspoon, L. and Bakalar, J.B.: Drug abuse, crime, and
antisocial perscnality: Some conceptual issues. In The
Psychopath: A Comprehensive Study of Sqaiopathic

» W.H., Reid (ed.,). New York:
Brunner/Mazel, 1978, pp. 234-243.
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McLerran, A.E., Grinspoon, L., and Gudeman, J.E. A
surfeit of surveys: Escalating data demands of communzty
mental health centers.

Psychiatry, April 1979, pp. 243-247.

Grinspoon, L. and Bakalar, J.B.: Cocaine. 1In Handhook on
Drug Abuge, R.I. DuPont, A. Goldstein, and J. O'Donnell,
(eds.). Washington, D.C.: U.S. Government Printing
Office, 1979, pp. 241-247,.

Grinspoon, L. and Bakalar, J.B. The amphetamines:
Medlcal uses and health hazarda In Amphetamine Use,
, D.E. Smith, D.R. Wesson, M.E. Buxton,

et al (eds.). BRoston: G.K. Hall and Ceo., 1979, pp. 18-
34.

Grinspoon, L.: A note of caution regarding the use of
medication for school problems. 1In

Dysfunction: A Developmental Approach, L. Stern and E.
Denhoff (eds.). New York: Masson Publishing Co., 1979,
pp. 177-183.

Bergen, J.R., Grinspoon, L., Pyle, H.M., Martinez, J.L.
and Pennell, R.B. Immunologic studles in schlzophrenlc

and control subjects. Biological Psychiatry, 15(3):369-
379, June 19880.

Grinspoon, L. and Bakalar, J.B.: Drug dependence: non-
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Citation for
The Alfred R. Lindesmith Award for Achievement
in the Field of Scholarship

Presented to Dr. Lester Grinspoon
1890

Dr. Lester Grinspoon of Harvard Medical School is the complete
medical scholar. His research and writing have covered a breoad
spectrum but perhaps his most important work has been his pursuit
of truth about the nature of certain illegal drugs. In the course
of that work, like Alfred R. Lindesmith, he upset many powerful
people, including some in the medical establishment, who viewed
impartial research on feared drugs as tantamount to heresy. Yet,
in the face of that criticism, Dr. Grinspoon has persisted in his
heretical pursuit of truth.

Although his earlier medical education had convinced him
that the drug was dangerous, upon reviewing all of the available
scientific and clinical evidence, he found marijuana to be

relatively benign and to have several helpful applications for
human beings.

Dr. Grinspoon was cne of the most important witnesses in
the suit which won a ruling from the chief administrative law
judge of the DEA that marijuana was cne of the safest
therapeutically active drugs known to the human race.

Lester Grinspoon represents all those scholars who report
the results of their research truthfully, despite the political
consequences of this unwelcomed honesty.
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Vincent Vinciguerra, MD; Terry Moore, MSW; Eileen Brennan, RN
October 1988/ New York State Journal of Medicine pp. 525-527

ABSTRACT: A prospective pilot study of the use of inhalation marijuana as
an antiemetic for cancer chemotherapy was conducted. Fifty-six patients
who had no improvement with standart antiemetic agents were treated and 78%
demonstrated a positive response to marijuana. Younger age and prior
marijuana exposure were factors that predicted response to treatment. )
Toxicity was mild and consisted primarily of sedation and xerostomia. This
preliminary trial suggests the usefulness of inhalation manjuana as an
antiemetic agent. Because of the lack of 2 randomized placebo control
group, the precise role of this agent is unclear. Further studies should
include derivatives of this substance in combination with standard
effective drugs to control chemotherapy-induced nausea and vomiting.

(NY State ] Med
1988, 88: 525-527)

>From the Don Monti Division of Oncology, Department of Medicine, North
Shore University Hospital, Manhasset, NY, and the Department of Medicine,
Comell University Medical College, New York, NY.

Address comrespondence to Dr. Vinciguerra, Chicf, Division of
Oncology/Hematology, North Shore University Hospital, 300 Community Dr,
Manhasset, NY 11030. )
Supported in part by the Don Monti Memorial Research Foundation, Community
Clinical Oncology Program (CCOP) grant #CA-53579, and the New York State
Depantment of Health.

A great deal of clinical information has recently been gencrated concemning
the efficacy of various anticmetic agents for patients treated with cancer
chemotherapy. (1-3). Without effective contro! of nausca and vomiting,
patient compliance with potentially curative chemotherapy programs
diminishes, compromising not only quality but quantity of life. Effective
new chemotherapeutic agents could never be successfully tested in clinical
trials if they possessed potent emetic side-effects.

Although & number of agents have recently been found to be active,
including metoclopramide, (4,5) haloperidol, (6) dexamethasone, (7) and
lorazepam, (8) the need to introduce newer agensts and combination
antiemetic therapy may be necessary for continued control of symptoms.
Also, complete control of nausea and vomiting during anticancer treatment
must take into account not only the physical effects but also the
psychological ones. Control of anxiety through behavior modification and
relaxation is an effective antiemetic treatment of anticipatory nausea and
vomiting. (9)

Natural and synthetic cannabinoids are known to be effective

antiemetic agents. (10-12) Delta-9-tetrahydrocannabinol (THC) has been
found to be superior to prochlorperazine. (13) Also, patients who are
refractory to standart anticmetic agents have significant reduction in
nausea and vomiting with oral THC. (14) There is little information on
the efficacy of inhalation marijuana aside from anecdotal reports from
patients who obtained the drug privately.

As 2 part of a New York State Department of Health program, North
Shore University Hospital conducted a preliminary study of the use of
inhalation marijuana as an antiemetic agent for cancer chemotherapy. The
purpose of this study was to evaluate the efficacy of inhalation marijuana
for patients refractory to standard agents, to identify patient
characteristics to predict response, and to evaluate toxicity and patient
acceptance of this form of treatment.

METHODS

Patients with histologically confirmed malignancies who were actively
receiving chemotherapy were entered into the protocol. Eligibility
criteria included: 18 years of age or older, refractoriness to
conventional antiemetic agents, and absence of severe cardiac or
psychiatric disease. Patients had to agree not to drive or operate heavy
machinery or a motor vehicle for st least 12 hours after the last dose of
marijusna. Central nervous system depressants including alcohol were
prohibited during the administration of marijuana.

hetp//www.alaska net/~anc4hemp/es016.himl
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Marijuana cigareties were supplied by the National Institute on Drug
Abuse (NIDA) to the New York State Department of Health. All patients
were instructed on standard smoking procedures. The patient inhales
deeply, holds the inhalation for ten seconds, and then exhales. After
waiting 10 to 15 seconds, the cycle is repeated. The total dose is
completed within five minutes. A flame-proof holder was available to
permit delivery of nearly all of the cigarette appropriate to the patient's
dosage. The dose schedule, which was calculated to the nearest one-fourth
cigarette; was 5 mg THC/m2, starting 6-8 hours prior to chemotherapy and
every 4-6 hours thereafter, for a total dose of four doses per day on each
day of chemotherapy (one cigarette= 10.8 mg THC). In order to prevent
cigarettes from drying out and causing harsh smoke, patients were
instructed 10 keep the cigarenies in the refrigerator or humidified.

This was a nonrandomized study where patients served as their own
controls. Patients were asked to self-rate their status by completing a
patient evaluation form after each therapeutic episode. Nausea was gra ed
on a scale from 1 (none) to 4 (severe), vomiting was graded from 1 (none)
to § (10+ times), appetite was graded from 1(none) to 5 (above normal),
and physical state was graded from 1 (very weak) to 4 (sbove normal), and
mood was graded from | (very depressed to § (very happy). Based on the
degree of nausea, vomiting, food intake, physical state, and over-zll mood,
patients rated the overall effectiveness of marijuana as none, moderately
effective, and very effective.

Physician investigators were approved by the Hospital's Patient
Qualification Review Board. Physicians utilized the official New York
State triplicate prescription form as their research order for medication.
Informed consent was obtained from all patients and the procedures followed
were approved by an institutional research commirtee.

RESULTS

Seventy-four patients entered the study and 56 were evaluable. Eighteen

patients who had initially agreed to be treated with marijuana later

decided not to participate. Eighteen patients rated the marijuana very

effective (34%) and 26 patients rated it moderately effective (44%) for

;.n ovrcrall response rate of 78% (44/56). Twelve patients (22%) noted no
enelit.

TABLE L. Patient Characteristics (Percent)

Responders Nonresponders P
Value

(N=44) (N=12)
Female 64 75

NS*

Mean age (yr) 41 51
(median) (40) (54)
Breast cancer 36 33
NS

Lymphoma 34 25

NS

:‘r;or radiation therapy 30 8
Prior THC 29 20

NS

Prior Marijuana 52 17
0.06

Euphoria 60 36

NS

(high)
Smoker 53 38
NS

*NS= not significant
Standard deviation= 11.9
Standard deviation= 15.6

Chanacteristics of responding and nonresponding patients are listed in
Table I. While no statistically significant differences were noted between
responders and nonresponders with regard to sex, type of diagnosis, prior
radiation therapy, prior oral THC treatment, incidence of euphoria, or

http//www.alaska.nev~ancdhemp/es016.html
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ine history. it is important to remember that the sample sizes were
2?35:”53'??;2%“;;%5; of differences difficult. Patients who )
responded to marijuana cigarettes were more likely to be younger, rnc(ohan
age 40 vs 54 for nonresponders, and had prior marijuana exposure, 52% vs
17% (p= 0.06). ] )
The most common diagnoses for this group of patients were breast
cancer, lymphoma, lung cancer, colon cancer, ovarian cancer, testicular
cancer, Sarcoma, acute feukemia, and mycloma. The most common emetic
chemotherapeutic agents were cyclophosphamide, doxorubicin, cis-platinum,
procarbazine, methotrexate, dacartazine, and streptozocin, given either
singly or in combination. Four of seven patients treated with cis-platinum
responded favorably to marijuana cigarettes. )
Toxic side effects included sedation in 88%, dry mouth in 77%, o
dizziness in 39%, and confusion in 13%. Anxiety, headache, and fantasizing
were also seen but were less common. There was no toxicity in 13% of
patients (Tabie II).

TABLE Il. Percent Toxicity

Sedation 88
Dry Mouth 77
Dizziness 39
Confusion 13
Anxiety 11
Headache 11
Fantasizing 11
None 13

DISCUSSION

The results of this prospective study suggest that inhalation

marijuana is active in controlling nausca and vomiting resulting from
chemotherapy. Marijuana benefited patients who were treated with a wide
range of chemotherapeutic agents including drugs which have considerable
emetogenic potential. A prior report by Chang et al (15) documented
effectiveness of oral THC and inhaled marijuana against high-dose
methotrexate, which normally has mild gastrointestinal toxicity. While
most experience indicates that THC is generally ineffective against
cis-platinum-induced emesis, benefit was seen in a small number of patients
treated in our program with this agent.

Since this was a single arm, nonrandomized, outpatient program, this

study lacks a controlled placebo group. Nevertheless, the patients acted

as their own controls, having previously failed standard antinausea
medications. They evaluated marijuana based on their subjective rating of
the severity of nausea, vomiting, appetite and food intake, mood, and
physical state after chemotherapy treatment. A placebo-controlied,
randomized inpatient study which quantitates all emetic episodes would
obviously provide objective and precise information. (16)

Failure to respond to oral THC does not preclude benefit from inhaled
marijuana. Twenty-nine percent of patients who failed oral THC responded
to the cigarette form. This is not unexpected, since only 5-10% of orally
administered THC is absorbed, whereas inhaled marijuana has a five-to
tenfold greater bioavailability. (17) Clearly, oral THC is an effective
treatment for chemotherapy-induced emesis. Most studies have demonstrated
THC 10 be better than placebo and comparable to prochlorperazine. (18)
The major obstacle related to the oral and inhaled cannabinoids is the

route of administration. Patients with anticipatory vomiting do not retain
the oral THC. Because of its poor water solubility, parenteral
adminstration of cannabinoids has been difficult. The only cannabinoid
available for parenteral use, levonantradol, is currently bein

investigated and has documented activity comparable to THC. (19) Perhaps
intranasal or transdermal forms of THC will be developed and found to be
clinically useful.

Patient characteristcs were evaluated to identify factors which would
predict response to marijuana. There were no significant differences
between responders and nonresponders with cr:gard to sex, diagnosis, prior
radiation therapy, prior THC ingestion, induced euphoria, and history of
cigarette smoking. The only factors that approached significance were
young age and prior marijuans intake. Unlike the experience with oral THC,
experiencing a euphoric high was not a prerequisite to obtaining the
antiemetic effect with marijuana. (20)

The mechanism of the antiemetic action of cannabinoids is unknown.
Inhibition of prostaglandin and cyclic adenosine monophosphate has been
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suggested. Its major action is more likely related to its effecton the
brain, as marijuana causes central nervous system depression and impairment
of brain function. At the cellular level, cannabinoids interfere with the
synthesis of nucleic acids and chromosome proteins. Qn

Some of the probiems encountered in this study which could influence
interpretation of the results were the low patient accrual and the fact

that nearly 25% of patients who initially consented refused 1o receive
treatment. Reasons for patients' refusal to participate included physician
and patient bias against smoking, harshness of smoke from the cigarettes,
and preference for oral THC capsules. The major objection was related to
the social stigma attached to the use of marijuana. Many patients rejected
the idea of "smoking pot” at home and exposing their children to the
implications of this type of medication. Should this therapy become
available in a different vehicle of administration, patient acceptance
would significantly improve. )

Our results demonstrate that inhalation marijuana is an effective

therapy for the treatment of nausea and vomiting due to cancer
chemotherapy. A randomized, controlled trial would, however, be necessary
1o accurately define the exact role of this drug. Toxic cffects are well
tolerated and the availability of a parenteral form would improve patient
utilization of this agent. Future antiemetic protocols should include the
active ingredient of marijuana in combination with current effective
agents.
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i. Abstract

Anecdotal accounts suggested that smoking marihuana decreases the nausea
and vomiting associated with cancer chemotherapeutic agents. Oral delta-9-
tetrahydrocannabinol was compared with placebo in a controlled, randomized,
"double-blind" experiment. All patients were receiving chemotherapeutic
drugs known to cause nausea and vomiting of central origin. Each patient was
to serve as his own control to determine whether tetrahydrocannabinol had an
antiemetic effect. Twenty- two patients entered the study, 20 of whom were
evaluable. For all patients an antiemetic effect was observed in 14 of 20
tetrahydrocannabinol courses and in none of 22 placebo courses. For patients
completing the study, response occurred in 12 of 15 courses of
tetrahydrocannabinol and in none of 14 courses of placebo (P <0.001). No
patient vomited while experiencing a subjective "high.” Oral
tetrahydrocannabinol has antiemetic properties and is significantly better than
a placebo in reducing vomiting caused by chemotherapeutic agents.

(Top)
I. Introduction

Nausea and vomiting of central origin occur after the administration of a variety of cancer
chemotherapeutic agents and frequently constitute the major morbidity associated with
such treatment. Control with classic antiemetics is incomplete and variable.

Anecdotal accounts from patients suggested that smoking marihuana before receiving
intravenous anti- tumor drugs resulted in diminution of nausea and vomiting, and, in
contradistinction to the usual post- therapeutic anorexia, some were able to take food
shortly after therapy. Effects of marijuana on nausea and vomiting in human beings deserve
to be reported. It has been demonstrated that oral delta-9- tetrahydrocannabinol (THC)
causes the same physiologic effects as smoking marijuana (1,2).

The purpose of this study was to determine the effects of orally administered THC on
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nausea and vomiting in patients receiving cancer chemotherapy.

(Top)

1. Patients, Materials and Methods

Twenty-two patients known to have a variety of neoplasms were enrolled in the study. Ten
males and 12 females ranging in age from 18 to 76 years (median of 29.5) participated.
Twenty patients had previously received cancer chemotherapeutic agents known to cause
nausea and vomiting (adriamycin, 5-azacytidine, nitrogen mustard, imidazole ca_rbo?t:amxdc,
procarbazine, high-dose cyclophosphamide or high-dose methotrexate, or combinations
thereof). Twenty of the 22 were known to be refractory to conventional antiemetics. The
other two patients had never been treated with chemotherapy before entening the study.
Pregnant women and patients with a past history of emotional instability or untoward
reactions to psychoactive drugs were not eligible.

The study was thoroughly explained to the patients. They were told that they would receive
a placebo or a "marihuana-like drug for the purpose of controlling nausea and vomiting."
Subjects agreed not to smoke marihuana during the course of the study.

THC was supplied by the National Institute on Drug Abuse. The drug was suspended in
0.12 ml of sesame oil and supplied in gelatin capsules. Identical-appearing placebo
capsules contained only sesame oil. Initially, THC dosage was 15 mg given every four
hours for three doses. Because of some variability in responses, the dose was changed to 10
mg per square meter body-surface area per dose. Nineteen patients received 15-mg doses,
and three 20-mg doses.

A randomized, "double-blind," crossover experiment was employed, each patient t being
used as his own control. Optimally, patients received three one-day courses of drug (either
THC or placebo). Each course consisted of three doses of drug, the first taken two hours
before and the other two and six hours after chemotherapy. Patients were randomized to
receive courses in one of four sequences: THC-placebo-THC; THC-placebo-placebo;
placebo-THC-placebo; or placebo-THC-THC.

Nausea, vomiting, and food intake were assessed by the patient on the day after treatment
through the use of self-administered questionnaires. In addition, the patient, nurses, and
other personnel in contact with the patient were interviewed by one of us (S.E.S.), who also
reviewed the questionnaires and nurses’ notes.

(Top)
I1. Results
Definitions of responses are based upon a comparison of THC and placebo courses.

Complete response to THC means that there was no vomiting in patients for whom the
same antitumor drugs caused unequivocal moderate to severe vomiting after placebo.
Conversely, a complete response to placebo theoretically is possible, but never occurred.

Partial response to THC means that there was at least a 50 per cent reduction in vomiting as
compared to placebo after the same chemotherapy. Included in this group are the patients
whose vomiting, which occurred shortly after chemotherapy during a placebo course, was
delayed until escape from control of THC. These patients attained a "high" that wore off
before the next dose, or after the last dose of THC, and during this time vomiting "broke
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through." A partial response to placebo is also a theoretical possibility but never occurred.

No response to the THC means that there was either no decrease or less than a 50 per cent
reduction in vomiting as compared with placebo after the same antitumor drugs. No
response to placebo means that the patients vomited after chemotherapy as often or more
often than after THC.

Absence of vomiting after both THC and placebo makes the response unevaluable because
there was neither demonstrable emetic effect of chemotherapy nor antiemetic effect of THC
or placebo. One patient who had no prior chemotherapy before entering the study, was
excluded from analysis for this reason.

Eleven patients completed three courses of treatment, two completed two courses, and nine
completed one course.

One of the 11 never vomited and was excluded from evaluation as noted above. The
remaining 10 patients received 30 courses of drug, but a single course was excluded from
analysis because the dose of cancer chemotherapeutic agent was reduced by 50 per cent.
Therefore, 29 courses were evaluated: 14 placebo and 15 THC. All courses of placebo
resulted in no response. Of the THC courses, there were five complete responses, seven
partial responses, and three no responses. The therapeutic response derived from the THC
was independent of the sequence of THC or placebo courses administered. Accepting
complete and partial responses as positive responses, the difference between THC and
placebo is highly significant (chi-square with Yates's correction P<0.001).

Of the two patients who completed two courses in the study, one died of disease, and the
other decided to smoke marihuana, thus becoming ineligible to continue. Both these
patients had no response after placebo; after THC, both had partial responses.

Nine patients received one course of treatment. Six had placebo only, and five of them
vomited after chemotherapy. The patient who did not vomit after placebo had no prior
chemotherapy. His response to placebo, therefore, is unevaluable because of the
impossibility of differentiating an antiemetic effect of placebo from the emetic effect of
chemotherapy. Of the six, two voluntarily withdrew from the study because they did not
want to risk another placebo course, one had chemotherapy discontinued, one died of
disease, and two are still in the study. Three had THC only. Of these, two vomited and left
the study, and the third went off study because of THC toxicity.

In summary, 20 courses of THC were administered, resulting in five complete responses,
nine partial responses, three no responses, and three unevaluable responses. Twenty-two
courses of placebo resulted in no complete responses, no partial responses, 16 no
responses, and six unevaluable responses.

(Top)

II1. Side Effects

Of 16 patients receiving THC, 13 (81 per cent) experienced a "high." This effect was
characterized by mood changes, which varied and consisted of one or more of the
following: easy laughing; elation; heightened awareness; mild aberrations of fine motor co-
ordination; and minimal distortion of their activities and interactions with others. There
were no hangovers or delayed effects.

The next most common side effect was somnolence. For one third of the patients, ER1270
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somnolence curtailed activities for two to six hours, but the patients were easily a.ro_used.d
‘Another third had somnolence which did not curtail activities; the remainder expenience

no somnolence.

Toxicity characterized by paranoid ideation, apprehension, fear, panic, and frightening
visual Lyallucinations hasyb%cn reported after single THC doses of 35 mg (2). Only two of
our patients (9 per cent) experienced THC toxicity, both after three doses of 20 mg. One
had visual distortions lasting for a few seconds, and the other reported visual hallucinations
of 10 minutes' duration and depression of several hours.

(Top)
IV. Discussion

The results of this placebo-controlled "double-blind" study demonstrate that THC has
antiemetic effects.

The study was designed to compare THC with placebo. It was not designed to evaluate
placebo effect. No comparisons were made between placebo and absence of placebo, or
between placebo and retrospective emesis control. If a placebo effect exists in this clinical
and investigative setting, THC cannot be evaluated.

No patient vomited while experiencing a subjective "high." No "highs" were reported after
placebo. In some patients, the "high" wore off before the next THC dose, and during this
interval, nausea and vomiting frequently occurred. After this study, patients taking THC
received their next dose as soon as the “high" began wearing off. Preliminary results

indicate that this dose-scheduling adjustment sustains the antiemetic effect of THC.

Variability in gastrointestinal absorption of orally administered THC between, but not
within, individual subjects has been reported (2). Three of our patients (19 per cent)
reported the absence of a "high" after THC. The lack of THC effect ("high" and antiemesis)
in at least some patients may be related to failure of absorption. Some patients who did not
attain a "high" after the initial dose were able to do so with subsequent doses. This effect
may be analogous to the experience of Weil et al (3) with smoked marihuana: failure to
respond to an initial dose of marihuana, and then response to subsequent doses. This
phenomenon may also be related to induction of hepatic microsomal enzymes necessary for
drug metabolism as suggested by Lemberger er al (4).

Patients became "high" 20 to 60 minutes after ingestion of drug. The duration of the "high"
varied from one to five hours, but was usually two to three hours, suggesting that the rigid
four-hourly schedule between doses was probably too long for some patients, and possibly
explaining some partial responses. When dosage was based on body-surface area, less
variability in onset and duration of effects was noted.

Time of onset, duration of effect, and intensity of "high" were unrelated to previous
marihuana use. Six patients admitted prior use of marihuana, but only one was considered
more than an occasional user (defined here as smoking less than once a week).

It has been demonstrated that orally administered THC results in the same physiologic
effects as inhaled marihuana (1,2). The previous studies showing inhaled marihuana to be
more potent than oral THC (1) were probably in error because the THC was delivered in
poorly absorbed vehicles (2). Inhalation appears to be more suitable for patients with
suboptimal gastrointestinal absorption.
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Hollister has shown that the effects of smoked THC clearly resemble those of marihuana
(5). We have made preliminary observations comparing the antiemetic effect of smoked
marihuana and oral THC. The mariauana belonged to individual patients and, therefore,
was neither qualitatively nor quantitatively controlled. For most patients, both smoked and
oral routes had identical effects. Theoretically, smoking might be the preferable route since
it may result in less variability of absorption than the ga._stromtcsunal route. Moreover,
smoking provides greater opportunity for individual patient control by permitting the
patient to regulate and maintain the "high."

THC has been reported to have a biphasic clinical effect, with initial stimulation and
clation followed by sleepiness and tranquillity (6). With other antiemetics, such as the
phenothiazine derivatives, sedative effect seems to parallel antiemeuc effect (7). Although

somnolence occurred in about two thirds of out patients, in the dosage used, THC
prevented or reduced vomiting in most patients without appreciable curtailment of

activities.

Appetite stimulation follows the smoking of marihuana (8). Four of our patients reported
food intake "more than usual” after chemotherapy when taking THC. No patient reported
this effect after placebo.

These data demonstrate that THC is an effective antiemetic for patients receiving cancer
chemotherapy. Failure of response in 19 per cent of patients receiving THC perhaps is
explicable on the basis of pharmacologic factors. THC can be used safely in the dosage of
10 mg per square meter per dose every four hours for at least three doses. Lack of
effectiveness for some patients might be correctable by shortening the interval between
doses to maintain a "high.” The safety of such a dose-schedule adjustment is still to be
determined.

(Top)
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i. Abstract

A random-sample, anonymous survey of the members of the American Society
of Clinical Oncology (ASCO) was conducted in spring 1990 measuring the
attitudes and experiences of American oncologists concerning the antiemetic
use of marijuana in cancer chemotherapy patients. The survey was mailed to
about one third (N = 2,430) of all United States-based ASCO members and
yielded a response rate of 43% (1,035). More, than 44% of the respondents
report recommending the (illegal) use of marijuana for the control of emesis to
at least one cancer chemotherapy patient. Almost one half (48%) would
prescribe marijuana to some of their patients if it were legal. As a group,
respondents considered smoked marijuana to be somewhat more effective than
the legally available oral synthetic dronabinol [THC] Marinol; Unimed,
Somerville, NJ) and roughly as safe. Of the respondents who expressed an
opinion, a majority (54%) thought marijuana should be available by
prescription. These results bear on the question of whether marijuana has a
"currently accepted medical use," at issue in an ongoing administrative ad
legal dispute concerning whether marijuana in smoked form should be
available by prescription along with synthetic THC in oral form. This survey
demonstrates that oncologists' experience with the medical use of marijuana is
more extensive, and their opinions of it are more favorable, than the regulatory
authorities appear to have believed.

(Top)
i. Introduction

Marijuana (smoked) has been reported to be effective in treating emesis associated with
cancer chemotherapy (1-4), but its use is currently prohibited by law (5). The main
psychoactive ingredient in marijuana, tetrahydrocannabinol (THC; dronabinol), was
approved in 1985 by the Food and Drug Administration (FDA) for use in the treatment of
emesis. As marketed under the trade name Marinol (Unimed, Somerville, NJ) and
synthetically formulated in sesame oil in gelatin capsules to be taken orally, almost
100,000 doses were prescribed in 1989 (6).
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Litigation concerning the rescheduling of marijuana to permit its medical use has been
making its way through the courts since 1972 (7). The central issue in the longstanding
administrative and legal dispute, argued before the United States Court of Appeals (DC
Circuit) on March 4, 1991 (8), is whether or not marijuana has a "currently accepted
medical use in treatment in the United States.” This is the standard for rescheduling
required by the Uniform Controlled Substances Act of 1970 (5), which created the current
system of drug scheduling. The Act does not further specify the standard.

In September 1988, after 2 years of Drug Enforcement Administration (DEA)
administrative hearings, DEA Administrative Law Judge Francis Young lssucq a
recommendation in favor of rescheduling marijuana. He ruled that the appropnate standard
for current acceptance is identical to the one established for a successful defense in medical
malpractice cases, which requires only that the medical practice at issue be accepted by a
"respectable minority" of physicians (9). Ironically, the 1955 medical malpractice case that
established this standard involved a lawsuit against an oncologist for the unsuccessful use
of chemotherapy, which was then new and did not have the approval of the American
Medical Association. The court stated that as long as there was no infallible cure and the
doctor "did not engage in quackery by representing that he had one," the support ofa
respectable minority of peers would be sufficient to avoid malpractice liability. The court
remarked "We [the court] are not physicians and we have no light on the subject except
such as is shed by the testimony of physicians..." (10).

On December 29, 1989, the Administrator of DEA rejected Judge Young's
recommendation and refused to reschedule marijuana on the grounds that medical use of
marijuana was not currently accepted. The Administrator used an eight-part standard for
determining current acceptance similar to the "safety and efficacy” standard used by the
FDA to approve the marketing of new drugs by pharmaceutical companies (11). The DEA
first articulated this standard in another rescheduling case in 1987, after the United States
Court of Appeals (1st Circuit 1987) rejected its contention that FDA new drug approval
itself was the appropriate standard (12). On April 26, 1991, the United States Court of
Appeals (DC Circuit) (13) ruled that DEA's standard was impossible to meet, and was
therefore invalid. The court remanded to the DEA its ruling rejecting Judge Young's
recommendation in favor of the rescheduling of marijuana.

The extent of oncologists' acceptance of medical use of marijuana remains a disputéd issue.
Dr Ivan Silverberg, an oncologist and witness in the DEA hearings, testified, "There has
evolved an unwritten but accepted standard of treatment within the oncologic community
which readily accepts marijuana's use" (14). On the other hand, the DEA characterized the
medical use of marijuana as a "cruel and dangerous hoax" (15). In a newspaper interview,
DEA Associate Chief Counsel Steven Stone suggested that only a fringe group of
oncologists accepted marijuana as an antiemetic. Stone remarked, "The Judge seems to
hang his hat on what he calls a 'respectable minority of physicians.' What percent are you
talking about? One half of one percent? One quarter of one percent?” (16). This report of
oncologists experiences with and attitudes about marijuana as an antiemetic is based on a
survey of these specialists conducted in the spring of 1990.

(Top)
I. Subjects and Methods

A random sample of the United States-based members of the American Society of Clinical
Oncology (ASCO) was surveyed. The membership of ASCO, the only formal association
of clinical oncologists in the United States, comprises about 80% of the approximately
5,000 board-certified oncologists and almost 60% of the approximately 11,700 oncologists
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in the United States, including academic and research-oriented oncologists as well as
clinicians in private practice. The survey was conducted independently of ASCO
sponsorship.

The survey, responses to which were anonymous, was sent 10 about 35% (N = 2,430) of the
total United States-based ASCO 1989 membership (N = 6,830). The 1,035 surveys
returned resulted in a response rate of 43%, representing 15% of United States-based
ASCO members and 9% of all oncologists in the United States. Of the respondents, 57
(6%) returned the survey unanswered, indicating that they did not treat paticnts. Other
respondents did not answer every question. The data analysis 1s based on the total number
of respondents answering each particular question.

The survey initially elicited personal information about the oncologist's year of graduation
from medical school and size of practice. Oncologists were then asked to estimate the
proportion of their cancer chemotherapy patients for whom the currently available
antiemetics provided adequate relief or caused significant problems with side effects.

Respondents were asked how frequently they prescribed Marinol, whether any of their
patients had used marijuana as an antiemetic, whether they had directly observed or
discussed marijuana's medical use with patients, and whether they had ever recommended
that a patient try marijuana.

Oncologists were also asked to estimate the proportion of their patients who reported
effective emetic control or negative side effects from using marijuana or Marinol, to
directly compare the safety and efficacy of marijuana and Marinol, and to estimate what
proportion of their patients experienced net benefits from their use of marijuana.

Oncologists were further asked to respond to the statements "Marijuana can be effective in
the control of emesis,” "Marijuana can be used safely in the control of emesis," 'Marijuana
should be given an accepted place in the antiemetic armamentarium,” and "I find the use of
Marinol in the control of emesis to be a legitimate, currently acceptable medical practice”
by indicating strong agreement, agreement, strong disagreement, disagreement, or no
opinion. Oncologists were also asked, if marijuana were legal, whether they would
prescribe it to "many,” "few,” or "none" of their patients or if they needed more
information.

(Top)
I1. Results

Ten percent of the respondents graduated from medical school in the 1980s; almost one
half (48%) of the respondents graduated from medical school in the 1970s; almost one third
(31%) in the 1960s; 9% in the 1950s; and 2% in the 1940s. In 1989, almost one half (49%)
of the respondents had an annual patient population of more than 225; almost one quarter
(24%) treated between 150 and 225 patients; 18% treated between 75 and 150 patients; and
9% treated 75 or fewer patients.

Two hundred nine (21%) of oncologists reported that the available medicines provided
inadequate relief to half or more of their patients (Fig 1). More than half (520, 54%) of the
respondents reported that the available antiemetics caused significant problems with side
effects in more than a "few” of their patients ( Fig 1).

Slightly more than 70% (686) of respondents reported that at least one of their patients had
used marijuana as an antiemetic and that they had directly observed or discussed
marijuana’s medical use with that patient(s). Marinol had been prescribed by 557
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respondents (57%).

A surprising proportion of respondents (432, 44%) said they had recommended marijuana
to altuiiast O%lg paF:ic:tm. Only sizorespondents noted that they did so as part of a legally
authorized research protocol. Not surprisingly, respondents who treated more than 150
patients per year were more likely to have recommended marijuana than respondents
treating fewer than 150 patients (46% v 34%, P <.05). Respondents who graduated from
medical school in the 1950s, the 1960s, or the 1970s had statistically similar rates of
recommending marijuana (1950s, 46%; 1960s, 44%:; 1970s, 44%). However, those who
graduated during the 1980s had a significantly lower rate (30%. P <.05).

Efficacy of Marijuana and Marinol

Three hundred eighty-five respondents (64%) stated that marijuana was effective in 50% or
more of their patients, and 266 (56%) reported the same of Marinol (Fig 2). The difference
is statistically significant (P = .008).

Of the 277 respondents (28%) who felt they had sufficient information to compare
marijuana directly with Marinol in terms of efficacy, 44% believed marijuana to be more
effective, 13% believed Marinol to be more effective, and 43% thought they were about
equally effective. Of those who reported a preference (N = 157), 121 (77%) thought
marijuana was more effective than Marinol. The difference between 77% and 50% (the null
hypothesis) is statistically significant below the .0001 level.

Six hundred eight respondents (63%) agreed with the statement affirming the efficacy of
marijuana in the treatment of emesis (5% "strongly agreed" and 54% "agreed"), and 77
respondents (8%) disagreed (2% "strongly disagreed” and 6% "disagreed™). Two hundred
cighty-three (29%) had no opinion. Of the respondents with opinions (N = 685), 89%
believed marijuana to be effective in the control of emesis. Of respondents to a question
concerning net benefits (N = 644), 409 (64%) reported that 50% or more of their patients
experienced net benefits from marijuana. Only 15 (2%) reported that none of their patients
experienced net benefits from marijuana.

Safety of Marijuana and Marinol

Two hundred twenty-four respondents (47%) stated that the use of Marinol caused n- gative
side effects in 50% or more of their patients, and 235 (40%) reported the same about g
marijuana (Fig 3). The difference is statistically significant (P =.018).

Of the 288 respondents (29%) who felt they had sufficient information to compare
marijuana with Marinol in terms of side effects, 20% believed marijuana to cause fewer
problems with side effects, 23% believed Marinol to cause fewer problems, and 57%
thought they were equal. Slightly more than half, 52% (65), of those who reported a
preference (124) reported Marinol to cause fewer problems with side effects. The
difference between 52% and 50% is not statistically significant (P = .596).

Four hundred seventy-eight respondents (49%) agreed with the statement affirming that
marijuana could be safely used in the treatment of emesis (6% "strongly agreed" and 43%
"agreed"), and 131 (14%) disagreed (4% "strongly disagreed" and 10% "disagreed™). Three
hundred sixty-one (37%) had no opinion. Of the respondents with opinions (N = 609),
almost four fifths (79%) believed that marijuana could be safely used to control emesis.

Almost half (423, 44%) of the respondents reported that they believe marijuana to be both
safe and efficacious. Of respondents with opinions on both safety and efficacy (N = 577),
73% believe marijuana to be both safe and efficacious. There were no significant

http//www.soros.org/lindesmith/library/mmjdobl.html ER1278 8/24/1998



Ldgs v v
- - LUl 5
wvialyualla as> Aluciicus WWICUIVILY T 1L LTS J

i i iti ini ij ' dents
differences in positive opinions of marijuana's safety and efficacy between responde!
who treated 150 patients or fewer annually and those who treated more than 150 patients
annually, or among respondents who graduated in different decades.

Three hundred twenty respondents (33% of all respondents) stated that marijuana should be
accepted (50% "strongly agreed" and 28% "agreed") and 279 (29%) felt that it should not
(7% "strongly disagreed" and 22% "disagreed"); 364 (38%) expressed no opinion. Of the
599 respondents with opinions, 53% favored making marijuana available by prescription.
The surplus of positive over negative opinions is within the bounds of sampling error P=
1092). There were no significant differences in rate of acceptance by size of patient
population. However, respondents who graduated in the 1950s were significantly less
likely to accept the medical use of marijuana (22%) than respondents who graduated in the
1960s (35% ), the 1970s (34%), or the 1980s (39%) (P <.05).

When asked whether Marinol should be accepted, 705 respondents (73%) agreed (20%
“strongly agreed" and 53% "agreed") and 83 (9%) disagreed (2% "strongly disagreed" and
7% "disagreed"); 177 (18%) had no opinion. Of the 788 respondents with opinions, 89%
accept the medical use of synthetic THC.

Almost half of the respondents (440, 48%) would prescribe marijuana to at least a few
patients (4% to "many," 44% to "few") if it were legal; 200 (22%) would not prescribe it;
and 274 (30%) said they would need more information. The 48% who would prescribe
marijuana if it were legal is only slightly less than the 54% who have prescribed Marinol,
which is legally available. Of those oncologists who had previously recommended
marijuana to at least one patient (N = 432), 279 (65%) would prescribe marijuana to at least
a few patients if it were legally available. Of those oncologists who had not recommended
marijuana to at least one patient (N = 550), 161 (29%) report that they would prescribe
marijuana to at least a few patients if it were legally available.

(Top)
ITI. Discussion

Although substantial, the response rate of 43% makes it difficult to determine precisely the
views of the entire ASCO membership. The views of the sample who returned the survey
may differ significantly from the views of those who did not. Since ASCO itself does not
compile membership statistics for age, year of graduation from medical school, or patient
population size, respondents cannot be compared with the full membership in these
respects. However, no obvious anomalies in their characteristics were observed.
furthcrrqore, the distribution of postmarks by state on the returned surveys - the main
information available with which to evaluate response bias - very closely matched the
geographic distribution of the survey forms mailed. Although there is nothing specific to
suggest the presence of response bias, it cannot be ruled out. Therefore, all reported
statistics should be considered indications of the general range of support for various
propositions, rather than precise determinations.

The central empirical question the survey was designed to answer was whether a significant
minority of the members of the ASCO supported the rescheduling of marijuana to permit
its use in the treatment of nausea associated with cancer chemotherapy. The response rate is
sufficiently large to resolve that question conclusively.

Of all oncologists with opinions responding to our survey, 54% supported rescheduling.
Possible response bias makes it impossible to determine precisely whether a majority of the
population with opinions actually holds that view. Ascertaining whether a significant
minority of the population supports rescheduling is much simpler. A sensitivity analysis
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varying the degree of acceptance of the medical use of marijuana by nonrespondents to the
survey suggests that support for rescheduling manjuana is indeed present in at least a
significant minority of our population. In the hypothetical event that all r}onrcspoondcnts
and all respondents without opinions were actually opposed to rescheduling, 13% of
oncologists would remain in favor of rescheduling. If all nonrespondents and respondents
without opinions were actually for rescheduling, 85% would support prescription
availability of marijuana.

The survey data suggest that adding marijuana to the existing armamentanum of antiemetic
agents would result in substantial benefits to patients. Oncologists believe smoked
marijuana to be roughly as safe as legally available, oral synthetic THC (Marinol) and
somewhat more effective. Of the oncologists responding to our survey, 44% - 73% of those
with opinions - consider marijuana both safe and efficacious.

Oncologists may prefer to prescribe smoked marijuana over oral THC for several reasons.
The bioavailability of THC absorbed through the lungs has been shown to be more reliable
than that of THC absorbed through the gastrointestinal tract (17-18), smoking offers
patients the opportunity to self-titrate dosages to realize therapeutic levels with a minimum
of side effects, and there are active agents in the crude marijuana that are absent from the
pure synthetic THC.

Although the survey did not ask whether marijuana or Marinol might be safer or more
effective when used with specific patient groups, in space set aside for comments, 42
oncologists mentioned either that older patients had more problems with side effects from
both Marinol and marijuana or that patients who had side effects tended to be
inexperienced with marijuana. The increased prevalence of side effects in older patients
may be a cohort effect and not an age effect. Marijuana and Marinol may be most useful in
younger or marijuana-experienced patients.

More than four in 10 respondents (44%) report that they have recommended the (illegal)
use of marijuana to control emesis to at least one cancer chemotherapy patient. The fact
that so many physicians have advised patients to commit an illegal act to obtain marijuana
suggests a substantial discrepancy between clinical and regulatory opinions. Almost half
(48%) would prescribe it to some of their patients if it were legal. ’

The survey reported here of the opinions and experiences of clinicians is not a controlled
clinical study of the use of marijuana as an antiemetic. Nevertheless, this survey
demonstrates that oncologists' experience with the medical use of marijuana is more
extensive, and their opinions of it are more favorable, than the regulatory authorities appear
to have believed. It appears that current regulations create the somewhat anomalous
situation that a substantial fraction of all practicing oncologists at least occasionally
commit an act - ie, counseling a patient to acquire and use a controlled substance - that
constitutes a crime and that at least in principle could lead to the revocation of their license.

(Top)
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" Consroe/Epilepsy/1975
ANTICONVULSANT NATURE OF MARIHUANA SMOKING

Journal of the American Medical Association Oct 20, 1975--Vol 234, No 3:
306-307

Paul . Consroe, PhD: George C. Wood, PhD; Harvey Buchsbaum, MD

>From the departments of pharmacology (Dr. Consroc) and pharmaceutical
sciences (Dr. Wood), College of Pharmacy, and the Neurology Department,
Tucson Medical Center (Dr. Buchsbaum), University of Arizona, Tucson

Marihuana smoking, in conjunction with therapeutic doses of pheno-barbital
and diphenylhydantoin, was apparently necessary for controlling seizures in
one 24-year-old epileptic patient.

ANECDOTAL accounts of beneficial therapeutic effects of Cannabis sativa
have been known throughout recorded history. (1) The classic description
by O'Shaughnessy (2) in 1842 of the ameliorative effects of marihuana
extract on "infantile convulsions,” "hydrophobia,” and "lockjaw”

invite speculation as to the anticonvulsant effect of the drug. Other 19th
century physicians reported that marihuana preparations were of benefit in
controlling various spastic and seizure states, (3.4) although entirely
useless in states of "true chronic epilepsy” such as petit mal. (4)

Synthetic derivatives of delta-9-tetrahydrocannabinol, the main ]
psychoactive ingredient of marihuana, have been reported to be of val,ue in
the treatment of human epilepsy, although explicit details are absent in

the abstract-report. (3) Finally, there is also a published report in

which grand mal convulsions in a 20-year-old man were exacerbated by
smoking marihuana. (4)

These references are essentially the only available literature on

the relationship between marihuana and human convulsions, which obviously
indicates a paucity as well as a contradiction of information. The

following case report describes the possible beneficial effect of marihuana

in human epilepsy.

Report of a Case

A 24-year-old man has been seen in a neurology outpatient clinic

for a period of eight years for control of his epileptic seizures. His

history included febrile convulsions at 3 years of age and epileptic

seizures since the age of 16. Since that age, the patient has been taking
diphenylhydantoin sodium, 100 mg four times a day, and phenobarbital, 30 mg
four times a day. Control seizures with this regimen was incomplete, and

the patient complained of attacks about once every two months. From the

age of 16 to 22, the incidence of scizures increased to one attack per

month to one per week.

At 22 years of age, the patient began smoking marihuana (two to

five joints per night) while continuing the prescribed anticonvulsant drug
therapy. During this period, attack did not occur s long as the patient
continued to take the combination of all three drugs. The patient's
condition could not be maintained on marihuana alone, because on two
occasions he experienced an attack three to four days after running out of
his prescribed medication.

Neurological work-up has recently been done on the patient and he

has been thoroughtly interviewed, because of the possible association

between marihuana and epileptsy. The patient was found to have abnormal
paroxysmal bursts of spike and slow-wave electroencephalographic discharges
bilaterally, and his condition was diagnosed as grand mal epilepsy. The
patient showed no other physical or emotional disability and did not admit

to smoking cigarettes, drinking alcohol, or taking any other drugs. Plasma
level of diphenylhydantoin was 7.4 mcg / ml; ohenobarbital level was 11 mcg
/ml; and folic acid, 4.5mcg / ml.

The patient apparently complies with his dosage regimen, since he
has a history of regular clinic visits and refilled drug prescriptions.

Comment
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effect in human cpilepsy. Previous reports have allud_cd 10 this

possibility. (1-3.5) Moreover, the antiseizure properties of '
delta-9-tetrahydrocannabinol have been demonstrated in a wide variety of
experimental animal species. (7-9) It has been shown in laboratory-animal
seizure models that the tetrahydrocannabinols show a differential activity
against major scizures without altering the sequelaw of minor seizures.
(7) Thus, the present case appears 1o bear out the prediction from the
animal studies while at the same time possibly explaining marihuana’s
observed lack of effect in petit mal epilepsy. (4)

Theoretical calculations can be made to elucidate the probable
blood leve! range for delta-9-tetrahydrocannabinol. A sample of the
* patient’s marijuana was analyzed for tetrahydrocannabinol content by gas

chromatography, and was found to contain 1.2% by weight total cannabinoids.

One twelfth of the total cannabinoids, or 0.1% by weight, was accounted
for by deita-9-tetrahydrocannabinol. Assuming 1 gm of marihuana per joint
and correcting for pyrolysis (50%) and lung-absorption losses (20%), the
inhalation dose of delta-9-tetrahydrocannabinol to the patient (weight,
about 65 kg [143]) would be 6.15 mcg / kg. It is known that doses of 5 mcg
to 7 meg / kg of delta-9-tetrahydrocannabinol produce psychological and
physiological effects in steady marihuana smokers. (10) Moreover, after

an intravenous bolus of delta-9-tetrahydrocannabinol, marihuana smokers
show lower blood levels and shorter half-lives (28 hours) for the drug

than nonusers (half-life, 57 hours). (10) Since the half-life is 28

hours in steady smokers and this patient used two to five joints per
evening, little of the drug would be eliminated and the blood levels would
be expected to climb rapidly during the evening.

The subtherapeutic blood level of diphenylhydantoin in this

patient, 7.4 mcg / ml (normal range, 10 to 25) was not unexpected, since
phenobarbital is know to induce the formation of enzymes that metabolize
diphenylhydantoin. Even when the blood levels of diphenylhydantoin are
less than the normal range, the combination of the two drugs is known to be
clinically effective. (11) The blood level of 11 meg / ml of

phocnobaorbixal found in this patient is within the normal therapeutic range

(10 to 20).

In summary, marihuana smoking in conjunction with routine doses of
phenobarbital and diphenylhydantoin was apparently necessary for
controlling seizures in one 24-year-old patient. However, the present case

is in direct contrast to the single previously reported case of marihuana
smoking exacerbating seizures in one patient with grand mal epilepsy. (6)
The possibility that delta-9-tetrahydrocannabino! or other cannabinoids may
be useful or detrimental in major seizures needs further investigation.

This investigation was supported in part by National Institute of
Mental Health grant MH23414

The analysis of marihuana for tetrahydrocannabinol was performed by
Pharm Chem Laboratories, Palo Alto, Calif.
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CHRONIC ADMINISTRATION OF CANNABIDIOL TO HEALTHY VOLUNTEERS AND EPILEPTIC
PATIENTS
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Abstract. In phase 1 of the study, 3 mg / kg daily of cannabidiol

(CBD) was given for 30 days to 8 healthy human volunteers. Another 8
volunteers received the same number of identical capsules containing
glucose as placebo in a double-blind setting. Neurological and physical
examinations, blood and urine analysis, ECG and EEG were performed at
weekly intervals. In phase 2 of the study, 15 patients suffering from
secondary generalized epilepsy with temporal focus were randomly divided
into two groups. Each patient received, ina double-blind procedure,
200-300 mg daily of CBD or placebo. The drugs were administered for as
long as 4 172 months. Clinical and laboratory examinations, EEG and ECG
were performed at 15- or 30-day intervals. Throughout the experiment the
patients continued to take the anticpileptic drugs prescribed before the
experiment, although these drugs no longer controlled the signs of the
disease. All patients and volunteers tolerated CBD very well and no signs
of toxicity or serious side effects were detected on examination. 4 of the

8 CBD subjects remained almost free of convulsive crises throughout the
experiment and 3 other patients demonstrated partial improvement in their
clinical condition. CBD was ineffective in 1 patient. The clinical

condition of 7 placebo patients remained unchanged whereas the condition of
| patient clearly improved. The potential use of CBD as an antiepileptic
drug andd'us possible potentiating effect on other antiepileptic drugs are
discussed.

Anecdotal reports on the antiepileptic properties of marihuana

(Cannabis sativa) are known since ancient times (Li, 1974). Rosenthal
(1971) mentioned medieval Arab manuscripts in which cannabis is described
as a treatment for epilepsy. During the 19th century several medical

reports were published on the ameliorative effects of cannabis extracts on
several forms of convulsions (O'Shaughnessy, 1842; Shaw, 1843,

Reynolds, 1890).

In spite of these promising results and its low toxicity, the use

of cannabis preparations for medical purposes progressively decreased.

This was due to the absence of standardized preparations, the unknown

chemical composition, and the psychotropic secondary effects produced by
is.

Cannabidio! (CBD) is the major neutral nonpsychoactive

cannabinoid in most cannabis preparations. It was first isolated by Adams

et al, in 1940 but its structure was elucidated only 23 years later
(Mechoulam and Shvo, 1963). The main active component of cannabis is
delta-1-tetrahydrocannabinol (delta-1-THC) which was isolated in pure

form and its structure was determined by Gaoni and Mechoulam in 1964. It
is also named delta-9-THC. Numerous other natural cannabinoids are known
today (Mechoulam, 1973; Mechoulam et al, 1976).

The unraveling of the chemistry of C. sativa brought a new interest

in its pharmacology, and quite expectedly many laboratories studied the
anticonvulsant properties of its components especially since early reports
had shown that some natural and synthetic cannabinoids protected rats from
convulsions (Loewe and Goodman, 1947) and were of therapeutic value in
epileptic children (Davis and Ramsey, 1949). More recently many reports
have appeared attributing anticonvulsant properties to delta-1-THC and
other cannabinoids, in a variety of experimental procedures (Garriott et

al, 1968; Sofia et al, 1971; Consroe and Man, 1973; Karler et al, 1973,
1974; PlotnikofT, 1976). As a rule, delta-1-THC was the most studied
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compound. Most of the results obtained confirmed the rather potent
anticonvulsant property of this drug. Its possible use as an antiepileptic
drug in humans has. however, been hindered by its known psychotropic
effects.

Since Brazilian workers (Carlini et al, 1973; Izquierdo et al,

1973) first demonstrated the anticonvulsant effects of CBD, there have
been several additional reports on the effectiveness of CBD and its
derivatives in protecting experimental animals from convulsions induced by
various procedures (Karler et al, 1973; Turkanis et al, 1974; Carlini et

al, 1975; Karler and Turkanis, 1976 Consroe and Wolkin, 1977)1 Consroe
and Wolkin (1977) demonstrated that CBD has a high protective index
comparable to that of phenobarbital and a spectrum of anticonvulsant
activity in rodents similar to that of phenytoin. CBD also enhances the
anti-convulsant potency of both phenytoin and phenobarbital (Consroe and
Wolkin, 1977; Chesher and Jackson, 1974; Chesher et al., 1975).

In addition to its favorable anticonvulsant effects and absence of .
toxicity in animals, CBD seems to be devoid of psychotropic activity and
other undesirable side effects in humans. The lack of toxicity of CBD in
animals was demonstrated by intraperitoneal injection of S0 mg / kg daily
for 90 days in mice, oral ingestion of 5-20 mg / kg daily for 90 days and
50 mg / kg for 27 days by rats and intravenous injection of 1,000 mg / kg
in rabbits. No toxicity was observed (Cunha and Carlini, to be

published). In man, oral intake of doses from 15 to 160 mg / day (Kamiol
et al, 1974; Hollister, 1973; Carlini et al, 1979), inhalation of 0.15 mg

/ kg (Dalton et al, 1976a), and intravenous injection of 30 mg
(Perez-Reyes et al, 1973; Hollister, 1973) were not followed by ill
effects. Chronic oral administration of 10 mg daily for 21 days did not
induce any change in neurological (including EEG), clinical (including
ECG), psychiatric, blood and urine examinations (Mincis et al, 1973).

Another recent investigation in our laboratory (Consroe et al.,

1979) showed that CBD neither interferes with several psychomotor and
psychological functions in humans nor potentiates alcohol effects on these
functions.

The above data led us to undertake the present investigation which

was performed in two phases. In phase 1, 3—-6 mg / kg of CBD (roughly
corresponding to 200400 mg / subject) was administered daily to healthy
human volunteers for 30 days. In phase 2, patients suffering from
secondary generalized epilepsy with temporal irritative activity received
200-300 mg of the drug for periods of up to 4.5 months.

Experiment 1 (Phase 1 of Study)
Material and Methods

Subjects

16 adult volunteers (11 men and § women) aged 22-35, with an

average weight of 65 kg were chosen from the staff of Escola Paulista de
Medicina. They were in good health showing neither clinical nor laboratory
evidence of cardiovascular, renal, hepatic or other impairments. The
institutional review committee at Escola Paulista de Medicina previously
approved the protocol of the experiments.

On the first day of the experiment the patients were submitted to

a complete medical check-up, including clinical and neurological
examinations, EEG, ECG, blood tests (hematocrit, hemoglobin, leukocyte and
erythrocyte counts, bilirubin, oxaloacetic and puruvic transaminases and
creatinine) and urine tests ; (osmolarity, pH, albumin, leukocyte and
erythrocyte counts, cylinders and crystals) in the Department of Medicine

of the Hospital Sao Paulo of Escola Paulista de Medicina. On the 7th day,
they returned to the hospital, signed the informed consent and were
randomly divided in two groups of 8. Each group started the ingestion of
identical gelatine capsules containing either glucose as placebo (control
group) or CBD (experimental group). The experiment was performed on a
double-blind basis and the subjects were instructed to ingest the assigned
capsules, one in the moming and the second in the aftenoon for 30 days.
Each capsule contained an amount of CBD (or glucose) equivalent to 1.5 mg
/kg, i.¢. a daily dosage of 3.0 mg/ kg. | volunteer took 4 capsules of

CBD daily (6 mg / kg) on the last 3 days of the experiment.

On the 3rd, 7th, 15th, 31st and 37th days after the beginning of
drug ingestion, the subjects retumed to the hospital to undergo the
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examinations described above.

Drug

Cannabidiol, in crystalline from (m.p. 66--67) was i_sqlaled from )
hashish of undetermined age. It was of Lebanese origin and was supplied by
the Israeli Police. The isolation procedure has been described (Gaoni and

Mechoulam, 1971). Part of the CBD was a gift from Makor Chemicals, P.O.B.

6570, Jerusalem
Results

General Observations ) )

During the entire period of the experiment, the subjects did not

report any symptoms suggestive of psychotropic effect of CBD.Ofthe 8
volunteers receiving the placebo, 1 gave up on the 21st day of the
experiment for personal reasons; a second placebo subject reported
sudoresis and 'palpitations’ from the 7th to the 10th day in the veins of
the feet, legs and head, stating that he had to uncover his feet to feel

the palpitations less in order to sleep. Clinical and laboratory
examinations were normal and the symptoms subsided after the 11th day
without any measures on the part of the investigators.

Of the 8 volunteers receiving CBD, 2 reported somnolence, 1 during

the first week and the other throughout the entire period of the
experiment. A 3rd subject, with a history of mild insomnia, reported being
able to sleep better during the first week of medication.

Neurological and clinical examinations, EEG and ECG tracings, and
blood and urine analyses (detailed above) were within normal limits in
the 16 subjects before, during and after the experiment.

Comments

It has been suggested that delta-1-THC and other cannabinoids may

possess therapeutic potential as antidepressive drugs in patients with

cancer (Regelson et al., 1975) or in the treatment of glaucoma (Hepler

and Frank, 1971), asthma (Tashkin et al., 1972), etc. For a recent review

see Mechoulam and Carlini (1978). However, acute administration of 20--60
mg of delta-1-THC induces a marked psychic change and has peripheral
effects such as an increase in heart rate (Isbell et al., 1967; Kiplinger

etal, 1971; Kamniol et al., 1975) which would limit its therapeutic

use.

In contrast, the present experiment shows that 3 mg / kg / day of

CBD administered for 30 days (1 volunteer received 6 mg / kg / day during
the last 3 days of experiment) did not induce any psychic or other side
effects and was well tolerated by the 8 subjects. Thus CBD does not appear
to have any toxic effect in humans when administered at the above dosage
over a long period. This confirms our previous data obtained in animal
(Cunha and Carlini, to be published).

In our opinion these findings justified the trial of the drug in
epileptic patients.
Experiment 2 (Phase 2 of Study)

Material and Methods

Subjects

15 Epileptic patients, 11 women and 4 men, aged 14-49 (average 24
years), with a documented history of frequent convulsions for at least |
year, were selected. These patients were not reacting satisfactorily to

the prescribed anticpileptic drugs they were receiving (table 1) in spite

of special care to assure that the patients were taking them properly. The
patients were diagnosed as cases of secondary generalized cpilepsy; EEG
tracings revealed imitative activity with temporal projection. They had

at least one generalized convulsive crisis weekly. Clinical and laboratory
examinations showed no signs of renal, cardiovascular or hepatic discase.
The experiment was performed in the Neurology Out-Patient Clinics of the
Hospital Sao Paulo (8 patients) and the Hospital da Santa Case (1

patients). Each patient was followed by the same investigator, beginning 2
weeks before first drug administration and then throughout the whole period
of drug administration. In the 2 weeks before CBD or placebo
sdministration, the number of focal and generalized convulsive crises was
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recorded and considered as the baseline to evaluate treatment. On the

first day of the experiment, the patients were submitted to the )
examinations described in experiment 1. They were randomly divided into
one group of 8 (control group) and another group of 7 (CBD group) and
returned to the hospital for 2 more days. Afier | weck each group received
placebo or CBD capsules in a double-blind procedure in addition to the
antiepileptic drugs they were already receiving (see table 1). | placebo
patient (Z.5.M.) was transferred to the CBD group after | month. Half of
each group of paticnts was treated in cach hospital. The patients were
instructed to take 2 or 3 capsules daily (containing 100 mg of CBD or
glucose) and to retum to the hospital every week for clinical and / or
laboratory examinations.

Clinical evaluation of drug treatment was made weekly using a scale

with score 0-3, which took into consideration absence of convulsive crises
or absence of generalization and self-reported subjective improvement (see
tablell). According to this criterion all patients were scored 3 during

the predrug phase (baseline).

Results

General Observations

During the curse of the experiment none of the 8 patients receiving

CBD showed evidence of behavioral alterations which could be suggestive of
a psychotropic effect. The minimum and maximum times of drug
administration were 8 and 18 weeks for most patients (control and CBD
groups). 2 of the placebo patients did not retum after the end of the 4th

week and 1 CBD patient after the 6th week. | placebo patient (ZSM)
whose condition remained unaltered during 4 weeks, wanted to give up the
experiment, but remained in it after crossing over to the CBD group.

4 patients under CBD and 1 receiving placebo complained of

somnolence during the experiment. Another CBD patient (M.C.P.)
complained of painful gastric sensations after drug ingestion at the 6th
week. These symptoms disappeared after prescription of an antacid and did
not return throughout the experiment.

Table 1. Criteria used to evaluate clinical efficacy of cannabidiol in
epileptic patients

Score 0......complete improvement
Score 1......partial improvement
Score 2......small improvement
Score 3......without improvement

0 = Total absence of convulsive crises and self-reported subjective
improvement.

1 = Absence of generalization of crises and self-reported subjective
improvement.

2 = Only self-reported subjective improvement.

3 = No reduction in crises and no self-reported improvement.

Neurological Examination and EEG

Before drug treatment | CBD patient (N.D.) showed paresthetic

walking towards the right, with spastic hypomotility of the right arm and
leg, mainly of the right hand. He also presented a decrease in psychomotor
functions. 2 other patients in the CBD group (A.A.S. and Z.5.M.) showed
in examinations prior to the experiment some mental underdevelopment.
Neurological examinations of all other patients were within normal limits.

Table 111 shows the results of the EEG analysis in a condensed

form. Of the patients receiving CBD, 3 showed improvement in EEG pattern
with signs of decrease in frequency of crises throughout the experiment. 2
placebo patients also had improved EEG patterns (J.O.R., and J.5.V.) on
one occasion, with a return to their previous condition on subsequent
examination.

Clinical Evaluation of Treatment

Clinical evaluation was performed weekly, scoring 0 - 3 points to

each patient compared to its own baseline (see table [ and ‘methods’ for

details). At the end of the treatment, the median of weekly score for each ER1 290
patient was calculated. The results are presented in table IV. During the

first week of treatment there was general improvement in almost all

patients (placebo and CBD groups), but from the sccond week, all placebo

patients with one exception (M.D.M.S.) retumned to their previous clinical
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state. At the end of the placebo treatment, 7 patients had a median of 3

(i.e. no improvement) whereas patient M.D.M.S. showed complete
improvement (median 0). 2 placebo patients (J.S. and M.G.S.) with no
improvement received the capsules for the 4th week oflrcatm;m but did not
return. 3 other placebo patients (JJO.R.; J.S.V.{ M.l_,.M:) remained under
treatment for the period stated in table 1V, after which it was decided to
withdraw them from the experiment and to change the antiepileptic drugs
they were receiving (see table 1) in an attempt to improve their

condition. Patient R.C. remained in the placebo group for 18 weeks and
received all known antiepileptic drugs without success. Patient Z.S.M. was
on placebo for 4 weeks without improvement and was subsequently transferred
to 200 mg of CBD daily for 6 weeks (without her knowledge) with a smail
improvement (median 2).

Of the 8 patients recciving CBD, 4 showed considerable improvement

in their clinical condition (median 0). However, in 1 case (M.C.P.) this

was achieved by increasing the dosage to 300 mg daily. Patient A.A.S., who
showed much improvement from the first week, unfortunately moved to another
city after completing 6 weeks of treatment with CBD. The 5th patient
(F.R.F.) improved only partially (median 1) although he anained score 0

in clinical evaluation (no convulsive crisis and subjective improvement)

in 7 out of the 16 weeks of treatment. 2 of the 3 remaining patients

showed improvement (score 2) whereas the last patlcn(.(N.D.) did not
improve at all in spite of increasing CBD to 300 mg daily for the last 2
weeks of treatment.

Table IV

JOR placebo 3
JS piacebo 3
MGS Placebo 3
JSV placebo 3
MLM placebo 3
RC placebo 3
MDMSplacebo 0
ZSM placebo 3

ZSM CBD200 2
FRF CBD200 |
OEBNCBD200 0
AAS CBD2000
ASR CBD200 2
NP CBD200
3003 :
MCP CBD200
3000

0 = complete improvement
3 = no improvement

Discussion

Treatment of epilepsy is based mainly on anticonvulsant drugs.

However, even when properly administered in well-diagnosed cases, these
drugs succeed in heiping only about 70-75% of the epileptic patients,
whereas about 30% of the patients do not benefit at all (Robb, 1975).
Furthermore, all clinically effective antiepileptic drugs induce

undesirable side effects at normal dosage (osteomalacia, megaloblastic
anemia; gingival hyperplasia) or due to overdose (nystagmus, motor
incoordination, coma and death) or to idiosyncratic reactions (Kutt and
Louis, 1972).

As already stated in the introduction, many ancient reports mention

the antiepileptic properties of cannabis. More recently Consroe et al.

(1975) described an epileptic patient receiving phenobarbital and phenytoin
without good results, who benefited by smoking marihuana. These accounts
indicate that marihuana contains chemical entities which may possess
anti-epileptic properties.

According to the present data, CBD may tumn out to be a useful

drug for the treatment of some cases of epilepsy. There is hardly any

toxicity as shown in our phase 1 study; there were no changes in EEG, ECG,
blood and urine analyses and neurological and clinical examinations were
normal in 8 healthy volunteers receiving 3 mg / kg of CBD daily for 30
days. A similar absence of toxicity was also noted in our phase 2 study in
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which 8 epileptic patients received 200 or 300 mg for up to 4 172 months.
Furthermore, none of the 16 subjects receiving CBD showed any psychic
delta-1-THC-type effects. The present data obtained after long-term
administration also confirm previous reports showing the absence of
toxicity in acute studies (Hollister, 1973; Carlini et al, 1979).

Somnolence reported by 3 healthy volunteers and 4 epileptic )
patients (43% of the subjects receiving the drug) was the only CBD side
effect noted. A cenain hypnotic effect is frequently observed with drugs
which possess antiepileptic properties. We have in fact recently
demonstrated that CBD does induce better slecp in human volunteers
(Carlini et al., 1979). On the other hand, CBD induced a remarkable
improvement (median 0) in 4 of 8 epileptic patients who remained almost
free of convulsive crises during the entire period of the experiment. In a
Sth patient (median 1), the crises were absent in 7 of the 16 weeks of
treatment. All of these patients (as weli as their relatives) reported
subjective improvement. A similar subjective effect was also reported by 2
more patients and only in | patient CBD failed to induce any form of
clinical benefit. This is in striking contrast to the results obtained

with the 8 patients receiving placebo of whom 7 showed no improvement in
their clinical condition.

However, EEG results were not as consistent as the clinical |
evaluation. As seen in table I1I, clinical improvement was not always
followed by positive changes in the tracings. As the International League
against Epilepsy (Commission on Antiepileptic Drugs) docs not consider
EEG mandatory in this type of research (Penry, 1973), EEG data were not
included in the overall clinical evaluation of CBD effects. It should also
be emphasized that the abnormal EEGs were present from the beginning of the
experiment even though all patients were receiving known antiepileptic
drugs. Furthermore, phenytoin and barbiturates fail to control the EEG
abnormalities of epileptics in spite of being able to abolish their
behavioral convulsions; phenytoin may even increase the prominence of
focal spikes (Morrel et al., 1959; Millichap, 1969).

Wall et al. (1976) have reported pharmacokinetic studies in man

with 3H-CBD injected intravenously into 5 healthy volunteers. They
observed that 8% of the total initial dose (20 mg of CBD) was present in
plasma 30 min after injection, to fail to 3% after 60 minutes. 3 days

later, 33% was excreted in the feces and 16% in the urine, with 50%
remaining in tissues and organs. Therefore, CBD seems to have a relatively
long half-life, which favors its use as a drug in epileptics.

However, in spite of the large number of reports showing beneficial

effects of cannabis and its preparations in many forms of experimental
convulsions and in human epilepsy, a few reports claim the contrary.
Feeney et al. (1976) showed that delta-1-THC in cats induced EEG changes
resembling those observed in convulsions, and Perez-Reyes and Wingfield
(1974) described a similar effect of CBD in man. In ncither case,

however, were behavioral convulsions observed. It is interesting in this
context that phenytoin may increase activity of focal spikes (Millichap,
1969). To the best of our knowledge there is only one report attributing a
worsening of an epileptic convulsive crisis (grand mal) following use of
marihuana smoking (Keeler and Reifler, 1967), and we do not know of any
cases described for CBD. Furthermore, in none of our 8 epileptic patients
did we observe deterioration of clinical symptomatology or of EEG, but
rather the opposite effect was true.

The mechanism by which CBD benefited our epileptic patients is not
known. Al 8 patients were also receiving known antiepileptic drugs which
were by themselves, however, ineffective. One possibility is that CBD
potentiated their action since enhancement by CBD of anticonvulsant
activity of phenobarbital and phenytoin in animals has been demonstrated
(Consroe and Wolkin, 1977; Chesher and Jackson, 1974; Chesher et al.,
1975). In man, however, 50500 mcg / kg CBD given in cigarette form is
not able to alter plasma concentrations of secobarbital (Dalton et al.,
1976b). The possibility that CBD acts per s¢ should also be taken into
consideration, as shown by several reports describing its direct
anticonvulsant effects in animals. .

In conclusion, we have found that CBD had a beneficial effect in

patients suffering from secondary generalized epilepsy with temporal foci,
who did not benefit from know anti-epileptic drugs. Further research with

more patients and other forms of epilepsy is needed to establish the scope

of the antiepileptic effects of CBD in humans.
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TREATMENT OF HUMAN SPASTICITY WITH DELTA-9-TETRAHYDROCANNABINOL
Denis J. Petro, M.D., and Cari Ellenberger, Jr.. M.D. Bronx, NY

J Clin Pharmacol. 1981; 21: 413S--416S

Abstract: Spasticity is a common neurologic cqn_dition in patients with
multiple sclerosis, stroke, cerebral palsy or an injured spinal cord. ]
Animal studies suggest that THC has an inhibitory effect on polysynaptic
reflexes. Some spastic patients claim improvement after inhaling cannabis.
We tested muscle tone, reflexes, strength and performed EMGs before and
after double-blinded oral administration of either 10 or 5 mg THC or
placebo. The blinded examiner correctly identified the trials in which the
patients received THC in seven of none cases. For the group, 10 mg THC
significantly reduced spasticity by clinical measurement (P<0.01). )
Quadriceps EMG interference pattem was reduced in those four patients with
primarily extensor spasticity. THC was administered to cight other

patients with spasticity and other CNS lesions. Responses varied, but
benefit was seen in three of three patients with "tonic spasms.” No

benefit was noted in patients with cerebellar disease.

Several patients with multiple sclerosis reported to us that their

spasticity improved after smoking marihuana. Preliminary uncontrolled
observations of these patients before and after inhalation of the drug
suggested to us that the improvement in spasticity was a specific effect of
the marihuana and not merely a result of the well-recognized euphoria or
altered perception experienced by social users of the drug.

Methods

We entered nine patients with spasticity, presumably of spinal

origin and related to multiple sclerosis, into a double-blinded pilot

study. The blinded observer examined each patient on three scparate days,
before and at 1 1/2-hour intervals after oral administration of a capsule
containing either 10 mg, 5 mg, or no synthetic delta-9-tetrahydrocannabinol
(THC). Absorption of oral THC is variable, about 90 per cent, but
generally slower than that of inhaled THC. Blood levels and psychologic
effects peak at 3 hours after ingestion. Because blood level determination
is costly and may be unreliable, we did not determine levels.

The examiner rated deep tendon reflexes, muscular resistance to

stretch in the legs, and abnormal reflexes each on a scale of O (absent) to
4 (abnormally increased) and tabulated the total divided by the number of
observations as the "spasticity score” at 1 1/2 -hour intervals. For
example, if both knee jerks were 3+, both ankle jerks were 3+, and both
adductor jerks were 3+, the total was 18 and the spasticity score was 18/6=
3.0. Babinski signs were rated as 4+, their absence as 3+.

The examiner viewed the EMG interference pattern of the quadriceps
muscle as the knee joint was flexed from 0 to 90 degrees at varying
velocities. The examiner also assessed walking ability, inquired about the
patient's subjective response and side effects of the drug, and measured
vital signs.

Results

Three patients reported feeling "loose” and better able to walk

after receiving either 5 or 10 mg THC. The changes in spasticity scores

for the treated and placebo groups are illustrated in Fig. 1. Differences
between the groups at 180 minutes are significant (P<0.01); summed scores
for the two treated groups differed significantly from summed scores of the
placebo group (P<0.005). The spasticity scores of four patients improved
more than two standard deviations from the mean after either § or 10 mg
THC,; one patient improved after placebo. Only two of the three patients
who felt improved actually did so by objective criteria. On the basis of

the spasticity scores, the blinded examiner identified correctly the

placebo trials in seven of the nine patients.

The EMG index of spasticity proved to be impractical in five

patients—in three because resistance to stretch was t0o severe and in two
because electrical activity was too little to record. Among the remainin

four patients, the interference pattern, by visual inspection, was redu ER1297
after treatment from the pretreatment pattern at comparable velocity of

stretch.
Side effects of the 5- or 10-mg oral dosage were minimal. One
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patient reported feeling "high" after 10 mg, and another reported a "high”
after placebo. No other patients reported side effects at the relatively
“Jow doses we used.

Discussion

Our preliminary results suggest that THC or one of its synthetic
derivatives warrants further study as a potential treatment for spasticity.
Although many previous investigators have studied the effects of marihuana
on complex motor tasks, we were not able to find previous studies of the
effects of marihuana on spasticity in the medical literature. Experimental
studies in animals suggest that THC has an inhibitory effect on
polysynaptic reflexes mediated through the spinal cord. The results of
differential sectioning of the neuraxis in cats by Dagirmangian and Boyd
(1) suggest that the ability of several tetrahydrocannabinols to decrease
polysynaptic flexion reflexes relates to its action in the region between
the mesencephalon and first cervical segment. Kayaalp et al. (2) postulate
that THC has an effect on both nerve conduction and skeletal muscle
contraction. Sullivan (3) and colleagues found a dose-dependent loss of
reflexes and muscular weakness in dogs.

Although THC has proved to be clinically useful in the treatment of
nausea induced by cancer chemotherapy and in reducing intraocular pressure
in glaucoma, the results of these trials have demonstrated several
disadvantages of the drug. The first is its potential for psychologic
effects that limits usage in higher doses than those we employed. The
second drawback to regular clinical use of the drug and of its many
derivatives is the observation that many of its therapeutic effects may
diminish after a relatively short period of regular usage.
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Discussion of the Paper

Dr. Nahas: Were the subjects that you studied naive toward marijuana, and
did you observe tolerance?

Dr. Petro: All of our patients were naive to marijuana. Anecdotally,

other patients claim that they have been using marijuana for periods up to
15 years for control of spasticity, but research needs to cover a larger

and better controlied sample before any definitive statement would be
possible. No chronic studies have been done to evaluate drug tolerance in
spasticity.

Dr. Ungerleider: Did you, as blinded examiner, interview the patients and
perform the tests?

Dr. Petro: [ did all of the evaluations of neurologic function.

Dr. Ungerleider: Did you know that they felt better before you evaluated
them objectively?

Dr. Petro: No; | used only objective measures, the EMG criteria and the
spasticity scores.

Dr. Lindblom: Have you considered the use of patients other than those
with multiple sclerosis (MS)? We studied the effect of baclofen on
spasticity, and found much spontaneous variability in MS patients. In
addition, some are euphoric from the discase and cannabis might add to the
cuphoria and confuse the results with unspecific effects. Furthermore,
there are several types of spasticity, and in the case of baclofen, we

fOl:l}? lh:; gamma-spasticity was reduced but alpha-spasticity was
unafTected.

Dr. Petro: We had a population of MS patients that was rather large and

hetp://www.alaska.nev/~anc4dhemp/es027 html
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readily accessible. Certainly, in subjects with significant cerebellar
disease, marijuana (or its derivatives) would appear to be

contra-indicated because of relaxant effects. We examined the patient
population readily available for study, which-was MS patients. but as you
suggest this is not the ideal group to study. )

Dr. Gilbert: Poly-synaptic reflexes in the dog are very sensitive to THC.
In the morphine-dependent animal during abstinence there is an increased
activity in the hind limbs. That activity can be blocked with very low
doses of THC, nantradol and nabilone, before we see any other effects of
the drugs (see Gilbert et al,, this monograph).

Dr. Dow: Could you elaborate on your conclusion that THC is not the ideal
drug for spasticity?

Dr. Petro: Patients that report effects from marijuana don't like taking

THC; after smoking a marijuana cigarette, they clearly have an improvement

that is different from that seen from THC. As other related substances
with more specific CNS effects become available. these should be studied
;in the treatment of spasticity.
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ABSTRACT: Background. People who take analgesic drugs frequently may be at

increased risk of end-stage renal disease (ESRD), but the extent of this risk
remains unclear.

Methods. We studied 716 patients treated for ESRD and 361 control subjects of
similar age from Maryland, Virginia, West Virginia, and Washington, D.C. The
study participants were interviewed by telephone about their past use of
medications containing acetaminophen, aspirin, and other nonsteroidal
antiinflammatory drugs (NSAIDs). For each analgesic drug, the average use (in
pills per year) and the cumulative intake (in pills) were examined for any
association with ESRD.

Results. Heavier acetaminophen use was associated with an increased risk of
ESRD in a dose-dependent fashion. When persons who took an average of 0 to 104
pills per year were used for reference, the odds ratio of ESRD was 1.4 (9s
percent confidence interval, 0.8 to 2.4) for those who took 105 to 365 pills per
year and 2.1 (95 percent confidence interval, 1.1 to 3.7) for those who took 366
or more pills per year, after adjustment for race, sex, age, and intake of other
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analgesic drugs. Wwhen persons who had taken fewer than 1000 pills con;aining
acetaminophen in their liferime were used for reference, the odds ratio was 2.0
(95 percent confidence interval, 1.3 to 1.2) for those who had taken 1000 to
4999 pills and 2.4 (95 percent confidence interval, 1.2 to 4.8) for those who
had taken 5000 or more pills. Approximately 8 to 10 percent of the overall
incidence of ESRD was attributable to acetaminophen use. A cumulative dose of
5000 or more pills containing NSAIDs was also associated with an increased odds
of ESRD (odds ratio, 8.8}, put the use of aspirin was not.

Conclusions. People who often take acetaminophen or NSAIDs have an increased
risk of ESRD, but not those who often take aspirin. (N Engl J Med
1994;331:1675-9.)

TEXT:

Analgesic nephropathy was first described in the 1950s nl. Phenacetin was
subsequently identified as the chief culprit and was withdrawn from the market.
Evidence of the nephrotoxicity of other analgesic drugs -- acetaminophen,
aspirin, and other nonsteroidal antiinflammatory drugs (NSAIDs) -- is scanty and
inconsistent n2. In a prospective study of Swiss factory workers, subjects who
took salicylates had no excess of kidney disease n3. Of four case-control
studies, one n4 reported no association between the ingestion of analgesic drugs
and end-stage renal disease (ESRD), but the others found associations between
ESRD and salicylates, nS pyrazolones, nS aspirin, né acetaminophen, né n?7 and
NSAIDs n8.

None of these case-control studies were entirely population-based. In three,
patients with ESRD were drawn from the general population but were compared with
hospitalized control subjects, n4 nS né and in the fourth study subjects from
the general population were compared with hospitalized patients with chronic
kidney failure n7 n8. Because hospitalized patients may differ from members of
the general population in their analgesic-drug use regardless of the presence of
kidney disease, the associations found in these studies between renal failure
and the use of analgesic drugs may be spurious. We report here a case-control
study of over-the-counter analgesic drugs as risk factors for ESRD in which both
the case patients and the control subjects were drawn from the general
population.

Methods

The study protocol was approved by the institutional review boards at Johns
Hopkins University and the Health Care Financing Administration.

Study Participants

We studied residents of Maryland, Virginia, West virginia, and Washington,
D.C., who were 20 to 64 years old and had telephones in their homes. People who
lived in institutions, were absent from their homes for more than two weeks, OTY
were unable to complete the interview (because of deafness or a language
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barrier) were excluded from the study.

The case patients had to have ESRD and had to have started long-term dialysis
between January and July 1991. They were drawn from the Mid-Atlantic Renal
Coalition, a population-based registry of patients with ESRD. Of 978 persons in
the registry, 752 were eligible to participate. The others were excluded for the
following reasons: 93 did not have a private telephone, 65 had died, 19 were
institutionalized, 14 had moved out of the study area, 8 had recovered their
renal function, 8 were too sick to be interviewed, 7 had hearing problems, 5 did
not speak English, 5 were hospitalized for more than two weeks, and 2 were mcre
than 64 years old. Of the 752 eligible persons, 716 (95 percent) were
interviewed (of the others, 16 declined to be interviewed, 5 did not complete
the interview, and 15 could not be reached). A median of five months elapsed
between the start of therapy for ESRD and the time of the interview.

The control subjects lived in the same area as the patients n9 and were
selected by random-digit dialing so that their age distribution matched that of
the case patients. We sought to enroll half as many control subjects as case
patients. Of 1311 residences reached by telephone, 1259 (96 percent) were
screened for eligible residents, and 402 were found to contain one or more
eligible residents. Of the remaining 857 households, 846 contained no members in
the required age group, 7 contained no English-speaking respondents, 3 contained
respondents who had difficulty hearing, and 1 contained a respondent who had
ESRD. When several eligible control subjects lived in the same household, one
was selected at random. Of the eligible control subjects, 361 (90 percent)
completed the interview.

Data Collection

Trained interviewers contacted potential participants by telephone, explained
the purpose of the study, provided a telephone number to call for additional
information, obtained informed consent, and asked a set of standard questions.
The interview lasted 24 minutes on average. People who initially declined to
participate were contacted again after two weeks; about 40 percent agreed to
participate when approached a second time.

Exposure Variables

The participants were asked separately about their lifetime exposure to the
following five types of analgesic drugs, referred to by their common brand
names: single drugs or mixtures containing acetaminophen, but not aspirin or
phenacetin; single drugs or mixtures containing aspirin, but not acetaminophen
or phenacetin; mixtures containing acetaminophen and aspirin, but not
phenacetin; single drugs or mixtures that contained phenacetin before its

withdrawal from the market; and common NSAIDs containing ibuprofen, naproxen, or
indomethacin.
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The list of NSAIDs was based on a review of over-the-counter medications sold
in Baltimore pharmacies in 1990; indomethacin was included because it was one
of the first NSAIDs on the market. The other lists of medications were based on
an update of the information used by Sandler et al in their studies n7 n8.
Phenacetin-based medications were identified in order to adjust the analysis for
exposure to this substance known to be nephrotoxic.

For each type of analgesic drug, the study participants were asked whether
they had taken one or more brands more than 10 times in their lives (before
starting dialysis, in the case of the case patients). Those who said they had
done so were asked about the average frequency of their analgesic-drug use (days
per week, month, or year), the age at which they began to take the drugs
regularly, and the average number of pills consumed per day when they took the
drugs. Average intake (in pills per year) and cumulative intake (in pills,
calculated as the average intake multiplied by the number of years since the
first regular use) were computed. In the case of mixtures containing both
acetaminophen and aspirin, the total consumption was considered to include equal
amounts of each primary drug. Average intake was categorized as light (0 to 104
pills per year, or 0 to 2 pills per week), moderate (105 to 365 pills per year,
or up to 1 pill per day), or heavy (366 or more pills per year, or more than 1
pill per day), and cumulative intake was categorized as low (0 to 999 pills),
medium (1000 to 4999 pills), or high (5000 or more pills).

Statistical Analysis

The case patients and control subjects were compared by cross-tabulation and
logistic-regression modeling n10. Odds ratios were used to estimate relative
risks. Tests of linear trend were performed when appropriate.
Population-attributable risks were computed to estimate the potential effect of
withdrawing a given analgesic drug on the incidence of ESRD nll. To examine the
association of analgesic-drug use with different types of kidney disease, we
used a five-level categorical outcome variable, with one level assigned to the
control subjects and four levels assigned to the case patients according to the
ascribed cause of ESRD: diabetes mellitus, hypertension, other specified causes,
or no definite origin. The presumed cause of renal failure was based on each
patient‘s recall of the diagnosis by his or her nephrologist. Polychotomous
logistic-regression analysis nl0 was used to analyze multilevel outcomes. All
statistical tests were two-tailed, and a P value of less than 0.05 was

considered to indicate statistical significance. The analyses were conducted
with Systat software nl2.

Results

The case patients and the control subjects differed significantly with
respect to sex and race. Of the 716 case patients, 304 (42 percent) were women;
310 (43 percent) were white, 384 (54 percent) were black, and 22 (3 percent)
were of other races. Of the 361 control subjects, 235 (65 percent) were women;
303 (84 percent) were white, S1 (14 percent) were black, and 7 (2 percent) were
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of other races. The age distributions were similar in the two groups (mean +/-
SD , 47 +/- 12 years in both), indicating successful matching.

A majority of the study participants had taken analgesic drugs either
sporadically or regularly. Of the case patients, 77 percent had taken
acetaminophen, 77 percent had taken aspirin, and 31 percent had taken NSAIDs
more than 10 times in their lives. Among the control subjects, the rates were 75
percent for acetaminophen, 86 percent for aspirin, and 46 percent for NSAIDs.
Similar proportions of case patients (15 percent) and control subjects (17
percent) had taken analgesics that may have contained phenacetin.

Frequency of Use

In the univariate analysis, heavy users of acetaminophen (more than 365 pills
per year) had an increased risk of ESRD, whereas moderate users (105 to 365
pills per year) did not (Table 1). No statistically significant associations
were noted for aspirin and NSAIDs. Adjustment for age, sex, race, and the use of
other analgesic drugs strengthened the odds ratios for acetaminophen use and
revealed a significant dose-response relation (P for linear trend, 0.009). In
contrast, this adjustment weakened the associations of ESRD with the use of
aspirin and NSAIDs.

*Table 1. Average Annual Intakes of Acetaminophen, Aspirin, and NSAIDs as
Risk Factors for ESRD in Maryland, Virginia, West Virginia, and Washington,
D.C., in 1991 =.

*+TABLE OMITTED**

Cumulative Intake

The odds of ESRD increased with increasing cumulative intake of acetaminophen
(Table 2), whereas persons who had taken 1000 to 4999 pills containing aspirin
had a lower risk of ESRD than those with a lower cumulative intake. In contrast
to heavy average intake, a high lifetime intake of NSAIDs was associated with a
fourfold increase in the odds of ESRD. Although the confidence intervals were
wide, the odds of ESRD were lowest with moderate intake of aspirin or NSAIDs.
Adjustment for age, sex, race, and the intake of other analgesic drugs
strengthened the associations between the cumulative intake of acetaminophen and
ESRD (P for linear trend, <0.001) and between high doses of NSAIDs and ESRD.

*Table 2. Cumulative Lifetime Intakes of Acetaminophen, Aspirin, and NSAIDs
as Risk Factors for ESRD in Maryland, Virginia, West Virginia, and Washington,
D.C., in 1991 +.

*+*TABLE OMITTED**
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Black subjects reported less use of analgesic drugs than white subjects, but
the associations between the use of analgesic drugs and the risk of ESRD did not
differ according to race (data not shown). In analyses of both average and
cumulative intake, adjustment for race accounted for most of the difference
between the unadjusted and the adjusted results; this was due to the large
disparity between blacks and whites in the base-line risk of ESRD.

Risk Factors According to Cause of ESRD

The pattern of risk associated with a person's average intake of analgesic
drugs differed little according to the causes of ESRD that we studied: diabetes
mellitus, hypertension, any other specified cause, or no known cause (Table 3).
Since there were only 20 patients with ESRD who had underlying diagnoses of
interstitial nephritis, no separate analysis of that subgroup was performed. The
patterns of risk associated with cumulative intake of analgesic drugs were also
similar in the various subgroups (Table 4): a high intake of acetaminophen or
NSAIDs was apparently harmful, whereas a medium intake of aspirin appeared to be
protective.

«Table 3. Adjusted Odds Ratios and 35 Percent Confidence Intervals for the
Average Annual Intakes of Acetaminophen, Aspirin, and NSAIDs as Risk Factors for
ESRD According to the Ascribed Cause of ESRD *.

*+TABLE OMITTED**

*Table 4. Adjusted Odds Ratios and 95 Percent Confidence Intervals for the
Cumulative Lifetime Intakes of Acetaminophen, Aspirin, and NSAIDs as Risk -
Factors for ESRD According to the Ascribed Cause of ESRD *.

*+*TABLE OMITTED**

Population-Attributable Risks

Estimation of the population-attributable risk of ESRD suggested that if each
participant consumed fewer than 105 pills containing acetaminophen per year
(fewer than 2 pills per week), the incidence of ESRD would decrease by 7.7
percent (Table 5). Changes in the average intake of aspirin and NSAIDs would
have negligible effects on the incidence of ESRD. A reduction in lifetime
acetaminophen use to fewer than 1000 pills could potentially lower the incidence
of ESRD by 10.5 percent. Reducing the intake of aspirin would have the opposite
effect, resulting in an increase in ESRD. These inferences assume that the
observed associations (harmful in the case of acetaminophen and protective in
the case of aspirin) are causal and correctly estimated.

*Table S. Population-Attributable Risk of ESRD According to Average Intake
and Cumulative Life-time Intake of Acetamincphen, Aspirin, and NSAIDs *.

*+TABLE OMITTED®**
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Discussion

This study revealed several meaningful relations between analgesic-drug use
and ESRD. The strength of these relations may have been underestimated, because
drug use was measured rather imprecisely. These findings pertain only to adults
20 to 64 years of age who survived for about six months after the initiation
of ESRD therapy.

Both heavy average intake (more than 1 pill per day) and medium-to-high
cumulative intake (1000 or more pills in a lifetime) of acetaminophen appeared
to double the odds of ESRD. These findings support those in two previous reports
né n7. In our study, the estimated odds ratio of ESRD associated with daily use
of acetaminophen was lower than that reported by Sandler et al n7; unlike them,
we report a significant dose-response gradient. These discrepancies may be
explained by differences in study methods: Sandler et al n7 measured analgesic
use more precisely than we did, and they enrolled hospitalized case patients and
control subjects drawn from the community, interviewed proxy respondents, and
included patients at various stages of renal insufficiency.

Acetaminophen use apparently increased the odds of ESRD in patients with a
variety of underlying renal diseases, including diabetic nephropathy. This may
reflect the fact that tubulointerstitial changes (the typical analgesic-mediated
injury) influence the progression of damage in a variety of renal diseases ni3.
Alternatively, acetaminophen can harm the kidney through several different
pathogenic pathways n2. Because the diagnoses of underlying kidney disease were
not validated in our study, misclassification may have obscured the differences
between the effects of different diseases.

The potential effect of acetaminophen use on the overall incidence of ESRD is
considerable. If our estimated odds ratios are valid and the association between
acetaminophen use and ESRD is causal, reduced consumption of acetaminophen could
decrease the overall incidence of ESRD by approximately 8 to 10 percent. This is
10 times more than would be inferred from the prevalence of analgesic
nephropathy in patients with ESRD, as diagnosed by attending physicians (1
percent among patients 20 to 64 years of age in the United States from 1987
through 1990 ni4). If our estimates could be extrapolated to the entire United
States (which may not be possible, given the geographic variability in analgesic
use n2) and to all age groups, such a reduction would represent a savings of §$
S00 million to $ 700 million in costs for ESRD care each year. Because estimates
of analgesic use based on recall by participants may be subject to
misclassification, nl5 the population-attributable risks provided by this study
may underestimate the true potential benefits of reducing or stopping the
consumption of acetaminophen.

Establishing the causality of the association between acetaminophen use and
ESRD is critical. The association was dose-dependent, specific (i.e., unlike the
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associations between other analgesics and ESRD), consistent with several
previous reports, and biologically plausible, since acetaminophen is a
metabolite of phenacetin. Thus, several criteria for causality were fulfilled.
Nevertheless, the temporal precedence of the presumed cause still needs to be
demonstrated, and experimental evidence for causality produced.

Unlike acetaminophen, aspirin did not increase the risk of ESRD. This
confirms the results from some studies, n3 n7 but not others nS né. In our
analysis, the risk of ESRD was slightly lower in persons taking an annual
average of 105 to 365 pills and significantly lower in those who took 1000 to
4999 pills in their lifetime, as compared with persons who took aspirin less
often. It is unlikely that aspirin has a true protective effect against renal
failure. The J-shaped association, also observed for NSAIDs, may occur because
persons with renal insufficiency (who are at high risk of ESRD) abstain from
using aspirin. Heavy aspirin users may take analgesic drugs for serious
indications, such as intense, protracted pain, and may be less concerned than
moderate users about potential renal side effects. We cannot verify this
hypothesis, because we did not investigate the reasons for analgesic use.

We detected no increase in the risk of renal failure among daily users of
NSAIDs. An association of this type has been reported for men more than 65 years
old, n8 but the age limits we used precluded verification of that finding. On
the other hand, we found a steep increase in the odds of ESRD in persons who
consumed 5000 or more pills containing NSAIDs during their lifetime. Although
this finding is based on few observations (only 18 case patients and 2 control
subjects reported taking NSAIDs in these quantities), it arouses concern about
the safety of persons taking large quantities of NSAIDs. Our results may
underestimate the toxicity of NSAIDs, because we did not thoroughly explore the
use of preparations obtained by prescription and because patients with

progressive kidney insufficiency may have been discouraged from using this class
of drugs.

Previous research suggests that NSAIDs cause renal damage in persons with
renal insufficiency by lowering the glomerular filtration rate through an
anti-prostaglandin effect nl16 nl7. However, all NSAIDs may not have the same

renal effects: ibuprofen may be more nephrotoxic than sulindac or other drugs
nlé ni7.

This study questions the safety of long-term acetaminophen use (more than 2
pills per day, or more than 1000 pills overall) and of consumption of large
quantities of NSAIDs, but it suggests that aspirin use confers little or no
excess risk of renal failure. Public health authorities should consider more
careful oversight of the long-term use of acetaminophen in the general
population. Possible options include using warning labels on packaging or
requiring a prescription to purchase large amounts of acetaminophen. Any such
decision must consider the substantial beneficial effects of this analgesic drug
and the possible adverse effects of restricting access to it, such as a switch
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by habitual acetaminophen users to other medicines, including NSAIDs, whqsg
safety may also be questionable. Meanwhile, people requiring large gquantities of
analgesic medicines and those at high risk of renal failure may be best advised
to use aspirin for pain control.

We are indebted to Ms. Tamra Myers for data-collection management; to
Mrs. Shirley Kritt and Mrs. Jennifer Sykes for interviewing; to our
collaborators at the Health Care Financing Administration (Dr. Zermain
Breidenbaugh, Dr. Paul Eggers, Mrs. Pamela Frederick, Ms. Michael McMullan,
Mr. Paul Mendelsohn, and Mr. Izzy Oppenheimer) and at the Mid-Atlantic Renal
Coalition (Mrs. Nancy Armistead and Ms. Arlene Skinner); and to Dr. Dale
P. Sandler, of the Epidemioclogy Branch, National Institute of Environmental
Health Sciences, for kindly sharing information about analgesic medicines on the
market in the past several decades.
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Analgesic Effect of Delta-9-Tetrahydrocannabinol

RUSSELL NOYES, JR.. M.D.. 5. FRED BRUNK, M.D. DAVID A. SARAM, M.D., aud

CRL’DE preparativus of cannabis sativa
were recommended for a variety of
painful conditions toward the end of the
Juth century.™d As analgesics they were
regarvded as especially effective in condi-
tions huviug a large functional or psychic
contribution o the pain such as migraine,
dysimenorrhes, and the pain of terminal
iilnest, Yet they proved no mateh for the
potent and rapid acting naveoties and
eventnally lost fuvor because their cfvets
were miller and less predietable. In con-
st ta the narcotics, however, their
toaxicity was observed to be low, their dis-
tursnee of vegetative funetions wminimal,
awl their potential Lo addiction prae-
heally onesistent, Reeent identification
and aynthesis of dela-Y-tetrahydrocsu-
nabinel  (TI11C), the psychouctive in-
wrrdient af eannabis, bas made systematic
administention of the eompound possible
sl has rewakened intercat in its thera-
pettie potentiald:?

This prolindnary juvestigation was de-
signed 1o Joemonstrate un analgesie effect
of orally adaministered THC in paticuts
suffering from eancer pain. Its apecifie
prpose was the ilentification of 4 dusage
runge within which the deug might re
licve pain without at the same time pro-
dneing disturbing toxie offcets. Plueebo
and radomty allocated, graded doses of

Frum the Departuents of Psychiatry and In-
ternal Medicine, University of Iows Cullege of
Medicing, o City, fowa 33242, This study wus
supported hy Graat RR-39 from the General
Qlinical Nosenrch Conters Prograw Divisiou of
Reseurch  leaurces, Nutiunal lastitutes of
{lealth, UL.S.P.ULS.

Falrgury-ureh, 1973

ARTHUR CANTER, PA.D. lowe City, iowe

TIIC were admiuistered to hospitalized
cancer patients who volunteered for &
triul of this medication,

Materials and Methods

Ten cooperative subjects, eight wamen
and two man, were sclected for particips-
tion in this study from among advanced
cancet paticnts being followed at the
Uuiversity of Iowa Hospital. TlLese pa-
tients, having a inean uge of 5L yeany
and a mean weight of 62 kg, reported
continuous pain of moderate severity that
was attributable to their discase. Five pa-
tients suffered from carcinoma of the
breast, two from iralignant lywphowa,
one from curcinoms of the cervix, onc
from carcinoma of the colon, and one
fromn lymphocpithelioma. Patients receiv-
ing lurge doses of narcotics were ex-
cluded from the study ulthough seven had
received methadone as part of their
regular analgesic reginen, All were ad-
mitted to the University of Towa Clinical
[tescarch Center where they were main-
tained on their usual auslgesic progrum.
Bach was informwml that, while on the
study, he would ruceive varied doses of
the active ingredient in marijuana. Euch
was further advised that doses would not
be of equal strength and that the vbjee.
tive of the study was to determine which
were the most effective in relicving pain.
[nformed consent was cbiuined in writ-
ing from all putients.

Regular analgesics were withlield after
4:00 a3t and test medications were ad-

ministered oncs daily at spproximately

139
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5:30 i, 1 hour afier esting. On sue-
cessive days, placebo und §, 10, 15, snd
20 my TUC, all identical in appearunce,
weee administered double blind iu & raz-
Jums sequence.® A full-time registered
nurse assigned to the study administered
test medications and interviewed sabjects
hourly regurding the severity of pain and
the extent of relief experienced. The
categories of stight, moderate, and scvero
pain all representad subjective judgments
on the part of the patients at the time
of being interviewed. The nurse’s observa-
rions, including evident or reported side
eficets, were recorded o a paiu chart de-
signed for thut purpesc.®? This observer
also udministered an 1l.item subjective
elteets questionnaire hourly sad a side
¢ftocts inventory at the end af each G-
hour ohservation period. The subjective
cfects (uestionnuire consisted ot the fol-
lawing seven-point scales: sleepy-awake,
snergetic-fatigued, sad-happy, quict-rest-
less, sociable-unsociabile, dreamy—dear:
headed, calim-uneasy, lert=dull, worried-
peaccful, time slowed-time specded up,
and  trouble thinking-thinking clearly.
lourly recordings of blood preasure and
beart and vespiiution rates werve also
made.

Howly ratings of the severity of pain
(O=atsent, 1=mild, 2=moderate, and
3.-severe) werp uscd to arrive at hourly
pain reduction scores. These scores were
obtained Ly subtracting the hourly rat-
ings trom (hat recorded prior to the
deug's adsinistratiou. It, for exatple,
severe pain was reported hefore the drug
was given, then mild pain 3 hours after-
ward would be ussigned a veduction seure
of two. Pain relicf scores were recordud
as folows: O-:nuue, 1=slight, 2=z2maxl-
crate, 3=a lat, 4=complete, ‘The sum of
hourly pain reduetion or relict scores for
a given G-hour observation period (total

o Delind-tutrahydrosannabingl in capsules cnm-
tnining A soame oil vebicls was ubtaised from
the Natienal Juatitute of Meatal 1teulih.

140

reduction or rclief scores) were wsed as a
basis for statistical wsualysis. Hourly
scores on the subjective cffcets question-
naire were assigned to the number of
poiuts a subject moved away from @ piv-
drug reference ou ¥ particular scale.

Results

Table I shows mean total pain reduc-
tien and relief scores for placebo and
THC. Application of Edward’s wethod of
trend analysis of variance vevealed a sig-
nificant trend toward progressive relief
of pain with incrensing doses of the druy
(#<0.001).* Sinee a comparison of pain
relief scores between adjacent dose levels
yielded no significant diffecrences, scoves
for combined low duse levels (3 and 10

g) were comparod with scores fur com-
bined high dose levels (15 and 20 mg).

Here, & significunt diffevence in the ex-
pected dircction of greatel paia relicf
with high dases of T11C was demonstrated
(£<0.025, paired observation methad).
Due to the small number of patients and
the variability hetween thein, Turther sra-
tistical analysis of these data did nat
scem  appropriate.  Mean hourly relief
scures for placebo and 10, 15, and 20
wg THC ure plotted in Fig. L. They show
that the analguic effcet of THC develojud
grudually and was prolonged. While the

TABLE I

Total Pain Reduction and Ralief Scores
Followiog Oral THA

Qcores (mean=N.F.)

“iuin Pain

Do reluction rolict
Plhwelo 0.9 4,010 2 =0.061
THE, § =g 262003 4.7 =008
TIHEC, 10 g f4=042 L4003
THE, 185 mg 1.6=0.63 36-0.54
TilC, 20 og 3.6 =008 104 u .10

The Journal of Clisicdl Pbarmacology
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Fiy. 1. Mean (2= standard erear) honely pain
velief in ten putients followiny the adminisirn-
tiun of THC,

penk effeet oceurred at 3 hours follow-
ing 10 and 15 mg, it did noy develop
vatil § hours following 8 Cose of 20 my.
A seeond peak observable at § hows uftep
drug administeation may have beon th
result of THC's inobilization feom the
widl bladder and reabsorption following
food  ingestion.® One patient with a
Iymphoepithelivma experienced no pain
relicf fvom THC at any dose. She dif-
ferwd from the others in huving pain that
wax  sharply localiasl, questionubly v
latdd to her disease, aud unresponsive to
other analgesic medications. Five patlents
werived  substantial wclief (total  relief
scores of greater than 6) From 153 mg and
seven, from a dose of 20 my.

Table IT shows the frequeney with
which commonly experiencad side effects
were reported by the ten patients jn this
stivdy. Patients veceiving 20 mg THC
were heavily sedated and even at 15 mg
reported  considerable drowsinest.  This
sedative effert wax alwo upparent frum

Ferliruary-durch, 1973

responses on the subjective cffects ques-
tionpaire. Table IIT shows total 6-hour
change scoves for thrve scales revealing
a progressive reductivu in arousal pro-
duced by the drug. Also shown in Tuble
III is cvidence of prugressive mcutal
clouding that made its appeavance at 3
mg and became marked at 20 mg.

Other questioanaire scales showed wo
change. Euphovia was infrequently re-
ported and was grossly evident in only
two patients following the 15- and 20-mg
doses. Oue of these was the only patient
iu the series giving a history of mari-
juana use. Several others reparied minar
clevations of mood when specifie inquiry
regarding such charges was made.

Both heurt rate and Llood pressure de-
crcused following 13- and 20-ing doscs of
TITC. The mean (= standard error)
bourly decline in heart rate was 2.3x
1.93 beats per minute following 15 mg
and 8.9=1.43 beuts per minute following
20 wmg. The mean hourly fall in bhlood
prossure over the G-hour observation was
11/7::1438/1.310 wmm g alter 15 myg and
3/4==1.72/1.39 mm g following 20 my.
No chango in respivation rate wis nb-
served,

Discussion

This preliminury trial of THC ou a
limited number of patiants hus deman-
stratel an analgesic effect of the deug.
Mtenipts to establish its potency relative
1o standan! analpesion of mild to med-
erate strength such as aspirin and codeine
uppear warranted and are currently in
progivss. In a dose of 20 my, the diug
is highly sedating and, consequently, of
limited value for most patients. Doses of
5 aud 10 mg, which shuwed a trend
toward pain relief grearee thau placebo,
might or might not maintain their superi-
ority in trials involving large numbers of
patients.

In the setting of this expivemecnt, TIIC
demonstrated sedating cffects in contrast

4]
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TABLE I
Side Efects After Oral THO

Number of paticats cxperiencinyg side cﬂccn_s (N =10)

20 1 15 g 10 mg 5 mg .
Nide affect THC TUC THC THC Plarebo
1. Druwsiatss 10 7 5 7 3
2. Slurred apeech 8 8 + + 2
3. Blurred visica 7 7 4+ 2 0
4. Meatal cloudiag $ 7 + $ 2
§. Disziness 6 ) 4 E 1
6. Eesdachs 4 3 H H 2
7. Increased appetite 1 5 3 ° 0
¥ Alaxis S 7 ] 3 3
9. Drewwincas s ] 3 4 3
10. Diacoonected thought 5 1 2 2 0
11, Numbeess + H H 1 0
12, Euplioria 5 4 1 0 [
13. Visua! hallucinntions 3 0 1 0 (]
14. Tionitus ] 2 i 0 0
TABLE [II

Subjective Efects After Oral THC

Yvaz toral devintions fruw predrug refercnes Joiuta

on wiles
3 mp 10 wmg 18 mye 20 wy
Effert Placelm TS TUC THC TIHC
Sedation
1. sleepy-awake +6.5 et 49 -Gk ~9.%
2 fatigued-energetic +1.0 -2, .22 -69 =70
3. dull-glert +14.9 -3 -32 =27 -8.7
Mcatal elouding
4. deeamy—clearheaded +09 =2 ~3.6 -9l -1l
3. trouble thinkiug-thiaking
clearly +22 -33 -3.3 -6 -6.7

to the stimulating ones commonly as-
sociated with its social use.}® [n place of
heightened pereeption, numbuness and pain
reduction oceurred; in place of cuphoris
and enhanced sociability, s dreamy social
withdawal developed. Associated twith
tho latter, a fall in heavt rats and bloed
pressure occurred in contrast to the in.
ercase in pulse whieh is typically re-

{42

ported M Patients in this study were ex-
pused to little stimulation, were relativaly
ill, and were, for the moast part, socfally
isclated. These cireumstances may well
have boen determinunts of the drug's «de-
pressant effects.

Finally, the preliminary duta reported
here suggest that an association exists b
tween the pain reduetion caused by THC

The Journal of Clinical Pharmacolugy
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and the reduction in arousal and atten-
tion produced by this drug. On the other
hand, the reduction in pain appears to be
independent of the compniind's euphoric
and antiunsiety effects. Attempts to cor-
rclale  physiologic measures of arvusal
and psychological assessments of atten-
tion with pain rclief may provide clues
o an undentanding of the drug’s mecha-
nism of aralgesic action.®?

Summary
A preliminary trial of oral delta-9-
wetrahydrocannebinol  (TIIC)  demon-

strated aun analgesic cffect of the drug in
paticnts experiencing canecer pain, Pla-
eeho and 3, 10, 13, and 20 mg THC were
administered double blind to ten patients.
Pain relicf significautly superior to pla.
cebo was demounstrated at high dose levels
(15 aud 20 mg). At these levels, substan-
tial sedation sud mental clouding were re-
ported.
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Effects of Marihuana Use on Body Weight

and Caloric Intake in Humans

ISAAC GREENBERG*, JOHN KUEHNLE, JACK H. MENDELSON, and JERROLD G. BERNSTEIN
Akahol and Deug Abuse Research Center Harvard Medical School. McLeaa Hospual, Belmoat, Massachuseits, US.A

Absiract. Body weight and caloric intake were meas-
ured in a group of heavy and casual marihuana users
prior to, during and following 21 days of marihuana
smoking under rescarch ward conditions. A group of
control subjects were studied under identical condi-
uons, but they did not smoke marihuana. Both heavy
and casual marinuana users had a significant increase
incaloric intake and gained weightduringthe marihua-
na smoking period. Heavy and casual users gained an
average of 3.7 und 2.8 lbs respectively during the
first S days of marihusna smoking. In coatrast,
control subjects gained only a small amaouat of weight
(0.2 Ibs) during the same time interval. Watsr reien.
tion did not appear 1o be a major factor in weight
gain by the marihuana users. These findings are in
agreement with both anecdotal reports and previous
experimental data that marihuana use is associated
with increased caloric intake and weight gain.

Key words: Marihuana smoking — Weight gain -
Experimental setting — Caloric intake.

Marihuana is commonly believed to enhance food
intake in man. Anecdotal accouats of increased food
ingestion associated with marihuana smoking (Siler
et al., 1933; Haines and Green, 1970, Sayder, 1971)
have only recently been assessed in clinical studies
(Hollister, 1971; Williams et al.. 1946). Hollister
(1971) found that subjects ingested more of a choco-
late milkshake preparation after 0.5 mg/kg oral delta-9
THC thaa after placebo. When offceed the milkshake
3 h post-drug. marihusna subjects consumed 731 ml
vs. SO3 ml ingested by the placebo group. Chronic

o Send offprint requests 10 laass Greenherg, PR.D., Akobol «nd

Drug Abuse Rescarch Center, McLean Hospial. 115 Ml Strext,
Reimoat. Muss. 03178 LS. A,

exposure to marihuana (39 days) or pyrahexyl, a
THC analoguc. (28 days) was also associated with
weight gain (Williams ¢t al., 1946).

In a recent study, Regelson et 2l (1974) administer-
ed delta-9 THC to patients with cancer to determine
if the drug would retard chronic weight loss. [n @
preliminary communication, these investigators report
the delta-9 THC appeared to stimulate appetite and
the patients gained weight. However, no diata concerne
ing amount of weight gained or calories ingested was
reported.

The present study was part of & larger group of

" experiments designed to assess the cffects of chronic

marihuana use on various biological and behavioral
functions (Mendelson et al., 1974). This report focuses
upon the influence of marihuana smokiag on food
intake and body weight.

METHODS

Subjects. Male volunteers were recruned through edveriisements
pluced ia local newspapers. Psychiutric and medical cruminations
were carriod out. and only those subjectsin good physxaland mental
bealth were selected fur participation in the siudy. Twelve ‘casusl’
and fifteen ‘heavy” marihuana usery were sludiod conipared with ten
subjects who served as conirols.

Casual users reponied u mesn duration of 5.3 years marihuina
use with & monthly smoking {requency of 11.5 times. Heavy usens
reporied 2 maaa duration of marihuuna use of 5.6 years and ¢
monthly smoking (requensy of 42 umes. Both groups were matched
as closely as possidle with regard to saciosconumic beckground,
intelligence and level of education. Further background information
abuut the subjects > prexcatcd ia Tabdle 1.

Ten contrul subjects were exposnd (0 identicsl waed conditions
These subjects hud « pust history of casusl slcohol uie and could
work for money ar akcohol on the reseatch ward. Control subjects
did 6ot have access W marihuaaa ar other drugs. As ‘Table !
indicates, the buckprounds of the control subjess were comparable
10 the casual manhuana users in all relevant respecta. During
the study they drank virtuslly so slcohal (average 1:S oz. per day)
and theteiore qualify us drug-frec controls.

Morhuana. All maribuass smoking dad to he dune at time of
cigaretts purchase. under the observaiion of 3 siall membst.
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Table 1. Background characieristics and previous drug-taking experience: casual 80d heavy marihusns umokers
- Casual users Heavy uiers Controls

(M = 12) (N =195 (N = 10)

Mecan (SD) Meua (sD) Mean (8D)
Age 233 (1.0 Al (1.6) 23 (1.5)
Years (ormal cducution 14,8 (1.9 13.6 (1.5) 15.1 (1.8
Years ured manihuans .3 (1.1 56 (1.9) 6.4 @y
Marshuans use (umes/mo) 13.0 (6.2) 4.0 (26.9) - 34 Qa3
Akohol us (times mo) 8.3 (3.0) [CRY)

19.9 (10.0) 69

A detailed repart of the expenmental asaalysis of marihuaas acqui-
sition and use has been presented clsewhere {Mendelson et 3.,
1972). Ubused portions of smoked manbuana cigareties were
returned 0 the stafl 10 1asure that ‘rouches’ were not accumulated
and smoked without stall knowledge. Siace sudies were carmied
oul on an inpatient hosputal rascarsh ward, s1aff were able to insure
that subjects did not use drugs other thas marihuans.

Cigureties containing approximately | g of marihuans were

obtained from the Nationsl Iostitute of Meatal Healit (NIMHD
in lot standard dosage form Eech cigaretic eontuined approximately
1.8-2.37, THC as assayed by the NIMH. Actusl conteat analysis
of ihe marihuuna using cthanol-Sozhlet and Modificd Lerner
eatractivn procedures was s follows: cannabidial, 0.18% £ 0.04°
ATHC. 0003, 4°THC. 206°, % 0.08°, vanasbinol 0.08%
< 0.012°,.
General Desgn. The invesligelion was carried out oa a four-bed
clinical research ward of the Alkcohol and Drug Abuk Rescarch
Center st the Mclesa Hospital. Each study consisted ol taree
consceulive phuses: (1) 8 pre-drug Sday baseline, (2) a 21-day period
during which marihuana (of alcuhol for control subjects) was avail-
able. and (3) a post<drug penod of § days duralion All exher
conditions were identical (or 1he marihuana and for the aleobol
contral subjecta.

Food was prepared in the caletens of McLeaa Hosptial and was
brought to Lhe rescarch ward a30d servad by aurses or meatal
health workers. The type and amouat of food eaten wae recorded
and caloric intake calculated. Subjects were sl permitied 1o choose
their favoriie snack {00ds and both the cafeteria and saack foods
were supplicd free 10 the subjects. Body weight was recorded cach
morning at $.00 a.m. Urinz samples wece collucted oo 3 U-h
busis for all the casus! and 11 of the 15 heavy maribuina users.

RESULTS

Daily hody weight and caloric intake are reported
for the heavy and casual users and the control group.
Changes in body weight and caloric intake during
successive S-day periods of the study were analyzed
with paired r-tests. Comparisons were made between
the pre-drug control period and the first S drug days
(study days 6 — 10) und also between the last five drug
days (study days 22--26) and the post-drug phase.
Body weights were obtained 31 8:00 a.m. and represent
food consumption during the previous dsy. Thus,
pust-drug body weights arc plotted for a d.day

(days 28-31) rather than 2 5-day (days 273D
period in Figure 1.

Heavy marthuana users showed a significant
(P < 0.01) increase in caloric intake and body weight
following initiation of drug use (Fig.1). Although
body weight continued to increase during the drug
phase, caloric intake decreased, but remained above
bascline pre-drug levels. Upon termination of the
smoking phase of day 26, both body weight and caloric
intake decreased significantly (P < 0.01). The number
of marihuana cigarettes smoked per day, displayed
across the top of Figure 1, progressively increased
duting the 21-day drug phase; there was no clear
relationship, however, between the number of mari-
huana cigarettes smoked by any single subject and the
amount of food consumed. la fact, as Figurel
indicates, the highest weight gains during the first
five drug days corresponded to the least ‘amount of
marihuana use (4.29 cigarcties per day).

The casual user group (Fig.2) also demonstrated
increases in both body weight and caloric intake.
Both measures increased significantly during drug
availability und use (P < 0.05) and caloric intake
decreased significantly following cessation of mari-
huana use (P < 0.01). However, body weight loss
following cessation of marihuana use did not reach
a statistically significant level. As with the heavy
user group, no clear dosc-weight relationship smerged
for any subject. Once more, the high initisl increases
in body weight corresponded with relatively low levels
of drug use (2.02 cigarettes per day).

Control subjects (Fig.3) sustained monotonic
increases in both body weight and culoric intake during
the 10-day study. This patiern is in sharp contrast
1o the curvilincar changes secn in both marihusna
groups. Further, the magnitude of weight and caloric
intake changes in the control subjects was well below
that seea in the marihuana groups. Weight gain com-
parisons beiween ¢ither maribuana group and the
contral group were statistically significant. (Casual
users vs. control: ¢ = 4.13, P < 0.005; heavy users
vs. control: 1 ~ 4.09, P < 0.005) The cuntrol sub-
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jects continued (o ingest food in increasingly greater
amounts during the last five days of the study, while
both marihusna groups had significantly depressed
food ingestion levels during this period of time.

To determine if Quctuations in body-weight might
be due Lo waler retention, urine volume outpul was
plotied us a function of time and drug phase (Fig.4).
If water retention were a functioa of drug use, urine
volume cutput should have decreased upon initiation
of marihuana use and should have increased with
cessation of marihuana use. However, the opposite
phienomena was found in the twelve cusual and eleven
heuvy users, indicsting that increased fluid intake
paralicled increased food intake.

DISCUSSION

Results obtained in this study are in agrecment with
the findings of others on acutc (Hollister, 1971)
and chronic (Williams et al., 1946) effects of mari-
huana use on food ingestion. Hollister (1971) found
that increased caloric consumption associated with
acute delta.8 THC udministrution could be mcusured

3h following drug administration. Williams et al.
(1946) found that un increase in body weight oc-
curred during a 39 day period of marihuana use.
Caloric intake, however, only increased in & transient
manner and then fell steadily 1o below prs-drug
baseline levels. Cvaluation of these data is difficult
since the type, content and poterncy of the murihuana
preparation smoked is not specified. Moreover, con-
trol groups were not studied lo determine if non-
drug related variables such as experimeatal setting,
prisun routine, type of food available, eating schedules,
etc., had any influence on patterns of food ingestion.
In the present study, high caloric intake was recorded
throughout the smoking period for casual users,
but showed a trend toward a sustained decrease below
initial values for the heavy users. Since marihuana
was available in our study (or 21 days (vi. 39 days
as described by Williams ¢t al., 1946), it is possible
that a longer period of marihuana availshility would
produce aa initial increase followed by a depression
of caloric intake.

A possible reason for a relative decrease in caloric
intake after a significant initial increase ut the onset
of macibhuans siuokiog may ha related to graduul
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development of marihuana tolerance. It is also pos-
sible that the initial increase in food intake at the be-
ginning of the marihuana smoking phase may have
gencrated aversive consequences (e.g., fear of being
overweight) and induced subjects to reduce food intake
during subsequent marihuana smoking. In fact, sub-
jects often verbalized their concorn about gaining
t0o much weight, but when overt dieting was reported,
it began during the 5-day post-smoking period.

Control subjects gained very little weight as the
study progressed. Increases averaged just over (wo
pounds during 30 days and showed a linear trend.
This phenomena might be expected considering re-
stricied ward environment and the availability of free
food.

Although there was no clear evidence that mari.
huana use resulted in marked fluid retention, this
poasiblity cannot be entirely ruled out. Benowilx
and Jones (1975) have recently reported that weight
§din in subjects administered daily 4° THC may have
been due to fluid retention and plasma volume ex-
pansion. Caloric intake was not presented in their
report. The subjects in the present study showed clear
changes in caloric consumption accounting for at least
part of the significant weight chunges. More detailed
studies of total body water content are now being
conducted 10 determine how caloric intake and
changes in body water influence the weight of muri-
huana users.

Following administration of either pyrabexyl or
delta-9 THC, rats show a decrease in food intake and
in body weight (Abel and Schiff, 1969; Manning
et al., 1971; Sjuden et al., 197); Sofis and Barry,

1974). Why marihuana administration depresses food
intake in laboratory animals but elevates caloric
intake in humans remains unknowa. Dosage factors
may be as important as species differences. Human
subjects control the amount of marihuana they smoke,
while animals are usually given dosages proportiona-
tely many times greater thun those used by humans
(Elsmore and Fletcher, 1972). In the single report of
THC- or marihuana-related weight gain in animals,
rats were first adapted to a deprivation schedula for
150 days and thea given delta-9 THC (Gluck and
Ferraro, 1974). Under these conditions, rats consumed
food during their daily 1 h uccess period in contrast 1o
non-drug conditioas. Thus, long-term adaptation to
limited food access may be a necessary prerequisite
for marihuana.related enhanced food intake in ani-
mals. Humans are under no such deprivation schedule,
and the seemingly contradictory results between
humans and laboratory animals may due be to
species differences or 1o variables which, 1o date,
have not been identified.

Ackaowledgenenis Thir study was suppurted, in part, by Contract
No. DADA17-73-C-3082 frum the Department of the Army and
Graat No. DA4RGO10 from the Nstiona) fnsiitute on Drug Abuse,
ADAMHA.

We wigh (0 thank Miys Lorraine DeRubeis for her assistance
in data analysis. |
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Specialty Conference

N-of-1 Clinical Trials
A Technique for Improving Medical Therapeutics

Discussart
ERIC B. LARSON, M0, MPH, Seartte

This discussion was sslected from the weekly Grand Rounds in the Department of Medicine, Univessity of
Washington School of Medicine, Searte. Taken from a transcription, it has been edited by Paul G Ramsey, MD,
Assoclate Professor of Medicine, and Philip J Fialkow, MD, Professor and Chalr of the Department of Medicina

s1c B. LaRSON, ®D*: Most clinicians have a keen in-

terest in therapeutics and especially therapeutic effi-
cacy. In fact, medical therapeutics can be viewed as a series
of therapeutic experiments as follows:

A B
Initial = Therapy = Subsequent
Sate State

The patient comes to the physician in an initial state, 4, and is
offered reatment. The patieat then assumes a subsequent
sate, 8.' [f B is more desirable, we typically judge that
therapy was cffective. If B is ao different or is less desirable,
we judge that therapy made no difference or was ineffective.
Although this account seems straightforward, such simple
assertions may not be true because of confounding factors.?
Effectivensss may be overestimated because of several
factors. First, a patient can recover spontancously coincident
with trearment, an especially well-kaown occurrence for
self-limited conditions. Second, patients commonly present
whea their symptoms are worse, especially patieats with a
chronic disease. Coincideatal treatment appears to cause the
problem o subside whea the patient has simply returned
spontaneously 10 the sverage, socalled baseline state of a
chronic disease. This has been referred 1o as “regression
toward the meaa.™* A third factor that may lcad to an overes-
timation of effectiveness is a placebo effect. For some thera-
pies. as much as 30% or more of the benefits may be due to
the well-known placebo effect.® Finally, the expectation of a
beneficial response and a willingnesso-please effect® arc
related o the placebo effect. In many patients, the simple
“expectation™ that a treatment will be beneficial may ofien
be sufficient to promote a beaeficial effect. The willingness-
to-please effect resulis from the so<called obsequiousness
bias® in which a patient gets benier 10 please an expectant

physician.

Similar confounding forces can obicure therapeutic ef-

fectiveness. Cocxistent illness can coincidentally exacerbate
the underlying problem. Chronic diseases have spoatancous
exacerbations, and when these occur coincident with treat-
ment, it appears that therapy is ineffective. Malingeringora
secoadary gain in which the paticat experlences beacfit from

*Prelraswr of Madicise, Depsrtimem of Maticine, and Madical Director, U
vernty of Washingma Schoul of Medicinc. Scattle.

not gewing beter can make a patient resistant to the true
effect of treatment. An age-related (physiologic) decline su-
perimposed on a beneficial treatment effect may combine o
cancel each other. Finally. if an incorrect diagnosis has been
made, treatment will appear to de incffective. Forcxample, if
a patient’s symptoms Of signs represent the upper or lower
limits of & normal variation, then the treatment received,
although usually effective, is ineffective in the misdiagnosed
case.

Randomized Cinical Trials

Fortunately, randomized clinical trials (RCTs) have been
used w0 evaluate medical therapeutics since the late 1940s.¢
Because such trials help eliminate the confounding factors
outlined above, they have become the gald standard by which
clinicians judge therapeutic efficacy. An RCT allocates coa-
secutive patients to differenat treatments or randomly allo-
cates the order of ireatment in crossover experiments. When
done carefully with enough patients, the randomization elim-
inates bias that might confuse the interprewation of the thera-
peutic experiment.

Unfortunately, many of a clinician’s day-to-day trearment
decisions cannot be based on the results of randomized tnals.
Table | shows examples of situations or problems in which
RCTs may not be appropnate for making therapeutic
choices. Unavailability of randomized clinical trials may be
cocountered in the case of a rare or unusual discase. Ran-
domized trials may also not be available for some older treat-
ments and for aewer or novel treatments. Because RCTS have
been widespreud only since 1970, older ireatments were
often not evaluated by them. Newer or novel treaiments,
especially those devised by clinicians for single paticents, are
typically not subjected to randomized trials.

Evea when there are good randomized trials showing
efficacy, several factors limit their generalizability to a spe-
cific patient. For example, the patieat might be vutside the
eligibility requirements for eatry into an RCT. Eligibility
criteria for most trials are so restrictive that less than 10% of
patients with the discasc in question may be «ccepted. Nt
surprisingly, the patients who are excluded acc the ones in
whom therapeutic dilemmas and an cvaluation of therapeu-
tics are often the most troublesome. Thus, their omission

(Larson EB: N-of:1 dlinical wials—A techasque for improviag medical therapsucics (Specialty Confercace). West J Madt 1990 Jan; 152:52-36)

This wack is supparied by grant ! RO} NS 6008 frem the Naiicaal Ceer for Meald Services Ressarch 10d Healh Care Tactnology Assasament.
Repriat requecis 10 Departonery of Mediciae, RG-20, University of Wasksngon Schoot of Mediciag, Seasrie, WA 98195,
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—Limits of Randomized Clinical Taals (RCK) kor Care
TABLE 1.—Lins Randomized Cinedl (RCE)

RCT unavallabie or impossidie

Good RCTs show bensf but May nat be peneralizable
Eligidility errtena too restnctive
SOms pabems are nonresponders
Side cfec

Good RCTs show no benefit DUt may nat be gensrulabls
Arypical patients
Treaument resp0NSe is kiosyncratc

from RCTs allows investigators W assess efficacy with fewer
complicating factors. Another problem arises from the fact
that even though a randomized trial has shown efficacy, not
all patierus will benefit from treatment. In addition, some
paticnts may experience enough side effects that the net effect
of treatment is harmful. The single patient who does nox have
a beneficial response experiences that event with [00% cer-
tainty even when generalizations based on populations
studied by RCTs indicate the net effects are likely w be
beneficial.

There arc also limits to the generalizability of RCTS that
show no spparent benefit. Good randomized clinical trials
may not show any net benefit, but an individual patient may
still benefit from treatment, especially if the (reatment has
biologic plausibility. Some RCTs have inadequate sample
sizes and, hence, inadequate statistical power o show effica-
cy.” An individual patient could also be aa atypical re-
sponder, or responsiveness to treatment may be idiosyncratic
and difficult to demonstrate by an RCT.

1 summary, even though randomized clinical trials are
widely used for assessing therapeutic efficacy, their results
may not apply 1o single patients or they may be unavailable
for certain treatments, thus leaving clinicians in a quandary
about therapeutic efficacy. Because of this quandary, thete is
increasing interest in single-patient experiments. A number
of terms have been used to describe single-patient experi-
ments, including N-of-1 trials, single-patient clinical trials,
single-casc analysis, crossover and self-controlled research
designs, and single-patient RCTs. The field has an intcresting
history and holds great nromise for improving the science of
medical therapeutics.

Case Reports

Because case reports can be useful ways to illustrate valu-
able clinical lessons, [ will present three single-case analyses
in the order of my exposure to them. The first, a Tcase re-
pon” presented ut the American Federation of Clinical Re-
scurch meetings in 1985, was the case that piqued my interest
in single-patient trials.? The second, a classic case that oc-
curred at the interfuce of the developing science of statistics
and popular culture. is intriguing for both it contents and the
statistical power of its design.® The final case illustrates a
single-case ¢linical trial that, although not random and only
“single blinded,” was conviacing and influential.®

The first case was rcported by Guyant and co-workers
from McMaster University, Hamilton, Ontario.? The pa-
tient, a 65-year-old man with uncontrolled asthmatic bron-
chitls, was becaming progressively more disabled by dys-
pnea with even simple daily sctivities. His therapeutic
regimen eventually consisted of albuterol inhaler, ipratro-
pium bromide, theophylline, and daily doses of predaisone.

The clinician and the patient were uncertain whether the
theopbylline or ipratropium therapy was beneficial. Both sus-
pected that theophylline was helpful and ipratropium was
not. To optimize the therapeutic regimen, a single-patient
trial was designed. Either theophylline or placebo, in a
random order, was given for ter~day crossover periods.
Three 10-day crossover pairs were planned. The end points
included dyspnea, the need for albulerol inhaler, and the
amount of sleep disturbance. Dunng the first period, the
paticas did better than during the second ten days of the
crossover trial. The same pattern then appeared during the
second crossover period. The trial, which was originally
scheduled to go for three crossover periods (about 60 days),
pow scemed too long to both the clinician and the patient.
Both agreed that the trial should be terminated, presumably
10 allow the patient to resume waking theophylline. They were
surprised when the placebo was associated with scores indi-
cating increased well-being. Based on 2 review of the liten-
ture and the patieal’s course, it was determined that the
seemingly anomalous results were most likely explained by
gaszoesophageal reflux (a xanthine side effect) and aspira-
tion.'* The theophylline therapy was stopped, and subse-
quently an N-of-1 trial of ipratropium revealed the beneficial
therapeutic effects of its use. Eventually the patient was
treated with a regimen of albuterol and ipratropium. He then
wlerated a prednisoae taper so that he could comfortably
complete most of his activities of daily living on 2 regimen of
10 mg of predaisone every other day.

The second Ttase report”™ is not 3 medical case but repre-
sents a particularly famous single<case expeniment. The case
was an imporant one in the development of principles of
experimentation and illustrates some useful poiots about ran-
domizstion and suatistical power. In 1935, R. A. Fisher, a
British sutistician whose name is most often linked with
multiple-subject experiments, repored an example of how o
conduct an experiment with a single subject and used that
example to explain basic notions that underlie all expen-
meats. This was the “lady tasting ca experiment.™*

The case involved a tea-drinkiag English woman who
clalmed that she could tell whether the tea was added 1o the
milk or the milk was added to the tea. Four cups of tea were
prepared one way and four cups the other way, and the eight
cups were then presented 1o her in a random sequence. She
was told in advance that she was to ideatify the four cups that
were prepared cach way. The lady corvectly identified all
eight cups, and the P value was determined by the random-
ization test procedure. The null hypothesis was that her re-
sponse at any trestment time was the same as it would have
been at that time if any of the other cups had been presented.
There are 8!/4'4! = 70 ways in which eight cups can be
preseated with respect to milk frst or tea first, given that four
cups were milk first and four tea irst. Thus, Fisher comnputed
the P valuc as 1/70 because only | of the possidble scquences
of 4 Ms and 4 Ts correctly matched the woman's responses
(P = .014).

An imporant festure of this experiment, in contrast to the
Girst case report, is that the randomization occurred in blocks
of cight treatments, not blocks of two as in the typical cross.
over expsriment. Thus, the statistical power was conslder-
ably greater.

The third case repon is 2 more primitive example of a
single-patieat trial.® Nonetheless, it also shows the value of
single-patient experimentation. The report entitled “Inter-
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nal-Mammary-Antery Ligation for Coronary InsufScien-
cy—Axn Evaluation™ was based on a presentation made in
1957 10 the New England Surgical Society. This topic would
later be investigated in & widely quoted article from the Uni-
versity of Washington describing a randomized, single-blind
trial that compared a sham operation with intcrnal mammary
ligation.'* Ralph Adams, MD, in the 1958 paper,® reporied
four cases, one of which was of a 60-year-old man admined
“three days after occurrence of his known episode of coro-
nary thrombosis.”
Hhemvanﬂhmnwﬁuhn&piulhc&uo{wiauuwddq
thrombophledbids, pulmossry embolism aad byperchalesterolemis, snd
chmdmm Precordial pain was incasc and he
was apprehensive that be wauld dic. He was & highly sducaed mao, well
informed for s layman. on medical mauens and in a pasitioa of considerable
commuaily responsibility. Admissios was for the specific purpose of ale
iering inernal mammary circulation ia the hope of giviag him some cardiac
prowection. He was 0ld . . . that this procedure was currendly being widely
discusaed and. in some quunters, enthusiastically recommendsd. He was
also informed that the hospital was ia the process of evaluaung the proce-
dure as deBaitely as possible. These background facts led him 10 request that
the operation be tried in the hope that he might behelped. . . .

Atoperation, on the day of admisiion, a shon incision was mads in the
umhwmadmh:rdwwhwmra:m“hw
mammary enery was expasad. A sk ligature was placed ubout cach anery
but neithes was tied. Thas. oaly a Brssuage operauon had beea dooe,
coasisting of 3 skia inclaion and encirel 1 but not ligation of the iasernal
mammary anerics.

On awakeaing from the brief and light anesthetic, the patient reponed
what he was frec of pain. He has had no pain since that daie. An clactracasdio
gram on the day after operaion showed no detectable ¢! ¢ from preopers
ative rcing. Two days afier the operation the Ligarures {rom the internal
Mmammary aneties were tied. Subsequent elactrocardiographic UBCings gve
no evideace of improvemcal.

The author goes onto describe follow-up, which included
no recurrence of symptoms, and states that
in this case, there was nol a fuir chance to assay the relief of sympioms o be
obuined by niernal mammary snery ligaton becaute the paticnt lost all
sympons afier the Gras poruon of u staged procadure thit he delieved 0 b
the completed operauon.

Adams reporied what we would call a nonrundomized
single-patient crossover experiment. A sham operation was
followed by a real operation—dramatically showing what
many might now call 4 placebo effect of internal mammary
exposure. ’

Formation of an N-of-1 Clinical Trial Service

Before establishing a single-patient trial service, we con-
tacted Dr Gordon Guyan, who has actively investigated sin-
gle-putient trials. He provided us with great encourugement
and a summmary of the experience of an N-of-1-triuls servics
2f McMuster University.> Most of his triuls had been in the
subspecialdes of pulmonary medicine and cheumatology. of
the first 42 trials done at the center, 29 guve definitive results.
In 11, active treatment was found to be effective, in 17 it was
ineffective, and in | it was harmful (the theophylline case).
Eight other trials gave less definitive results. Five were
judged unsuccessful, three because, despite definitive out-
comes, the results did not lead 1o action (G. Guyatt, writien
communication, June 1987).

Based oa this encouraging report, we submilted 2 small
gramt proposal 10 the Natiogal Ceater for Health Services
Research. Our rescarch group, which includes Allan Ells-
worth, PharmD; Jim Nuovo, MD (family medicine); lsa
Oppliger. MD (theumatology); Gerald van Belle, PhD; and
Alice Arnold. MS (biostatistics), is now funded to establish

and evaluate a single-patient trial service. We have an-
pougced our intentions to workers inother specialties ard are
currently receiving patients.

Because the objective of the "N of 17 experiment is o
fiad the best reatment for a particular patisnt, we and others
believe that some of the ethical questions asked of the stan-
dard rasdomized trial no longer apply.’ For example, daes
the potential benefit to other patients outweigh the possible
risk to this patient? Nonetheless, three ethical requirements
6o apply. First, a patient’s free and informed cansent should
be requested afier the clinician has described every feature of
the trial that would materially affect the patient’s decision to
take part, including the reported effectiveness and safety of
alternative treatments, the treatment targets 10 be used, and
the duration and number of treatment periods to be executed.
The second ethical requirement is that a patient must be free
10 withdraw at any time without loss of care. The third is that
the same degree of conBdentiality applied in other clinical
situatioas must apply to the study results. One of our first
tasks as an N-of-1 clinical trial service was to approach the
Human Subjects Comminee (Institutional Review Board)
and seck approval for pending single-patient trials. They
bave developed an expedited appraval process that facuitates
the prompt institution of clinical trials.

When to Do a Clinical Trial

Perhaps the mast germane issue in single-patient trials is
whes to do them. That is, when is a patieat moit likely to
benefit from the results of a single-patient trial? The most
important issue here is whether there is doubt about efficacy.
Doubt may occur because neither the patient nor the physi-
cian is cerlain an existing treatment is working. In this set-
ting a patient with a chronic disease may be doing poorly of
nt improving on 2 medication regimen that could also be
causing side cffects, as exemplified by the theophylline case.

Another instance when efficacy may be in doubt is during
the institution of a new treatment. Here the paticat is being
offered a new drug and the question is, “Will it work?™ The
clinician may be uncertain when the literature is equivocal
about the drug, the risk-to-benefit ratio is less favorable, or
the patient is reluctaat to comply with presumably cfficacious
tearment.

For patients with rare or unusual conditions. the use of the
single-paticat trial may not only bencfit the patient but also
add 10 knowledge about the management of unusual condi-
tions. The literature contains numerous examples of single-
patient experiments where treatments of conditions like fa-
milial Mediterranean fever and narcolepsy were evaludted
with N-of-1 trials.

Doudt about efficacy may be a motivating factor for a
single-patient trial also when a patient insists on a treatment
as necessary or effective in contradiction 0 medical advice
ot practice. The single-paticat trial can be used when the
physician is unable to convince the patient otherwise. Ia this
case, a negative clinical trial should not surprise the physician
but may be convincing to the patient.

After determining whether therapeutic efficacy Is in
doubxt and deciding whether one wishes to demonstrate efB-
cacy of & lack thereof, the clinician will need to consider
other questions that affect the feasibility and worth of a sin-
gle-patient trial. First is whether a treatment will likely be
loag tertn. Given Wbe lime required to conduct such a tnal,
single-paticnt trials of short-term therapies tend not to be
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worth the effort required of the patient, and they asc less
likely to have value for the individual patieat unless the pa-
tieat will require the shart-tertn treatmeat repeatedly.

Several questions related o the pharmacokinetics of a
possible therapeutic agent affect the logistics and ease of
doing single-patient trials.'* The ideal weatmeal for single-
paticat trials is one that can be rapidly started and stopped-
Thus, outcomes can be assessed starting relatively early in
the trial, and there is lile or no carTyover berween treatment
periads. When these criteria are ot met, carryover or period
effects may complicate the interpretation.'? These effects
may require trials that are much more time consuming (far
example, involving washout periods) or involve special de-
sign modifications. In general, siogle-patient trials are less
likely 1o be useful for curative treatments (so-called period
effects) or for long-acting treatments (due to carryover
effects).

How to Do a Clinical Trial

There are three critical compoanents of the single-patient
trial: randomization, blinding of patient and physician 0
trearment assigament, and defining and quantitating the out-
cames. The last, establishing explicit criteria for evaluating
the efSicacy of treatment, is a feature of the single-patient
trial that is also important for medical therapeutics in
general.

Randomization is necessary to minimize systematic bi-
ases that will occur related o the order of treatmeat and W
permit double blinding to occur. Randomizasion is usually
accomplished in a crossover style, that is, in blocks of two. If,
however, it is predetermined that four, six, or eight trials will
be doae, the statistical power of the trial is improved consid-
enably by randomization in larger blocks.** For example,
when six trials are planaed, the possible P values range from
125 forthe ?a.ircd experiment in which three crossover pairs
occur ([172)%) 10 .03 whea all six trials are randomized inde-
pendendy ([1/2)%). [ntermediate values are passible whea
constraints ate added.

Blinding is a key element 10 minimi2e observer-induced
bias. In most single-patient trials, the patient records symp-
toms and, in some cases, sigas. Ideally both patient and
physician are blind to the treatment assignment. Records of
assignment arc kept with one of the trial service staffand, ifa
drug is involved, the pharmacist who has prepared the treat-
meat packages.

Single-patient trials require that the goals of treatment be
explicitly identified at the time the patent eaters the tnal.
Ideally, three w five key variables are determined. The vari-
sbles may reflect disease activity or symptom severity. Usu-
ally the most important variables measure patient func-
tioning, reflecting the value of treatment for the patient. In
the ideal case, outcomes would include the measurement of 3
physical sign, a subjective or objestive rating of performance
in conjunction with, for example, a laboratory measurement
reflecting discase activicy. The patient’s goals must be as-
sayed to be cerain that the measures of performance are
compatible with the patieat’s wishes, especially regarding
quality of life.

Systemaric measurement of u limited number of variables
is inportant for a successful single-pauent trial. We rypically
use self-adminisiered questionnaires that rely on 7-point
Likert scales or wbulate the frequency of events. We also
teach patients 1o measure biclogic variables like the forced

" expirstory volume in one second, péakﬂav, and walk time.

We have found it casier to use 7-paint Likert scales than
visugl analog scales. In the standard crossover design, the
patient can be asked to state a preference for one treatment
period compared with the other.

There are other issues that must be solved when designing
a clinical trial. A critical question is the duration of treat-
meat. In general, we believe the old adage, "shorest is eas-
iest.™ Trearment often takes longer than eapected, however,
because time is required for peak efects to develop or for
teaunent effects to dissipate. For drug regimens that are
rapidly started and stopped, wreatments caa be shorer and a
random hiock design of six or eight trials of active drug and
placebo can be cvaluated in less than two weeks. ’

A special case occurs wheén a drug is being used o mini-
mize or preveat anacks or exacerbations of a recurreat is-
case. To determine dunation, the frequency of exacerbation
needs to be estimated. Given a reasonable estimate of the
frequency, the duration can be based on the “rule of 35.” This

. rule states that if an event occurs once every r days, the

duration of observation must be three timesxdays tobe 95 %
certain © observe one event. In the case of familial Mediter-
rancan fever where an antack may occur once every (wo
weeks, the treatment period would need to last six weeks 0
be reasonably cerain to observe aneffect.

Another question that affects the duration of the tral is
bow many pairs or trials are needed. The answer 10 thisis the
tautology, “as many as are nceded.” In some tnals, we have
recommended that a single pair may provide an adequate
demonstration of eficacy. Such a demoanstration lacks statiy-
tical powet, but the demonstration of effect may be so com-
pelling as 1o convince both patient and phrysician that efficacy
is no longer in doubt. On the other hand, whea the proba-
bility of a treatment being effective is about 50% before the

TABLE 2.—Postarior Pr jes as Function of Pricr
Probabiies and Likedihood Ratio
Taavmen rsl:n“ Paend Whnm
Tratmenl is Efective, P Nun Soa!wo::’ Improves 2
2 [ N 3 Yos .030
§ Yes .51
1 No i o<)
s No o
A0 e 3 Yes 25
$ Yes -
3 No 032
s No 2
S0 ... 3 Yes 78
) Yos p )
13 No 25
s No 7
B0 ... 3 Yes x
LY ws 95
m No .87
" No -
B0 e 3 ws 98
L] Yos .58
- No s
vs No 64
B8 e 3 Yes 8
L Yes 9
13 No 86
1] No .
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trial, and there are major risks of side effects, anything short
of & statistical certainty may nok be satisfactory. In the case of
& paired crossover trial, the bisomial distributian suggests
that after four trials, the probability of treaumeat being re-
peatedly favored over placebo is .5 after the Srst trial, .28
afier the second trial, .125 afier the third trial, and 0625
afier the fourth trial, which is (1/2)%.

In general, the issue of “statistical ™ certainty—the myth-
ical P < .0S—is less critical in single-patient mials. An
interesting perspective is sdded by assaying the clinician's
estimate of the likelihood of success in thas patient (the prior

probability) and determining the estimated likelihood that

the treatrment is efficacious based oa the literature. Using a
Bayesiaa analysis, a posterior probability based on the patient
outcome in a single-patient trial can be calculated as shown in
Table 2 (G. van Belle, written communication, June 1987).
These posteriar probabilities show the effect that & single-

patient trial can have on a clinician’s level of certainty that

treatmeat will be helpful for a patieat.

Ceonclusion

We formed the trial service to simultaneously establish,
demonsurate, and determine the value of single-patient wials
in clinical practice and 10 help do the clinical trials. Our
involvement ranges from being limited consulwnts providing
study drugs and simply reviewing the protocol, to providing
detailed, in-depth consultation regarding the value of a clin-
ical trial in a particular patient, developing a study design,
interviewing the patient, developing target outcomes,
printing forms, preparing placebo drug and outcome forms,
and doing follow-up. In all cases, we provide an interpreta-
tion of the results of the trial and are anxious to learn how the
trial was used in clinical decision muking and practice.

In summary, single-patient clinical trials can be used to
improve the efficacy of treatmeat—especially long-term

treatments and treatments with uncertun efficacy or a risk of
serious oxic effects. Examples of suitable conditions for
study are numerous, including common problems such as
chronic obsuructive lung discase, osteaarthritis, recwrent
beadache and other chroaic pain syndrames, ~fibrositis™ or
fibromyalgia, and agitation in demented patients. We have
done trials in these common conditions and have also invest-
gated mare unusual and complex problems such as progesta-
tional drug side effects, treatment of the “restess” leg syn-
drome, and treatments of orthostatic hypotension. The
principal benefits are an increased cerwinry for patients and
their physicians that a treatment is worth pursuing decause it
is effective or should be abandoned because of an absence of
a net benefit.
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ACADEMIA AND CLINIC

The a-of-1 Randomized Controlled Trial: Cli_nical Usefulness

Our Three-Year Experience

Gordoa H. Guyatt, MD: Jana L. Keller, BSc; Roman Jaeschke, MD; David Rosenbloom, DPharm
jenatban D. Adachi, MD; and Michacl T. Newhouse. MD

—

Obpective: To review the fessibility and efectivenass of &-
of-1 rundomizad coatrolled tnals (a-of-1 trials) ia clinical
Fﬂll%

Daigo: Individual trials were double-blind, randomized.
nultiple crossover inish The impact of a-of-1 irials was de
wrmined by eliciting physicians’ plans of management and
coafidence in those plans before and afler cach trisl.

Setting: Referral service doing a-of-1 trials at the requcsis
of commuaily snd academic physicians

Objxt o Auvalysis: Al trials were plannad. sarted, sd
complcted by the a-af-1 service

scasures of Outcome: The proportioa of planned p-of-1
tals that were completed and the proportion that provided
s dcfiaite clinical or statistical answer. A definite clinical
answer was achicved if an n-of-1 trial resulted in 8 high ltevel
of physician’s confidence in the management plan. Spaufic
cnterin were developed for classifying an n-of-1 tnal as pro-
viding 8 defiaite statistical answer.

Main Results; Sevenly-three a<of-1 trials were planned in
various clinical situstiona. Of 70 a-of-1 trals begun, 57 wers
conpletad. The reasons for nat completing a-of-1 trials were
paticnts’ Of physicisns’ noncompliance of patients’ concur-
cent illnas. Of 57 a-of-1 trials completed, S0 provided &
achnite clinicul or sanaticsl answer. In 15 teials (39% of
(sb sn which appropriate data were availabie), the cesults
promnpted physicians o change their “'priors to the tnal” plan
of minagement (in 11 trisls, the physicians stopped the drug
therapy that they had planned (o conunue indetinntely).

Conclusion: We interpeet the raults 3 supponting the fea.
ubility and uacfulnas of a-of-1 tnals in clinical praciice.

Asnals of [niemal Medicine. 1990;112:293-299.

From McMaater Univarsity, Tlamilian, Omntano. For current
eulhor adidresecs, »ac crud of teal.

. e ee—————

Rmdomiud controlled trials are usually required 10
otablish valid evidence of drug efficacy (1-3). Howev-
er. thers remain a number of clinical situations in
which treatment decisions cannol be based on such
trials. For example, guidance is unavailable for tresat-
{ng conditions 1hat have not been investigaied with
randomized controlled trials; some conditions are 0

“rare that even multicenter colluborutive trials are not

feasible Further, even when 3 relevant randomized
controlied trial generutes 3 definite answer, its resull
may not apply 10 8 individual patient. First, if the
patient does not meet the eligibility criteria, extrapola-
tion may not be appropriate; second, regardless of the
overall trial results, some patients appear 1o benefit
from the experimentsl therupy and some do not (4).
To maintain the methodologic safcguards provided by
rundomized controlled trisls and avoid the disadvan:
tuges of large-sample multicenter studies, we have de-
veloped 8 corresponding methodology for sawmining
the intervention cffect ia individual putients.

Experimental studies (5-7) of single subjccts have
long been part of psycholugic raearch. The methodol-
ogy is known =4 single casc or »ngle subject rescarch,
a = |, or, n-of-1 rundomized controlled trinls (hereaf-
ter referred to as n-of-1 trials). We have previously
described how n-of-1 tnals may be used in medical
practice t0 determine the optimum tresiment of un
individus! patient (4). Mare recently, we have provid-
od detailed guidelines (8) for clinicians interesied in
conducting theic own n-of-1 trials. Results pertaining
directly to the patient involved arc available immedi-
atcly after the patient has completed the trial.

o 1985, we doigned un n-of-1 service to fucilicate
clinicians® involvement with n-of-1 studic» 1n our com-
munity (9). We have a forraal referral service for
n-of-1 studies and a tutorial service that teaches clim-
cisns how 10 run their own trials. We deseribe our 3-
youtr cxpericnce with providing the n-of-1 acrvice in
our community. We sxsmincd a apectrum of condi-
tions and interventions in which n-of-1 trisls were
done snd studicd the outcome of each trial. The quer-
tions we asked were as follows: Are n-of-1 tawals able
1o provide clinically useful information? Do clinicians
change thar management plans as & result of n-of-1
trials? Does physicians’ coatidence in management de-
citinns change as & result of a-of-1 trials?

Methods
Criteria for Daing an a-of-1 Trial

Aler 3 clinigian and a patient anpressed interest in canduct.
ing sn m-ol-} tnal, we annesaed the surtabiity ol the uaderly:
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ing coadition and potential therapeutic intervention. We
have previously reported & et of critcria (8) that should be
sarisbed befoce an a-of-l trial iy attempted; these criteria
were applicd to patican’ praentation (o the n-of-l seTvice.
In short, in additioa to the effectiveness of treatment being
in doubt, the disorder should be chronic and relagvely sta-
ble. The tsatment, if effective, should be cantinued long-
term, and the patient should be eager 10 collsborste in de-
sipuag and participating in the n-of-1 trisl. In addition, the
treatment of ireatments roust have & rapid onset and teTmni-
nation of action, and an optimal treatment duration should
be known and practical. Ia each case, the choice of medica-
tion and the dosage were selected on the basis of the artend-
ing physicisn's clinical judgracnt.

Conduct of Individual n-of-1 Trials

If our initial asscasment of the clinical situstion indicated
that an a-of-1 trial was indicated, we prepared aa individual-
1zed 1rial package. To assess drug efficacy, we 1dministered
individualized questionnaires that examined the severity of
symptoms thet were identified by patients as part of their
discase and lmponant in their daily life. These quastion-
nasres consisted of four 1o seven items (symptarns), snd se-
verity of symptoms was usually measured on a T-point scale
For example, if shortness of breath while shopping was a
symptom identifled 33 part of the illncss and imporant in
daily life, the patient was askad: Please indicate how sbort of
breath you have been while shopping during the previous 2
or ) days, by choosing one of the optians from the scale
below:

. Extremely short of breath
2. Very short of breath

3. Quite s bit shor of breath
4. Moderately short of breath
S. Mildly shon of breath

& A litde short of breath

7. Not a all short of breath

Either the referring physician or 8 physiclanmember of
the n-of-1 service saw the paticnt after each treatment pesi-
od. The trial design was based on pairs of aciive drug and
placchbo, high dose and low dase. or first drug snd alternate
drug combinations; the order of administration withia each
pair was determined by random allocatioa. We r
od that at least three pairs of treatments be completed. Modi-
cation was prepared by one of the psrticipating phacmacics.
{f active medication and mutching placebo were svailable
from the manufacturer, they were uaed; if nol, the medica.
tion was crushed and put in eapsulcs, and matching placebo
capaules were prepared. The pharmacy beld the code, and
all other members of the team were blind to allocation.
Treaiment targets were moaitored on & regular, predeters
mined schedule throughout the trial. If a patient felt much
worse at say lime during the trisl, the current treatment
penod was terminated and, without bresking the code. the
asxt ireatment penod was begun. The trid continued as long
as the clinician and patient sgreed that they nceded more
information 10 get u definite answer about the eficacy of the
treatment of unsil the patient or clinician decided for any
other reason to end the trial.

At the study's conclusion, the rasulls were reported (o the
paticat's physiian. Mean values foc all measures for cach
treatment period. the hean differences between trestment
and control periods, the 90% confidence lnterval (Cl1)
around the differencas. and the probability of differences
sccn being due to chance (using 8 one-sided paired t-test of
the difficrence in score) were reportad (§). We also exam-
ined each treutment's magnitude of effect. Our previous ex-
pericnee with the symp ques ires that used a 7-
peint scale suggvsied that sn improvement of .5 points per
question corraaponds to & noti ble inpre t in the pa-
tient's well-bang (10). Foc instancs, if thete were siz Ques-

meond
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tons. 8 total chaage of 3 of maore points was considered
clinically impoctant.

To asscss the impact of the p-of-1 trial oo the physicuan’
management plan, we asked each physiclan how he of she
would treat the patisent without an p-of-1 tnal and, whea
p-of-1 trial results became availablie, how he ot she intended
w0 treat the patient. Management plan optians included con-
tinuing the drug therapy. withdrawing the drug, or ~otber.”
We also investigated the level of the physician’s confidence
i his @@ her management plan. both before and aflter the o-
of-1 trial, again using a 7-point scale The physicians were
asked Qe following: How comfortable do you fecl now adbaut
your treatment plan?

1. Towlly comforable, cartain il's the nght thing for the

3

2. Almost totally comforable, very likely it's the nght
thing for the patient

3. Quite comfartable, likely that the treatment plan is best
for the patient

4. Not tolally comforiable, but treatment plan is very
likcly to be a3 good as alternalives

5. Mildly uncomfortable, some uncertainty whether treut-
ment plan is best (or the patient

6. Moderately uncomfortable. focling that the treatment
plan may not be the best for the petient

7. Extremely uncomfortable. uncertatn about treatmerd
plan and, if wrong, putiens roay suffer

Review of 73 g-of-1 Trials

Between Octaber and December of 1988, we reviewed the
fies of all p-of-1 trials done in coaperation with our a-ol-1
service. Trials were classificd a3 camplete when three pains
of treatraent periods were completed of the tnal was inter-
supted before completing three treatment pairs because of
the clinician's and patient’s belief that drug efectiveness had
been established or refuted. The raasons foc wnterruptica
were occwrence of intolerable sympioms competible with
side effects, perceived large treatment cfect of the active
medication. and auch s low frequency of symptoms that the
medication was judged not (0 be noeded.

Trials not in either of thave categoncs were classified 44
incoraplete (interrupted before completing three pairs with
po clinical oconclusion reached befors tnial termination).
Among completed trials, we ezamined the propostion that
provided s definite clinical answer. These included trials thu
resuliad in a high level of clinicians’ canfidence ia their man:
agement decisions after sn n-of-1 trial (1 or 2 oca & T-point
scalc); and trials that were interrupted before completing
three trestment pairs because of the clinician’s and patient’s
belief that drug effectivencss had been astablished or refuted.
To classify such trials as providing definite answers, the clin-
ical impression of drug eficacy (or its side effect) bad to be
contirmed after bresking the code.

Por trials in which the primary outcome rmausure was the
symptom Questionsairs that used a T-point cale, we have
developed a sct of statistical entena to classify individual »-
of-1 trials. Categories include providing a dehaite answer
(citber confirming drug or placebo superionty of indicating
co difference), showing a trend in favor of active drug ¥
placebo, or leaving the Question of intervenuon cficacy ua-
answered (indefinite). Thae criteris use 3 combinstion
the clinical imporance cut-off (0.3 points per question meun
difference (D] in symptoms score) and statistical evalustion
of the diffcronce obscrved (one-tailed £ g 0.05, narrow 1
arcund the difference between active drug and placebo). The
complete ser of critenia is presented in Appendix 1.

Examples of n-of-1 Trials

To show what is involved in doing an n-of-1 trial, we
will describe » case in detail. A 23-year-old womua
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presented in the autuma of 1987 with a history of re-
crrent vasovags! syncope of 8 year's duration. Asso-
dated symptoms included presyncope, nausea and
vomiting, migrainous headaches, and Bushing epi-
wdes. There was no obvious trigger to these symp-
wms. The syncopal episodes occurred as frequently as
rwice 8 weck. the other symptoms on 8 more frequent
sesis. and the constellation of symptoms was adversely
ufecting the patient's quality of life. Extensive investi-
ption showed no hornmonal or autcnomic nervous
system aboormality. The patient was given nifedipine
(for headaches) and amitriptylineas a vagolytic agent
ind her condition was initially judged to have im-
proved somewhat; however, symptoms remained 8
major problem.

It has been hypothesized that s vasodepressor reac-
don (or common faint) can follow syrapathetic ner-
vous system stimulation, resulting in decreased left
ventricular volume and stimulation of intracardiac re~
ceptoss (11). This mechanism was thought to be play-
ing a role in this patieat’s problems. A *tilt-tadle iso-
protecenol” test was abnormal; the patient developed
spnificant bradycardis and hypotension when tilted to
60 deg und infused with 8 ug of isoproterenol (11).
The patient's physician thought that propranolol
might benefic (11) and contacted our n-of-1 service 10
conduct a trial.

The physician was uncertain of the optimal dosage,
© the trisl was s¢t up with triplets of treatment peri-
ods instead of pairs. Each period lasted 2 wecks and,
ia each triplet, the paticnt reccived either placcbo, 20
mg of propranclol four times daily, or 40 mg of pro-
pranolol four times daily. Treatment targets included
daily rating of symptoms of lightheadedncss and syn-
cope, headaches, nauses or vomiting, fecling warm or
sweating, and fatigue. Each symptom was rated on a
7-point scale. For instance, the patient was asked the
following: How much trouble ar distress as a result of
lightheadedness or loss of conscicusness have you had
during the last day?

1. A very great deal of trouble or distress

2 A great desl of troudle or distreaas

3. A good deal of trouble or distress

4. A moderate amount of troutle or distress

$. Some trouble or distress
6. Very little wrouble ar distress
1. No trouble or distress

The results of the three triplets of treatment peniads
are sunmarized in Figure 1. Each data point in Fig.re
i represents the mean of seven ratings of the five
symptams over a period of 1 week. The paticat felt
that there were no significant differences in how she
felt over the 19 weeks of the trial, and this was con-
firmed by the symptom $cOrTs. It was concluded that
propranclol was not efective. '

Now uncertain about the benefit of amitriptyline in
relieving symptoms, the attending physician wished to
conduct a second trial before restarting the therapy.
This trial was 1o bave 4-week treatment periods, with
the patient receiving placedo of 100 mg of amitripty-
line at bedtime during each period. The samec five
symploms were monitored, again on a daily basis. Be-
fore sarting the trial, the physician replied to our
questionnaire, stating that his a priori estimate of «f-
fectiveness was that the amitriptyline was of no benefit
aad that he was very confident of this assessment.

The patient felt much worse during the seécond pen-
od of the first pair than she had during the first period
and, after 2 weeks of the second period, was convinced
that she was receiving placebo. Without breaking the
code, the period was terminated and the next pair be-
gun. During the second period of the second pair, the
patient again felt much worse and the period was lef-
minated after the first week. After 1 week of the third
pair, the patient agsin became convinced that she was

 receiving placebo and the second period of the third

pair was begua carly. The results are prevented in Fig-
ure 2. The patient bad been correct in each case about
when she received placebo, and the large differences in
symplom scoce reflect the magnitude of the differences
she experienced between taking active drug and wking
placedo. The mean differences in symptom score per
Question between active drug and placedo periods for
the three pairs were 1.88, 1.81, and 2.08. A paired ¢-
test with two degrees of freedom suggests that these
results are very unlikely to have occurred by chanse
(P < 0.001). It was concluded that amitriptyline was
effective, and the drug treatment has been continued
10 the present
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Tedle 1. Outcame of 73 n-ol-! Rasdocnized Controlied
Tral

Planned a-of-1 trials, n = 73
Theee o-of-1 trials never started (1 becausc of death; 1,
concurrent illness; and 1, consent withdrawn) !
g-of-1 trials begun, n = 70
Thirtcen a-of-1 trials ot completed (7 because of
paticnts’ noncompliance; 5, concurrent illness;
and 1, phyzician noncampliaace)
Completed n-of-1 trials, 8 = 87
Nine a-of-1 trials with 3 pairs completed did aot
provide a definite clinical answer: 2 o{ the 9
provided s definite statistical srwwer
Definite a-of-1 trisls, o = 30
Forty-cight trals were clinically definite;
19, statistically definite

Results
Spectrum of Use

We have not kept systematic track of inquiries about
n-of-1 trials that were planned but deemed infeasible
after preliminary discussion. Some ¢xamples include
trials with patients with inflammxtory bowel discase
(in whom exacerbations occur 100 infrequeatdy to
make 8 trial feasible) and major changes in prednisone
in patients with obstructive airway disease (in whom
functional adrenal deficiency is likely to have devel-
oped). On several occasions, an open trial resulied in
obvious benefit or obviaus side effects before a formal
trial was begun. In several instances, we were ap-
prouched about patients with many unstable medical
problems that made reliable ascertainment of the effect
of a single medication impossible. Finally, a-of-1 trials
were sometimes infeasible bocsuse of reservations
about the patient's ability to keep s valid symptom
diary.

Overall, our service pariicipated directly in prepar-
ing 73 n-of-1 trials. Some results from $ of these trials
have been reported clsewhere (4, 8, 9, 12). Most of the
trials tested a specific form of therapy in patients
whose underlying condition was clesrly defined (for
cxample, amitriptyline therapy for fibrositis, ipratropl-
um or theophylline for chronic airflow limitation). In
three instances, the trial was uscd as 8 diagnostic tool:
In & patieat with inconclusive laboratory test results,
the clinician investigated the cficacy of hydrocoru-
sone in relieving symptoms possibly caused by Addi-
son diseuse: in two trials, the clinician tested the effica-
cy of pyridostigmine bromide in ameliorating
symptoms possibly caused by myasthenia gravis. In
two other cases, different dose regimens of the same
medication were used 10 determine the balunce be-
tween the drug's efficacy and its side cffects (predai-
sone therapy for chronic airflow limitation and pro-
pranolol for syncope).

The results of the 73 n-of-1 trials arc presented in
Table 1. Three trials were planned, but never started
(1 because of concurrent illaess; 1, consent with-
druwn; and 1, patient’s death). Of the 70 a-of-1 trials
that began, 7 were completed. The reasons for sus-
pension af 13 tnals were patieats’ concurrent illnexs (S
wrials) and lack of paticnis’ (7 trials) or physicians’ (1
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trial) compliance with the study protocol. Among iLe
57 completed a-of-1 trials, the aumber of pairs wescas
follows: cight pairs, | trial; six pairs, 1. Gve pain, 3,
four pairs, 9: three pairs, 31; two pairs, 11; and one
pair, 2. The duration of treatment periods vaned wides
ly, from 1.5 days (0 6 weeks. The majoncy of trials
lasted | to 4 weeks. Appendix 2 presents the spectrum
of clinical conditions in which n-of-1 trials were done.
One physician was invalved in 19 trials; another, in 8.
An additional four physicians participated in more
than | completed trial.

Results of Completed Trials

Forty-cight of 57 completed n-of-1 trials (84% ol dll
completed and 66% of all planned) provided u definite
clinical answer. These 48 trials included 39 that reault-
cd in & high level of clinicians’ confidence in the appro-
priatencss of their management decisions after three
pairs of treatment had been completed. An additional
9 n-of-] trials were classificd a3 complete despite tiial
interruption before completing threc pairs. In 4 trialy
differences between two (remtment penods were o
drumatic, the physician and patient decided Lo end the
trial (ipratropium therapy for chronic sirflow Limica-
tion on three occasians and haloperidol for psychosn
on one). In each of these 4 inals, the clinical impres-
sion was coanfirmed after breaking the code; the clini-
cian had guessed correctly when the patient was re
cciving active drug. On two sdditional occasions,
oceurrence of clinically important deleterious effects
led to the termination of n-of-1 trials (theophylhue
therapy for chranic airflow limitation und clonidine
for theumatoid anhritis). Again, the clinical decision
was substantiated after the codc was broken. During 3
trials, the symptoms chosen as trestment targets did
pot oocur within the first few treatment periods and
the trial was terminated (propranclol therapy for syn-
cope, dilantin for Menicre discase, and propantheline
for sbdominal pain). In esch of the 9 a-of-1 tnals clas-
sificd as complete despite leis than three pairs being
done, sctive drug was compared with pluceho.
Resulls of complete trials that used symplom qua-
tionnaires with responscs on a T-puint scale as a pri-
mary outcome mmeasure werc reviewed according to
criteris preseated’in Appendix 2. We had the data nee-
exsary to do this analysis in &4 n-of-1 trals. In 19 of ¥4
casas. the trial provided a definite stutistical answer. In
1S trials, the beneficial role of the drug was confirmed:
in &, there was no difference between investigated ther-
apy and placebo. Nooe of the trials analyzed using
these criteria indicated a harmful effect of a drug. All
but 2 n-of-1 trials providing a dcfinite statistical an-
swer were classified as definite mccording (o clinical

" critcria. In | of these 2 a-of-1 trial, the physician toxt-

ed the cfficacy of amitriptyline therapy for fibrosi-
tis~the impression of drug efficacy obtsined during an
earlier open trial was 50 strong that the results of 1he
initial n-of-1 trial excluding drug benefit were ques:
tioned. A subsequent a-of-l trial, with the same pa-
tent using a higher dosage of amitriptyline, confirmad
the results of the first irial, and the physician discon-
tinued the medication. In the sevond case, the phyw-
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cian questioncd » patient’s claim that pyridostigmine
provided an improvement in weukness that was possie
bly rciated to myasthenis gravis. Despite a clearly pos-
itive n-of-1 result, failure by & neurologist to confirm
the diagnosis of myasthenia led the attending physi-
cian to speculate that the patient might some¢how have
broken the blind, thus invalidating the results. The
t1otal number of n-of-1 trials providing definite clinical
or statistical answer wus, therefore, SO. Five a-of-1 tri-
als bad trends suggesiing drug benefit, und, in two
cases, trends favored placeba. Results of 18 completed
(rials were classified according to the statistical criteria
as indefinite.

Management Pluas and Clinicians’ Confidence

In 38 trials, the data on management decisions were
available both before and after the trial. In 23 casss,
the original decision was unchanged sfier the tnal re-
sult became available. In the remaining 15 trials
(39% ). results of the n-of-1 trixl prompted physicians
to change the original decision (in 11 cases, 1o stop the
drug treatment completely rather than continug; in 3
cases, 1o continue drug therapy indefinitely rather
than stop; and, in | cusc, to conduct an sdditional
n-of-1 trial). The level of confidence in the new man-
agement decision, measured on 3 7-point cale, was
1.82 = 1.0S (mean X SD). Confidence in the original
decision was ¢.62 = 1.36. This changs 1o management
confidence was similar to the increase seen in the
a-of-1 trials that supported the original decislon (from
4.53 = 1.62 10 1.82 = 1.07). The complete spectrum
of changes in physicians’ confidence sfler the 38 n-of-1
trials for which datx are available far both before and
after the teial is depicted in Figure 3. In most cases,
physicians clearly werc far more confident in their
management after the n-of-1 trial.

In 44 n-of-1 trials, threc pairs of treatment were
completed. in 39 of these trials, physicians cxpressed
total or very high confidence in their management de-
cision (1 or 2 on a 7-point scale). In no case was this
degree of confidence present before the a-of-1 trial.
After these 44 a-of-1 trials. the sverage score on a 7-
point management confdence scale was 1.77 £ 0.99.

In most of the trials we report, the attending clini-
cians had already conducicd their owa open trisls and
remained uncertain ubout treatment efficacy. In theic
instances, they would have managed the patients us
described in the questionnaires we administered- In a
few trials, physicians preferred 1o have the Arst cxpo-
sure of patients 10 the cxperimental treatment as pant
of an a-of-1 trial. Although physicians may have con-
sidered options such as continuing the medication for
a period and then testing responsc to withdrawal or
conducting open trials of withdrawal and reinstitution,
such plans were made explicit on only a few occasions.

Discussioa
We preseat our initial, 3-year capericnce in conducting

n<af) trisls and offering the a-of-1 service to commu-
nity physicians. We tested thls method of solving difi.

cult therapeutic dikemmas in a braad spectrum of con-
ditions and using different interveations. The clinical
problem was most commonly clarification of the effica-
cy of a medication, generally recognized as useful, in
un individual paticnt. In some cases, trials were used
for the clarification of an optimal dosage of a medica-
tion or as an aid to diagnosis.

We were sble to complete 81% of trials that were
begun. The commonest reasons for not completing 8
trial were patients’ noncomplisnce with the study pro-
tocol or emergence of a concurrent illocss. [a each
trial, we tricd to complete three pairs of treatments;
achieving this goal was the commonest reason 1o cate-
gorize a trisl as complete. Some trials were ulso cate-
gorized as complete despite the fuct that three pain of
treatments had not been achicved. In all of these n-of-
1 trials, the clinically relevant answer was reached at
an carlicr point. On three oucasions, target end points
occurred with an unexpectedly low frequency regard-

less of the treatment used. Thess a-of-1 trisls were

interrupted and classified oot oaly as complete but
also as providing a definite clinical answer: Indication
for the usc of a drug was refuted. These three n-of-1
trials dramatically show thc necessity of wsicssing
drug efficacy in a blind manner. Had the drug been
tested in an open trial, the results would have been
interpreted as showing the striking cfficacy of the in-
tervention.

To judge the clinical usefulness of a-of*1 tnals, we
developed a s¢t of both clinical and statistical eriteria.
We felt that because the goal of an n-of-1 trial is to
clarify a management decision, an 2-0f-1 trial can be
considered definite only if this goal is achieved. A defi-
fite answer was obuined in 71% of all attempted a-of-
1 trials. Clinicians were more liberal in their conclu-
sions that a definite answer had been reached. When
using ngorous statistical criteria for & definite answer,
such an answer was attaiaed in only 27% of trals that
were begun (43% of the trials in which data required
to make this assessment were present). On (wo occa-
sions. physicians did not believe the statistical results;
in both cases, two scparate n-of-1 trials yiclded the
same results.
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The relatively small proportion of trials in which
statistical criteria for a definite result were obtained
refiects 1o some extent the limited power of statistical
tests when only three pairs have been conducted. The
extent to which the cliniciuny were convinced of the
results when statistical criteria were not met atiests o
the value of the method even without statistical analy-
sis. Another limitation of statistical analysis is that the
decision to continue with sdditional pairs cen be driv-
en by the results, potentiully invalidating the nominal
P.value abtained. Because of these limitations, we
view the statistical analysis as an adjunct (but often
very useful adjunct) for the interpretation of the re-
sults of n-of-1 trials.

The expense incurred by coaducting n-of-1 trials
will be an issue. Until now, our trials have been paid
for by research funds. We have not, therefore, estab-
lished a siandard fee for the referral nor decided on
how fees should be modified depeading on the nature
and length of the study. Although, in our experience,
the research assistant time per trial was considerable,
much of this time was spent on activities (such as
sdministering questionnaires to  physiciuns) that
would not be part of a-of-1 trials once they are estab-
lished in clinical practice. We belicve that cven with-
out detailed information on costs, conducting o-of-1
trials is likely 10 be cost-eflective. In our experience, 8
substantial proportion of trials result in discontinua-
tion of medication that would otherwise have been
continued for months or years. The cost savings from
discontinuing medication and from reducing physician
time speat in medication review and in treating ud-
verse reactions to medication is likely to be considera.
ble. Third-party puycrs may wish to consider these
potential savings when developing policies on reim-
bussement of costs associated with n-of-1 trials.

We believe that our results show that a-of-1 trials
are feasible to conduct in clinical practice and often
tesult in clinically impocant changes in clinicians’
confidence in their management decisions and in the
management decisions themselves. We believe that
most physicians try to be scientific in their approsch to
medication prescription and use some of the principles
of the n-of-1 trial (such as observation of patients on
and off medication) in their day-to-duy practice. The
methodology of the n-of-1 trial provides physicians
with a set of toals that can further increase the scien.
tific rigor of their clinical practice and incresse the
likelihood that the trestments they prexcribe are in.
deed those that src best for the patient.
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Appendix 1. Criteria for Assesing the Results of an
a-of-1 Randomized Controlied Trial

Statistical criteria
Definite answer

Beneficial P <005and D 2 0.5
Harmful P <005andD g 0.5
Neutral P> 005and0.255>D> ~0.25

and |Cl| not > 0.5
or £ >005 and
025> D > —0.25and
|D| for cach puir < 0.3
No definite answer but trend seen

Beneficial 03 <D<c0S5SandP g 005
" trend and Clincludes0.5orD 2 0.5
and P> 0.05
Harmful —0.3>D> —0.54nd P<0.05
trend and C! includes —0.5 or

. D < 0.5and P>0.08

No definitc answer
Not mesting critcria for cither of the ubove cute-

gories.
Clinical criteria for definite trial

1. The cliniciaa’s high level of confidence in the ap-
propriatencss of the management decision after
the n-of-1 tnal () or 2 on » 7-point scale).

2. n-of-1 triul interruption before completing three
treatment pairs because of the clinician’s belief
that drug efectiveness had beea established or
refuted (perceived large treatment effect or se-
vere side effects, both confirmed after breaking
the code, or low frequency of treatment end-
points).

Appendix 2. Spectrum of Clinical Conditions in
Which n-of-1 Randomized Controlled Trials Were
Used

Fifty-seven trials were completed. Twenty trials were
done with 19 pationts with fibrositis. In 18 of these
trials, amitriptyline was tested; nltrazepam was tested
in 2 trials. Sixteen trials were completed in patients
with chronic airflow limitation. In 10 trials, inhaled
ipratropium was tested; in 4. aral theophylline: snd. in
3. inhaled salbutamol. Two other patients participated
in 2 trials each. In a patient with suspected myasthenia
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gravis, pyridostigmine was tested in 2 different trials.
A patient with recurrent syncope participated in 1 tn-
al tating propeanclol, and 1 trial testing amitsiptyline.
Single trials were done in the following conditions,
with the associated medication: chronic pain, maprotis
line; anxiety, lorazepam; insomnia, lorazepam; sus.
pected Addison disease, hydrocortisone; cryptospori-
diosis, spirumycin; Raynaud disease, ketanserine
syncope, propranolel; coronary disease. diltiazem; fa-
milial, Mediterranean fever, colchicine; rheumstoid
arthritis, clonidine; myositis, prednisone; abdominal
pain, propantheline; Menicre discase, phenytoin; psy-
chosis, halopenidol; and suipecied polymyalgia rheu-
matics, prednisone. .

Thirteen trials were begun but not completed. Eight
of these trials involved patients with chronic airflow
limitation. Five tested inhaled ipratropium; two, in-
haled salbutamol; and one, oral theophylline. Single
trials were started but not completed in the following
conditions, with the associsled medication: premea-
strual syndreme, pyridoxine; spasticity in a paraplegic,
cloniding; irritable bowel syndrome, trimebutine; idio-
pathic edema, captopril; and temporal lobe epilepsy,
carbamaazepine.
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IN THE UNITED STATES DISTRICT COURT

FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
V.
CANNABIS CULTIVATOR'S CLUB, et al,,

Defendants.

AND RELATED ACTIONS.

DECLARATION OF JAMES D. MCCLELLAND
Case No. C 98-00088 CRB
sf-554174
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I, JAMES D. McCLELLAND, declare:

1. I am the Chief Financial Officer (“CFO”) of the Oakland Cannabis Buyers’
Cooperative (the “Cooperative” or “OCBC™). I am also a board member. As a board member and
CFO of the Cooperative, I am familiar with the policies and procedures of the OCBC. I have
personal knowledge of the facts stated herein, and if called as a witness, I could and would testify

competently as to them.

2. I graduated from Arkansas Technical College in 1985. After graduation, I was an
account manager at Electronic Data Systems Corporation for approximately eleven years. During
this time I was in charge of implementing computer systems in banks and other financial institutions.
I became a board member and Chief Financial Officer of the Oakland Cannabis Buyers’ Cooperative
in 1997.

3. The goal of the Cooperative is to provide seriously ill patients with a safe and reliable
source of medical cannabis products and plants. Our cooperative is open to all patients with a
verifiable letter of diagnosis and recommendation or approval from a doctor for medical cannabis
use. A complete Mission Statement is attached hereto as Exhibit 1.

4. The Cooperative consists of one class of patient-members. According to the
Cooperative’s Bylaws, to qualify for membership an applicant must comply with the Protocols of the
Oakland Cannabis Buyers’ Cooperative. A copy of the OCBC Bylaws and Articles of Incorporation
is attached hereto as Exhibit 2.

5. Before a patient is accepted for membership into the Cooperative, he or she must
complete an extensive screening process. This process is described in detail in the Oakland Cannabis
Buyers’ Cooperative Protocols (“Protocols”), a copy of which is attached hereto as Exhibit 3.

6. First, all applicants must satisfy the threshold requirement of providing authorization
from a treating physician assenting to cannabis therapy for one or more medical conditions listed on
the Medicinal Cannabis User Initial Questionnaire (Exhibit C to the Protocols). Upon acceptance of
the doctor’s note by Intake staff, the prospective member undergoes an extensive screening process to

determine whether the applicant meets the Medical Admissions Criteria (Exhibit D to the Protocols).
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Each applicant must fill out and submit the Cooperative Information Form (Exhibit E to the
Protocols).

7. If, upon screening by the Cooperative Intake staff member the applicant does not
qualify for membership, he or she will be denied membership to the Cooperative.

8. If the applicant does appear to qualify for membership, a staff nurse must
independently verify the physician’s approval of cannabis use. It is the OCBC’s policy and practice
that an applicant not be admitted to membership in the Cooperative unless and until the applicant’s
physician's approval is verified by the staff nurse.

9. The Cooperative schedules a staff nurse to be on duty thropghout every weekday
business hour of the Cooperative. No new applicants are admitted on weekends.

10.  Soon after an applicant is admitted to membership in the Cooperative, he or she is
issued a laminated membership card. A copy of a membership card is attached as Exhibit J to the
Protocols. Each time a patient-member comes to the Cooperative he or she must present this
membership card along with secondary valid photo identification.

11.  Each time a patient-member comes to the Cooperative to receive medicine, the
patient-member must pass three separate security check-points. At each of the check-points the
member must present two forms of identification described in paragraph 10. First, the member must
present identification to a security guard at the front door to the Cooperative. Second, a second
security guard examines the member’s identification at the mémber room door leading into the sales
area of the Cooperative. Finally, a Cooperative staff member always checks the patient-member’s
identification again at the point of sale.

12 Asa board member and CFO of the Cooperative, | have reviewed and am generally
familiar with the medical circumstances that have led Cooperative members to seek medical
cannabis. Many patient-members of the Cooperative have no reasonable legal alternative to
obtaining medical cannabis through the Cooperative. Although every patient’s experience is unique,
some general comments apply to many patients. Some Cooperative members have 1ried other legal
medications and treatments to alleviate their conditions but these other medications and treatments do

not work for them. For other members, other medications have intolerable negative side effects they
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have chosen not to endure. Some members’ experiences with other legal drugs is that, while they are
somewhat effective, they are not nearly as effective at relieving their symptoms as medical cannabis.

13.  Patient-members of the Cooperative suffer from debilitating and often deadly diseases,
including HIV and/or AIDS, cancer, arthritis, multiple sclerosis, and glaucoma. Medical cannabis
provides relief to patient-members as a pain reliever, an appetite stimulant, an anti-nauseant, and an
anti-convulsant. Medical cannabis relieves intraocular eye pressure in patient-members who suffer
from glaucoma.

14.  Some of the patient-members who suffer from AIDS-related “wasting syndrome™ or
who have cancer and are undergoing chemotherapy may need medical cannabis in order to survive.
Supplying medical cannabis to these patient-members is necessary to avert imminent and often life-
threatening harm. Other drugs either do not work for these patients at all (or they are not nearly as
effective as medical cannabis) or they cause severe adverse side effects that medical cannabis does
not cause. Many of these patient-members have no reasonable altenative to medical cannabis.

15.  The patient-members who suffer from multiple sclerosis or quadriplegia experience
debilitating spasticity and/or constant pain. Other drugs either do not work for these patients at all (or
they are not nearly as effective as medical cannabis) or they cause severe adverse side effects that
medical cannabis does not cause. Many of these patient-members have no reasonable alternative to
medical cannabis.

16.  Some of the patient-members who suffer from glaucoma risk going blind if they are
prevented from receiving medical cannabis.

17.  Many patient-members’ lives may be endangered if they were forced to try to obtain
cannabis from criminal street dealers. This is because both the act of purchasing from street dealers
is inherently dangerous and because impurities in marijuana purchased on the street may be harmful
to their fragile health. In fact, some patient-members may choose to forego their medication if they
have no choice but to turn to street dealers for cannabis.

18.  The patient-members of the Cooperative are joint participants in a cooperative effort
to obtain and share medical cannabis. Patient-members of the Cooperative jointly acquire marijuana

for medical purposes to be shared among themselves and not with anyone else. No third persons are
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involved other than “primary caregivers” who are responsible for the housing, health, or safety of the
patient. Any payment made to the Cooperative constitutes reimbursement for administrative
expenses and operations which all patient-members who utilize the services of the Cooperative agree
to share. Attached hereto as Exhibit 4 is a true and correct copy of the Oakland Cannabis Buyers’
Cooperative Statement Of Conditions under which each and every member agrees to receive their
medicine.

19.  The Cooperative prohibits the smoking of cannabis on its premises; therefore, patient-
members who smoke medical cannabis cannot immediately consume their medicine in the presence
of other patient-members.

20.  Last month, the City of Oakland designated the (5akland Cannabis Buyers’
Cooperative to administer the City’s Medical Cannabis Distribution Program. Attached hereto as
Exhibit S is a true and correct copy of this designation along with supporting documents which
helped satisfy the City of Oakland that the Cooperative is a bona fide corporation safely and lawfully
engaged in activities béneﬁting the citizens of Oakland.

21.  1understand and believe that currently the federal government will not enroll any
additional patients in any federal program studying the medical use of cannabis.

22. 1 understand and believe that currently pending are petitions to reschedule medical
cannabis from Schedule I to Schedule 11 of the Controlled Substances Act, but that none of these
petitions have yet been granted.

I declare under penalty of perjury under the laws of the State of California that the foregoing
is true and correct.

Executed this v th day of September at Oakland, California.

— ~.
— s K a ’,'_ U;‘T . ._\.\
, James D. McClelland
./'
DECLARATION OF JAMES D. MCCLELLAND
CasE No. C 98-00088 CRB ER1343 4
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Mission Statement

The goal of the Oakland Cannabis Buyers’ Cooperative (OCBC) is to provide
seriously ill patients with a safe and reliable source of medical cannabis products and
plants. Our cooperative is open to all patients with a verifiable letter of diagnosis and
recommendation or approval for medical cannabis use.

The City of Oakland has enacted an Ordinance to provide immunity for medical
cannabis provider associations so that patients can safely obtain their medicine. The
Cooperative is dedicated to reducing the harm these patients encounter due to the
prohibition of cannabis. This includes alleviating the fear of arrest, as well as
negating problems associated with purchasing cannabis on the illicit market.

OCBC's headquarters is a multi-faceted facility, accessible to people with
disabilities. We provide a professional atmosphere for patients to procure cannabis,
with trained member advocates on hand to offer advice and assistance. We also offer
self-help services such as support groups for a wide variety of medical conditions,
massage therapy and cultivation meetings to teach Members how to grow their own
medicine. The Cooperative once a month has a buffet dinner for all Members and
caregivers. Seasonally the Cooperative is involved with activities such as Softball and
Bowling. In addition, OCBC provides information on a variety of topics, including
AIDS prevention and treatment, safe sex, and cannabis reform in general.

The Oakland CBC currently operates under the auspices of California Proposition
215 now Health and Safety Code Section 11362.5 and Oakland City Council
Resolution Numbered 72379 C.M.S. and 72516 C.M.S.

Resolution 72516, passed in March 1996, makes the enforcement of medical
cannabis laws the lowest priority for the City of Oakland. Furthermore, the City has
appointed a working group to oversee OCBC functions and to determine the most
effective means to protect and assist seriously ill patients. Most recently the City has
enacted Ordinance Number 12076 setting up a medical cannabis distribution
program, which the Oakland Cannabis Buyers' Cooperative hopes to fulfill.
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SECRETARY OF STATE

I BILL JONES, Secretary of State of the State of California,
hereby certify:

That the annexed transcript has been compared with
the corporate record on file in this office, of which it
purports to be a copy, and that same is full, true and
correct. |

IN WITNESS WHEREOF, | execute
this certificate and affix the Great
Seal of the State of California this

FEB 5 1997

Secretary of State
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ARTICLES OF INCORPORATION
OF
OCB COOPERATIVE INC.

Article 1. The name of this Corporation is: &€ B (oopera Lpe

Ihc.

Article 2. This Cooperative is a cooperative corporation organized under the

California Consumer Cooperative Corporation Law. The purpose of this

Cooperauve is 0 engage in any lawful act or activity for which a Cooperative may he

organized under such law.

Arucle 3. The name and address in the state of California of this Cooperative initial

agent for service of process is __ e £F h/. Jones

175 < Bran.il./,«,v, Na Kland A 99672

Article 4. The voung nights of each Member of the Cooperative are equal. and each Member

<MUUKRdMEU-PILEL
athe elicp eiin Secrayef Stzte
oftheStaed Ciarmy

FEB - 1597
CILL JONES, Sezretzy of State

is entitled to one vote. The proprietary interests of each Member of the Corporauon are unequal.
and the rules by which the propnietary interests are determined shall be prescnbed in the Bylaws

of the Corporation.

Article 5. The.names and post office addresses of Directors who shall serve unul

the first annual meeung are:

Name Address

Jeff Jones 1755 Broadway, Oakland CA..
Matt Quirk P.O. Box 70401, Oakland CA.,
J. D. M¢ Clelland P.O. Box 70401, Oakland CA.,
Tim Sidwell 375 Van Buren, Oakland CA.,
Helen Reading P.O. Box 70401, Oakland CA.,
Barbara Johnson P.O. Box 70401, Oakland CA.,
Paul Scott P.O. Box 70401,0akland CA..

94612

94612
94612
94610
94612
94612

94612

IN WITNESS WHEREOF. the undersigned. being the incorporators and the initial
Directors of this Cooperative, have executed those Articles of Incorporation on

1997,

i Gl NGl Tz 0%

Director Director
77
S NL LD ;a/,JQZﬁL_

Director

R irector .
LT M‘u, /@“f’é’%/
: X< 7
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DECLARATION
We are the persons whose names are subscribed below. We collectively are all of the
incorporators of this Cooperative and all of the initial Directors named In the Arnicles
of Incorporation. and we have executed these Articles of Incorporation. The
foregoing Arucles of Incorporation are our act and deed. joinuy and severally.

Executed MWW. at Oakland. California. We.
and each of us. declare that the foregoing is Tue and correct.

"7// %dﬂfd,L

EX ector

O, £ 72782049
/D/( tor /.
y/%/(, m@?@%zmu

~

Durector

W‘A VR 2% o
e S

//&L(Z ;tw/fd&{éﬁ;ﬁ

6} ectlor

T
Ao fodoiny
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ARTICLE
ARTICLE
ARTICLE
ARTICLE
ARTICLE
ARTICLE
ARTICLE
ARTICLE
ARTICLE
ARTICLE

ARTICLE

ARTICLE

ARTICLE

= Npééﬁﬁ?_ﬁpr

BYLAWS
OF
OCB COOPERATIVE, INC. d/b/a
OAKLAND CANNABIS BUYERS’ COOPERATIVE

MEMBERSHIP

SHARES

TERMINATION OF MEMBERSHIP

MEMBERSHIP MEETINGS AND MEMBERS
DIRECTORS

OFFICERS

CORPORATE RECORDS AND REPORTS
INSPECTION RIGHTS

SURPLUS ALLOCATIONS AND DISTRIBUTIONS
BYLAW CHANGES

MEMBERSHIP

1.01. Classification of Members

1.02. Membership Qualificatons

1.03. Membership Application

1.04. Acceptance of Members

1.05. Traasfers Prohibited

1.06. Membership Fee

1.07. Bylaws and Articles to Prospective members
1.08. Shareholders and Members

SHARES

2.01 Share Issuance

2.02 Share Ownership

2.03 Share Certificates and Disclosure Document
2.04 Prohibition on Transfer of Shares

2.05 Partial Withdrawal

2.06 Insolvency Delay

2.07 Unclaimed Equity Interests

TERMINATION OF MEMBERSHIP
3.01. Voluntary Withdrawal

3.02. Death and Dissolution

3.03 Suspension Pending Expulsion
3.04 Settlement of Share Interest

MEMBERSHIP MEETINGS AND MEMBERS
4.01. Location

4.02. Regular Annual Meetings

4.03. Special Meetings

4,04 Time for Notice of Meetings

4.05. Method of Giving Notice

4.06. Record Date for Notice

4.07. Contents of Notice

4.08. Waivers, Consents, and Approvals
4.09. Quorum at Meeting

4.10. Loss of Quorum at Meeting

4.11 Adjournment for Lack of Quorum
4.12 Adjourned Meetings
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N ARTICLE V.
ARTICLE V1L
ARTICLE VIL
ARTICLE = VIL

4.13. Voting of Memberships

4.14. Use of Written Ballots at Meetings

4.15. Contents of Written Ballot Use at Meeting
4.16. Action by Ballot Without Meeting

4.17. Written Ballot Used Without Meeting
4.18. Sclicitation of Written Ballots

4.19. Withholding Vote

4.20. Appointment Inspectors of Election

4.21. Duties of lnspectors of Election

DIRECTORS

5.01. Number

5.02 Qualifications

5.03. Nomination

5.04. Election

5.05. Terms of Office

5.06. Compensation

5.07. Call of Meetings

5.08. Place of Meetings

5.09. Presence at Meetings
5.10. Regular Meetings

5.11. Special Meetings; Notice
5.12. Quorum at Meetings
5.13. Acts of Board at Meetings
5.14. Adjournment of Meetings
5.15. Action Without Meeting
5.16. Executive Committees
5.17. Resignation of Directors
5.18. Removal of Directors
$.19. Cause of Vacancies on Board
5.20. Declaration of Vacancies
.21, Filling Vacancies on Board

OFFICERS
6.01. Tides
6.02. Appointment and Resignation

CORPORATE RECORDS AND REPORTS

7.01. Required Records

7.02. Annuai Report

7.03. Annual State of Transactions and Indemnification’s

INSPECTION RIGHTS

8.01. Articles and Bylaws

8.02. Books and Records

8.03 Inspection of Membership List
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ARTICLE [X.. SURPLUS ALLOCATIONS AND DISTRIBUTIONS
9.01. Fiscal Year
9.02. Surplus Defined
9.03. Allocations and Distributions of Surplus

ARTICLE X. BYLAW CHANGES
10.01.Bylaw Changes by the Board
10.02.Bylaw Changes by the Members

ARTICLEL
MEMBERSHIP

Classification of Members.

Section 1.01.  Classification ol Members.

The Cooperative shall have one (1) class of Members.

Section 1.02 .Membership Qualifications.

Any individual, may become and remain 2 Member of this Cooperative by:
(a) Complying with Protocols of the Oakland Cannabis Buyers' Cooperative;

(b) Complying with such uniform conditions as may be prescribed by the Board of
Directors; and

(¢) Making full payment of any non-refundable Membership fee as set forth in
Section 1.06;

Section 1.03.  Membership Application.

Any individual eligible for and desiring admission to Membership in the Cooperative shall file a written
application for admission in whatever form and containing whatever information the Board of Directors
shall prescribe.

Section 1.04. Acceptance of Members.

Applications for Membership shall be reviewed by the Membership Committee duly authorized by
resolution ta sdmit-Members. The application shall be accepted unless rejected in writing within thirty (30)
days for reasons satisfactory to the Committee. If accepted, the applicant shall be admitted to

membership and shall be allowed to vote and hold office. If rejected, the applicant shall be entitledto a
refund of any amounts paid for Membership fees. There shall be no discrimination of amy kind.

ER1352



Section 1.05. Transfers Prohibited.
No Member may transfer his or her Membership or any right arising therefrom.

Section 1.06. ~ Membership Fee

A one time non-refundable Membership card fee, in an amount set from tme to time by

the Committee, may be charged to and collected from each Member upon qualifying for the Cooperative.
This fee may be waived in case of financial need and on approval from the Membership Commines.

Section 1.07. Bylaws and Articles to Prospective Members.

Each prospective member, upon request for membership, shall upon request receive a copy of
the Articles of Incorporation, Bylaws and Disclosure Document of the Cooperative.

Section 1.08 Shareholders and Members.

“Shareholder” and ** Member” and their plurals shall be synonymous terms throughout these Bylaws.
ARTICLEIL
SHARES
Section 2.01. Share Issuance.

Shares may be issued for money paid in an amount as is determined from time to
time by the Board and as share dividends, patronage refunds, or other changes affecting
outstanding shares.

Section 2.02. Share Ownership

Share ownership entitles a Member to only one (1) vote in the affairs of the Cooperative,
irrespective of the total number of shares a Member owns, and to all the rights of the
Membership as described by stature, the Articles, and these Bylaws. Pursuant to subsection
(b) of Bylaw Section 9.03, the Directors may declare noncumulative dividends on shares not
10 exceed any maximum rate established by statute. '

Section 2.03. Share Certificates and Disclosure Document.

(a) The Cooperative may issue, but is not required to issue, share certificates. In the event that share
certificates are issued, the certificates shall state the information required to be contained in the
Disclosure Document described in subsection (b). Nothing in this section shall restrict the Cooperative
from issuing identity cards or similar devices to Members which serve to identify Members qualifying
to use facilities or services of the Cooperative

(b) Except as provided in subsection (e), prior to issuing a share, the Cooperative shall provide the
purchaser of a share with a Disclosure Documest. The Disclosure Document may be a prospectus.
offering circular, brochure, or similar document, a specimen copy of the share certificate, or a receipt
which the Cooperative proposes to issue. The Disclosure Document shall contain the information
required by Section 12401 of the California Corporations Code.

(c) If the Articles of Incorporation or Bylaws are amended so that any statement required by subsection
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(a) of this Bylaws Section on outstanding share certificates is no longer accurate, the Board may

cance! the outstanding certificates and issue in their place new certificates conforming to the

Anticles of Incorporation or Bylaws amendments.

(d) When new share certificates are issued in accordance with subsection (c ) of this Bylaw Section, the
Board may order holders of outstanding certificates within a reasonable time fixed by the Board.
The Board may further provide that the holder of the certificate to be surrendered shall not be
entitled to exercise any of the rights of Membership ungl the certificate is surrendered, but such
rights shall be suspended only after notice of the order is given to the holder of the certificate and
only until the certificate is surrendered.

(¢) The Cooperative shall issue a share certificate, receipt, or written advice of purchase to anyone
purchasing a share upon the Member's first purchase of a share. No Disclosure Document need
be provided to an existing Member prior to the purchase of additional shares if the Member has
previously been provided with a Disclosure Document which is accurate and correct as of the date

of the purchase of additional shares

Section 2.04. Prohibition on Transfer of Shares

No shares of this Cooperative may be assigned or transferred. Any attempted assignment or transfer
shall be wholly void and shall confer no rights oo the intended assignee of transferee.

Section 2.05 Partial Withdrawal.

——————————————————

A Member having a monetary amount in his or her share account in excess of a2 monetary amount to be
determined from time to time by the board may cause the Cooperative to purchase his or her excess share
amount upon written request to the Directors. Subject to Bylaw Section 2.06, the Directors must, within
one (1) year of such request, pay the amount the Member requests in cash or other property or both.

The exact form of payment is within the discredon of the Directors.

Section 2.06 Insolvency Delay.

The Cooperative shall delay the purchase of shares as described in Bylaw Sections 2.05 and 3.04 if the
Cooperative, in making such purchase is, oras a result thereof would be, likely to be unable to meet its
liabilities (except those whose payment is otherwise adequately provided for) as they mature.

Section 2.07 Unclaimed Equity Interests

Any share of a Member, together with any accrued and unpaid dividends and patronage distributions
related to that Member, that would otherwise escheat to the State of California as unclaimed personal
property shall instead become property of the Coopenative if the Cooperative gives at least 60 days prior
notice of the proposed transfer to the affected Member by (1) firstclass or second-class mail to the last
address of the Member shown on the Corporation's records, and (2) by publicationina newsletter of
general circulation in the county in which the Cooperative has its principal office. No shares or amounts
shall become the property of the Cooperative under this section if written notice objecting to the transfer
is received by the Cooperative from the affected Member prior to the date of the proposed ansfer.
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ARTICLE IIL
TERMINATION OF MEMBERSHIP

Section 3.01 Voluntary Withdrawal

A member shall have the right to resign from the Cooperative and terminate his or her Membership by filing
with the Secretary of the Cooperative a written notice of resignation. The resignaton shall become
effective immediately without any action on the part of the Cooperative.

Section 3.02 Death or Dissolution

A Membership shall immediately terminate upon the death of a Member or the dissolution of a Member
which is an organization .

Section3.03  Expulsion

(a) A Member may for failure to comply with the Bylaws, rules or regulations of the Cooperative, for
failure to patronize the Cooperative during the immediately preceding fiscal year of the Cooperative in
the amount of at least $1.00, or for any other justifiable reason, be expelled from the Cooperative

by resolution adopted by a two-thirds (2/3) vote of all the Directors. Expulsion shall become effective
immediately unless the Board shall, in the resolution, fix another time. On expulsion, the name of the
Member expelled shall be stricken from the Membership register and all of his of her rights shall cease
except as provided in Section 3.04.

(b) Prior to expulsion of a Member, the Board shall give such Member at least fifteen (15) days notice
prior thereto and the reasons therefor. Such Member shall have the opportunity to be heard, orally or in
writing, not less than five (5) days before the effective date of expulsion by the Board.

(¢ ) The notice required pursuant to subsection (b) of this Bylaw Section may be given by any method
reasonably calculated to provide actual notice. Any notice given by mail must be given by first-class
or registered mail sent to the last known address of the Member shown on the Cooperative's records.

Section 3.04 Settiement of Share Interest

If a Membership is terminated for any reason set forth in this Article of the Bylaws, the share interest held
by the Member shall be purchased by the Cooperative, subject to Section 2.06 of these Bylaws, within one
(1) year of the date of termination of the extent of the paid-up value of the Member's shares on such date.
The Board. in so settling the Member's share interest, shall have the right to set off any and all indebtedness
of the Member to the Cooperative. The paid-up value of the Member's share interest is the monetary
amount of such interest (including fractional shares) that the Member has been issued in accordance with
Bylaw Section 2.01.
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ARTICLE IV.

MEMBERSHIP MEETINGS AND MEMBERS

Section 4.01. Location.

Meetings of Members shall be held at the principal office of the Cooperative, or at such other place
that may be designated by the Board of Directors, with notice as provided in this arucle.

Section 4.02. Regular Annoal Meetings.

A regular meeting of Members shall be held annually on the first Saturday in June at 1:00 p.m. for the
purpose of transacting any proper business, including the election of Directors, that may come before the

meeting.

Section4.03.  Speclal Meeti

Special meetings of Members for any purpose may be called by the Board of Directors, Executive Director,
Coordinator. Chief of Finance, Financial Secretary, Secretary, the or by five percent or more of the
Members.

Section 4.04. Time for Notice of Meetings.

Whenever members are required or permitted to take action at a meeting, a written notice of the meeting
shall be given not less than 10 nor more than 90 days before the date of the meeting to each member who is
entitled to vote on the record date for notice of the meeting. In the case of a specially called meeting of
members, within 20 days after receipt of a written request, the Secretary shall cause notdce to be given to
the members entitled to vote that a meeting will be held at a time fixed by the Committee not less than 15
nor more than 90 days after receipt of the request

Section 4.05. Method of Giving Notice.

Notice shall be given either personally, or by mail or other written communication to
the address of a member appearing on the books of the Cooperative or provided by
the member. If no address appears or is given, notice shall be given at the principal
office of the Cooperauve.

Section 4.06. Record Date for Notice.

The record date for determining the members entitled to notice of any meeting of
Members is 30 days before the date of the meeting.

Section 4.07. Contents of Notice.

The notice shall state the place, date, and time of the meeting. The notice of a regular
meeting shall state any matters that the Board, at the time of giving notice, intends to
present for action by the Members. The notice of 2 special meeting shall state the
general nature of the business to be transacted. The notice of any meeting at which
Directors are 1o be elected shall include the names of all nominees at the time of
giving notice.
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Section 4.08. Waivers, Consents, and Approvals.

The transactions of a meeting, whether or not validly called and noticed, are valid ifa
quorum is present and each of the absent Members who is entitled to vote, either
before or after the meeting, Signs & written waiver of notice, a consent to the holding
of the meeting, or an approval of the minutes of the meeting. All waivers, consents,
and approvals shall be filed with the Cooperative records or made a part of the minutes
of the meeting.

A Member's attendance at a meeting shall constitute & waiver of notice of and
presence at the meeting, unless the member objects at the beginning of the meeting.
However, attendance at a8 meeting is not a waiver of any right to object to the
consideration of matters required to be included in the notice but not included, if an
objection is made at the meeting.

Section 4.09. Quorum at Meeting.

The lesser of 250 Members or members representing 5 percent of the voting power
shall constitute a quorum at a meeting of members. Any Bylaws amendment to
increase the quorum may be adopted only by approval of the Members. When a
quorum is present, the affirmative vote of the majority of the voting power
represented at the meeting and entitled to vote shall be the act of the Members,
unless provided otherwise by these Bylaws or the law. The only matters that may be
voted upon at any regular meeting actually attended by less than one-third of the
voting power are matters notice of the general nature of which was given pursuant 0
Section 4.04 of these Bylaws.

Section 4.10. Loss of Quorum at Meeting.

The Members present at a duly called or held meeting at which a quorum is present
may continue to transact business unti! adjournment, notwithstanding the
withdrawal of enough Members to leave less than a quorum, if the action taken,
other than adjournment, is approved by at least a majority of the Members required
to constitute a quorum.

Section 4.1L.- = Adjournment for Lack of Quorum.

In the absence of a quorum, any meeting of Members may be adjourned by the vote
of a majority of the votes represented in person, but no other business may be
transacted except as provided in Section 4.10 of these Bylaws.

Section 4.12. Adjourned Meetings.

The Cooperative may, transact any business at an adjourned meeting that could have
been transacted at the original meeting. When a meeting is adjourned to another
time or place, no notice is required if the ime and place are announced at the original ER1357



meeting. If the adjournment is for more than 45 days or if a new record date is fixed, a
notice of the adjourned meeting shall be given to each Member of record enutled to

vote at the meeting.

Section 4.13. Voting of Memberships.

(a) Each member of the Cooperative is entitled to one vote on each matter
submitted to a vote of the Members.

(b) If a Membership stands of record in the names of two of mOre persons, whether fiduciaries, Members of
a partnership, joint tenants, tenants in common, husband and wife as community property, tenants by the
entirety, persons entitled to vote under a agreement, or otherwise, or if two or more persons have the same
fiduciary relationship respecting the same Membership, unless the Secretary is given written notice to the
contary and furnished with a copy of the instrument or order appointing them or creating the relationshuip,
the vote of one joint holder will bind all, when only one votes, and the vote of the majority will bind all,

when more than on joint holder votes

(¢) The record date for determining the Members entitled to vote ata meeting or cast writien ballots is 20

days before the date of the meeting or the day on which the first ballot is mailed or solicited.

(d) Cumulative voting shall not be permitted for any purpose
(e) Voting by proxy shall not be permitted for any purpose.

Section 4.14. Use of Written Ballots at Meetings.

A combination of writien ballot and personal voting may be used at any regular or
special meeting of Members, and may be used for the election of Directors. Prior to
the meeting, the Board may authorize distribution of a writtea ballot to every
Member entitled to vote The ballots shall be distributed in a manner consistent with
the provisions of Section 4.05, 4.17(b), and 4.19 of these Bylaws. Whean ballots are
disibuted, the number of Members voting at the meeting by written ballot shall be
deemed present at the meeting for purposes of determining & quorum but only with
respect to the proposed actions referred to in the ballots.

Section 4.15. Contents of Written Ballot Used at Meeting.

Any written ballot used at & meeting shall set forth the proposed action to be taken,
provide an opportunity to specify approval or disapproval of the proposed action,
and state that unless revoked by the Member voting in person, the ballot will be
counted if received by the Cooperative on or before the time of the meeting.

Section 4.16. . Acdon by Ballot Without Meeting,

Any action that may be taken at any regular or special meeting, including election of
Directors, may be taken without a meeting through distribution of a written ballot to
every member entitled o vote on the matter. The Secretary shall cause a vote to be

taken by written ballot on any action or recommendation so requested in writing by at least 5%

of the Members.
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Section 4.17. Written Ballot Used Withoot Meeting.

(a) Any ballot used without a meeting shall set forth the proposed action, provide an
opportunity to specify approval or disapproval of any proposal, and provide a
reasonable time within which to return the ballot to the Cooperatve.

(b) The form of written ballot distributed shall afford an opportunity to specify a choice
between approval and disapproval of each matter or group of related matters intended,
at the time of distribution, to be acted on by the ballot. The form must also provide that
whenever the person solicited specifies choice with respect to any matter, the vote will be
cast in accordance with that choice.

(c) Approval by written bailot shall be valid only when the number of votes cast by ballot within the
time period specified equals or exceeds the quorum required to be present at a meeting authorizing the
action, and the number of approvals equals or exceeds the number of votes that
would be required to approve at a meeting at which the total number of votes cast
was the same as the number of votes cast by ballot.

Section 4.18. Solicitation of Written Ballots.

Ballots shall be solicited in & manner consistent with Sections 4.05, 4.17(b), and 4.19
of these Bylaws. The solicitations shall indicate the number of responses needed to
meet the quorum requirement and specify the time by which the ballot must be
received to be counted. Ballots other than for the election of Directors shall state the
percentage of approvals necessary to pass the measure.

Section 4.19. Withholding Vote.

Any written ballot on which the Member has marked “withhold™ (or otherwise indicated that
the authority to vote in the Directors is withheld) shall not be used for
voting in that electon.

‘Section 4.20. Appointment of Inspectors of Election.

In advance of any meeting of Members, the Board may appoint inspectors of election
to act at the meeting and any adjournment. If inspectors are not appointed or if any
appointed persons fail to appear or reuse to act, the chairperson of the meeting may,
and, on the request of any Member, shall, zppoint inspectors at the meeting.

Section 4.21. . Duties of Inspectors of Election.

The inspectors shall determine the number of Memberships outstanding and the
voting power of each, the number represented at the meeting, and the existence of a
quorum. They shall receive votes, ballots, and consents, hear and determine all
challenges and questions regarding the right to vote, count and tabulate all votes and
consents, determine when the polls will close, and determine the result. They may do
those acts which are proper to conduct the election or vote with fairness to all
Members. The inspectors shall perform these duties impartially in good faith, to the
best of their ability; and as expeditiously as is practical.
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ARTICLE V.
DIRECTORS

Section 5.01. Number.

The Cooperative shall have Seven (7) Directors, collectively known as the Board of Directors.

Section 5.02 Quualification

The Directors of the Cooperative shall be shall be Members of the Cooperative and residents of
Califonia

Section 5.03. Nomination.

(a) The Board of Directors shall prescribe reasonable nomination and election procedures for the election
procedures for the election of Directors given the nature, size, and operations of the Cooperanve. The
procedures shall include: (1) a reasonable means of nominating persons for election as Directors, (2) a
reasonable opportunity for a nominee to communicate the nominee's qualifications and the reasons for
the nominee's candidacy to the Members, (3) a reasonable opportunity for all nominees to solicit votes,
(4) a reasonable opportunity for all the Members to choose among the nominess.

(b) When the Cooperative distributes any material soliciting a vote for any nominee for director in any
publication owaed or controlled by the Cooperative, it shall make available to each other nomines, in the
same material, an equal amount of space with equal prominence to be used by the nominee for a purpose
reasonably related to the election

Section 5.04. Election.

The Directors shall be elected at the annual meetings or by written ballot in accordance with Sections 4.16-
4.19 of these Bylaws. The candidates receiving the highest number of votes up to the number of Directors
10 be elected shall be elected.

Section 5.05. Terms of Office.

The terms of office for Directors shall be one (1) year. Each Director shall hold office undl the expiration
of the term for which elected and until the election and qualification of a successor.

Section 5.06¢ = Compensation.

The Directors shall serve without compensation except that they shall be paid their actual and necessary
expenses incurred in serving the Cooperative.

Section 5.07. Call of Meetings.
Meetings of the Board may be called by the any officer, or any two Directors.
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Section 5.08. Place of Meetings.

Meetings of the Board may be held at any place designated in the notice of the meeting, or, if not stated in a
notice. by resolution of the Board.

Section 5.09. Presence at Meetings.

Directors may participate at meetings of the Board through the use of conference
telephone or other communications equipment, as long as all partcipating Directors
can hear one another. Participation by communications equipment constitutes
presence at the meeting.

Section 5.10. Regular Meetings.

Regular meetings of the Board shall be held, without call or notice, immediately following the annual
meeting of Members, as set forth in Section 4.02 of these Bylaws, and one regular meeting shall be held
during each calendar quarter of the year.

Section 5.11. Special Meetings; Notice.

Special meetings shall be held on four day’s notice by first-class mail or 48 hours
notice delivered personally or by telephone or telegraph. Notice of regular or special
meetings need not be given to any Director who signs a waiver of notice, a written
consent to holding the meeting, or an approval of the minutes (either before or after
the meeting), or who attends the meeting without protestng, prior thereto or at its
commencement, the lack of notice to that Director. All waivers consents, and
approvals shall be filed with the corporate records or made a part of the minutes of
the meeting.

Section 5.12. Quorum at Meetings,

A majority of the authorized number of Directors constitutes a quorum for the
gansaction of business.

Section 5.13. Acts of Board at Meetings.

Unless provided otherwise in the Articles of Incorporation, these Bylaws, or by law
every act or decision done or made by a majority of the Directors present ata duly
held meeting at which a quorum is present is the act of the Board. A meeting at which
a quorum is initially present may continue to ransact business notwithstanding the
withdrawal of Directors, if any action taken is approved by at least a majority of the
required quorum for the meeting or a greater number required by the Arucles,
Bylaws, ot by-law.

Section 5.14. Adjournment of Meetings.

A majority of the Directors present, whether of not a quorum is present, may adjourn
to another time and place. If the meeting is adjourned for more than 24 hours, notice
of the adjournment shall be given prior to the time of the adjourned meeting to the
Directors who were not present at the time of adjournment.
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Section §.18. Action Without Meeting.

Any action required or permitied to be taken by the Board may be taken without a
meeting if all Directors individually or collectively consent in writing to the action.
The consents shall be fled with the minutes of the proceedings of the Board Action
by written consent has the same force and effect as a unanimous vote of the Directors.

Section 5.16. Executive Committees.

2= UAAR-L

(2)The Board may create one or more committees to serve at its pleasure by
resolution adopted by a majority of the number of Directors then in office when a
quorum is present. Each committee shall consist of two or more Directors,
appointed by a majority vote of the Directors thea in office.

(b)Any committee, L0 the extent provided in the resolution of the Board,
shall have all the authority of the Board, except with respect to the following
actions:

(1) The approval of any action for which the approval of the Members or a
majority of all Members is required by law:

(2) The filling of vacancies on the Board or in any committee that has the
authority of the Board;

(3) The amendment or repeal of Bylaws or the adoption of new Bylaws:

(4) The amendment or repeal of any resolution of the Board;

(5) The appointment of commitees of the Board or their Members;

(6) The expenditure of corporate funds to support a nominee for Director after

there are more people nominated for Director than can be elected.

Section 5.17. Resignation of Directors.
Any Director may resign effective upon written notice (o the Executive Director, the Secretary,
or the Board of Directors, unless the notice specifies a later time for the effectiveness
of the resignation. If a resignation is effective at a future time, & successor may be

elected to take office when the resignation becomes effective.

Section 5.18. Removal of Directors.

Any or all Directors may be removed without cause by the Members. The removal shall be approved or
ratified by thre affirmative vote of a majority of all the votes represented and voting ata duly held
meeting at which a quorum is present or by written ballot, or by the affirnative vote

or written ballot of any greater proportion of the votes as required in these Bylaws or

by law.

Section §.19. Causeof V. es on rd.

Vacancies on the Board of Directors shall exist on the death, resignation, or removal
of any Director, whenever the authorized number of Directors is increased; whenever
the Board declares an office vacant pursuant (0 Section 5.20 of these Bylaws; and on
the failure of the Members 1o elect the full sumber of Directors authorized. ER1362



Section 5.20. Declaration of Vacancies.

The Board may declare vacant the office of any Director whose eligibility for election
has ceased. who has been declared of unsound mind by a final order of court, or who has
not attended 2 or more consecutive regular or special meetings of the Board.

Section 5.21. Filling Vacancies on Board

Except for vacancies created by removal of a Director pursuant to Secdon 5.18 of
these Bylaws, vacancies may be filled by a majority of the Directors then in office,
whether or not less than a quorum, or by a sole remaining Director. Vacancies created
by the removal of a Director may be approved only by approval of the Members
pursuant to Section 12224 of the Corporations Code. The Members may electa
Director at any time to fill any vacancy not filled by the Directors.

ARTICLE VL
OFFICERS

Section 6.01. Titles.

The officers of the Cooperative shall be a Executive Director, Coordinator, a Secretary, Chief Operating
Officer, a Chief Financial Officer, and any other officer with the titles and duties as determined by the
Board and as may be necessary to enable it to sign instruments. The same person may hold any number of
offices.

Section 6.02. Appointment and Resignation.

The officers shall be chosen by the Board and serve at the pleasure of the Board,
Any officer may resign at any time on written notice to the Cooperative.

ARTICLE VIL
CORPORATE RECORDS AND REPORTS
Section 7.01.- - Regquired Records.
The Cooperative shall keep adequate and correct books and records of account and
minutes of the proceedings of its members, Board, and committees of the Board. It
shall also keep a record of the members, including the names, addresses. The minutes

shall be kept in written form. Other books and records shall be kept either in written
form or in any other form capable of being converted into written form.
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Section 7.02. Annual Report

(a) For fiscal years in which the Cooperative has, at any ime, more than 25
Members. the Cooperative shall notify each Member yearly of the Member right
to inspect the annual financial report. The annual report shall be prepared no
Jater than 120 days after the close of the Cooperative fiscal year.

(b) The annual report shall contain in appropriate detail all of the following: (1) a
balance sheet as of the end of the fiscal year, an income statement, and statement
of changes in financial position for the fiscal year; and (2) the
statemeat required by Section 7.03 of these Bylaws.

(¢) The annual report shall be accompanied by any pertinent report by independent
accountants, or, if there is no such report, by the certificate of an authorized
officer of the Cooperative that the statemeants were prepared without audit from
the books and records of the Cooperative.

Section 7.03. Anpual Statement of Transactions and Indemnifications.

In addition to the annual report described in Section 7.02, the Cooperative shall
furnish annually to its Members and Directors a statement of the transactions and
indemnifications to interested persons as required by law. If the Cooperative does not
issue an annual report pursuant to Section 7.02 of these Bylaws, the statement shall

be mailed or delivered to Members within 120 days after the close of the fiscal year.

ARTICLE VIIL

INSPECTION RIGHTS

Section 8.01. Articles and Bylaws.

The Cooperative shall keep at its principal office the original or a copy
of its Articles and Bylaws as amended to date, which shall be open to inspection by the
Members at all reasonable times during office hours.

S.ecﬁon 8.02. Books and Records.

The accounting books and records and minutes of proceedings of the Members, the
Board, and committees of the Board shall be open to inspection on the written
demand of any Member at any reasonable time, for a purpose reasonably related to
that person’s interests as a Member.

Every Directer has the absolute right at any reasonable time to inspect and copy all
books, records, and documents of every kind, and to inspect the physical properties
of the Cooperative.

Section 8.03. I on of Membershl

(a) The Cooperative’s Membership list shall remain confidential.

(b) Subject to the Cooperative's right to set aside 8 Member's demand for inspection
pursuant to Section 12601 of the Corporations Code and the power of the court ER1364



to limit inspection rights pursuant to Section 12602 of the Corporations code,
and unless the Corporation provides a reasonable alternative pursuant to Section
8.03 (d) of these Bylaws, a Member may do either or both of the following:

{1) Inspect and zopy the record of all the Members' names, addresses, and voting
rights, at reasonable times, on making a written demand five business days in
advance which states the purpose for which the inspection rights are
requested;

(2) Obtain from the Secretary, upon written demand and tender of a reasonable
charge, a list of names, addresses. and voting rights of those Members
entitled to vote for the election of Directors, as of the most recent record date
for which it has been compiled, or as of a date specified by the member
subsequent to the date of demand. The demand shall state the purpose for
which the list is requested. The Member list shall be made available on
or before the later of 10 business days after the demand is received or after
the date specified as the date as of which the list is to be compile.

(c) Any Member or Members possessing S percent or more of the voting power may

demand the list for a purpose reasonably related to the Members interests as
Members. The Cooperative may deny access if it reasonably believes that the
information shall be used for another purpose or if it provides a reasonable
alternative to Section 8.03(d) of these Bylaws.

(d) The Cooperative may within ten days after receiving a demand, deliver a written

offer of an alternative method of achieving the purpose identified in the demand
without providing access 1o or a copy of the membership lisL An altematve
method which reasonably and in a imely manner accomplishes the proper
purpose set forth in a demand made pursuant to Section 8.03(b) of these Bylaws
shall be a reasonable alternative, unless the Cooperative fails to do the things
which it offered to do within a reasonable tme after acceptance of the offer. Any
rejecton of the offer shall be in writing and indicate the reasons the purposed
alternative does not meet the proper purpose of the demand

ARTICLE IX.

SURPLUS ALLOCATIONS AND DISTRIBUTIONS

Section 9.01. }Fbcnl Year.

The fiscal year of the Cooperative shall end at the close of the business day on the last

day of December of each year.

Section 9.02. Surplus Defined.

“Surplus™ shall be defined as the excess of revenues and gains over expenses and

losses for a fiscal year. Such surplus shall be determined in accordance with generally
accepted accounting principles and shall be computed without regard to any patronage refunds, capital

allocations, or income taxes. All surplus shall be reinvested in the Coopenative.
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Secton 9.03 Allocations and Distributions of Surplus.

(a)

(b)

(¢)

(d)

0

(g)

Before any dividends or patronage refunds are distributed, any surplus should first be allocated to any
deficit in Retained Earnings

Afier any deficit in Retained Earnings has been eliminated, the Directors may declare a dividend upon
shares at a yearly rate not to exceed any maximum rate established by statute. No such dividends shall
be cumulated.

The Directors may then uniformly distribute all the remaining surplus attributed to patronage of the
Members of the Cooperative to such Members as described in the following paragraphs of this
subsection of the Bylaws. For the purposes of this subsection of the Bylaws, the remaining pagronage
surplus shall be computed without regard to any gains or losses on the sale or other disposition of
assets

1) Any remaining patronage surplus attributed to the Members and to be distributed to them shall be
distributed to them shall be the total remaining patronage surplus attributed to both Member and
non-Member business (but reduced by dividends on shares and any allocations to eliminate a
deficit in Retained Eamnings) multiplied by the ratio of member patronage to total patronage.

2) A member is entitled to patronage refund, if such is distributed, in the amount of the remaining
pagonage surplus, as determined by paragraph (1) of this subsection of the Bylaws, multiplied
by the ratio of such Member’s paronage with the Cooperative to the patronage of all Members.

Any dividends or patronage refunds declared under this bylaw Section may be in the form of shares. in
whole or in part, subject to subsections (e) and (f) of the Bylaw Section.

If 2 member owns $300.00 or more in shares as of the end of the fiscal year for which a distribution
is made, such Member shall receive all of his or her dividends and patronage refunds in cash. The
$300.00 amount shall be known as a Member's “Fair Share™.

If the cash payment to a Member for such Member's dividends and patronage refunds together would
total less than on dollar ($1.00), the Directors shall distribute such dividends and patronage refunds
wholly in shares.

Each person who becomes a Member of this Cooperative conseats to include in his or her gross income
for federal income tax purposes the amount of any patronage refund paid to him or her by this
Cooperative in money or by written notice of allocation ( as defined in the Internal Revenue Code),
except to the extent that such a patronage refund in not income to the Member because (i) it is
attributable to the purchase of personal, living, or family items, or (ii) it should properly be treated as
an adjustment to the tax basis of property previously purchased. The term “patronage refund,” as used
herein, shall have the same meaning as the term “patronage dividend.” as used in the Internal Revenue
Code.

(h) For the purpose of allocating and distributing the surplus, the entire operations of the Cooperative
shall be considered as a unit; provided that by resolution of the Board of Directors, the Cooperative
may distribute patronage refunds on the basis of the business transacted by each of the departments or
divisions into which the operations of the Cooperative shall be divided by the Board for the purpose of
such allocations.
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ARTICLEX.

BYLAW CHANGES

Section 10.01. Bylaw Changes by the Board.

These Bylaws shall initially be adopted by the Board. Thereafter, these Bylaws may be amended, or
repealed by the Board unless the action would:

(a) Materially and adversely affect the rights or obligations of Members as to voting,
dissolution, distributions, property rights, or rights to repayment of contributed capital;

(b)Increase or decrease the number of Members authorized in total or for any class;

(¢) Effect an exchange, reclassification or cancellation of all or part of the
Memberships;

(d) Authorize a new class of Memberships;
(e) Change the number of Directors or establish a variable number of Directors;

(f) Extend the term of a Director beyond that for which the Director was elected or
increase the terms of the Directors;

(g) Allow up to one-third (1/3) of the Directors to hold office by virtue of
designation or selection rather than by election by the Members; and

(h) Allow the Board to fill vacancies occurring in the Board by reason of the removal
of Directors.

Section 10.02 Bylaw Changes by the Members.

Where the Board is denied the right to, amend or repeal the Bylaws pursuant to subsections (a) through (h)
of Secdon 10.01 of these Bylaws, the Bylaws shall be amended or repealed by approval of the Members.
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Oakland Cannabis Buyers’ Cooperative

Protocols

Compassion

Oakland Cannabis Buyers’ Cooperative
Post Office Box 70401
Oakland, California 94612-0401
Tel. 510-832-5346
Fax 510-986-0534
Email ocbe@rxcbe.org

Web www.rxebe.org
March, 30 1998
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Oakland Cannabis Buyers’ Cooperative |

Protocols

The Oakland Cannabis Buyers' Cooperative operates pursuant to and in
accordance with the statewide mandate of Proposition 215 (Exhibit A) and Resolutions
passed unanimously by the Oakland City Council and an Administrative Memorandum
promulgated by the Chief of Police (Exhibit B). Its operating procedures have been
consolidated as these Protocols.

L. Admission and Membership Requirements

A person seeking membership of the Oakland Cannabis Buyers’ Cooperative must
at the threshold provide a note from a treating physician assenting to cannabis therapy for
a medical condition listed on the Medicinal Cannabis User Initial Questionnaire (Exhibit
C). Upon acceptance of the note by Intake staff, the prospective member will undergo an
extensive screening and such questioning as shall establish that the candidate meets the
Medical Admissions Criteria (Exhibit D) including, without being limited to, the Oakland
Cannabis Buyers' Cooperative Information Form (Exhibit E). If, upon the screening by
Cooperative staff the candidate does not appear to qualify for membership, he or she will
be denied membership with a statement of reasons for his/her being screened out. If the
candidate appears to qualify for membership, Intake staff will give the candidate the
Authorization for Release of Patient Starus form (Exhibit F) and the Physician Statement
(Exhibit G), with a request that the candidate’s treating physician sign it. When the form
is retumed, the Intake staff will verify the physician's approval by independent telephone
verification. Medical cannabis cultivators and manufactures are issued cultivation and
manufacturing Centificates (Exhibit H), which the City Council has approved to aid the
Police in recognizing agents of the Cooperative.

No person under the age of eighteen shall be admirted to membership without the
written consent of parents, in addition to meeung all other requirements.

I1. Responsibilities of Membership
All members must sign a Membership Agreement (Exhibit I), whereupon they
will receive a Membership Card (Exhibit J). Members agree to conduct themselves
discreetly, in accordance with the Statement of Safe Use of Cannabis (Exhibit K) and the
Principles of Responsible Cannabis Use (Exhibit L).
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III. Other Provisions
A. Purpose. The purpose of the Oakland Cannabis Buyers’ Cooperative is to help provide
medicine for people who need it. Accordingly, it shall be operated as a not for profit

organjzation.

B. Privacy of members. The staff of the Cooperative shall take steps to protect the privacy
and identity of members. However, neither the Cooperative nor its staff shall be liable for
any breach thereof

C. Changes. These Protocols, and all medical protocols, are subject to change without
notice from time to time in the sole discretion of management.

D. Cooperative operation.
2. No smoking of anything on premises.
b. Members shall observe additional house rules as same maybe posted by
management.
¢. Management may eject any person at any time.
Exhibits
A. Proposition 215
B. Oakland City Council Resolutions and Police Memorandum
C. Medicinal Cannabis User Initial Questionnaire
D. Medical Admissions Criteria
E. Information Form
F. Authorization for Release of Patient Status
G. Physician Statement
H. Cultivation and Manufacturing Certificates
L Membership Agreement
J. Membership Card
K. Statement of Safe Use of Cannabis

L. Principles of Responsible Cannabis Use
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Ex. A ;

This initiative to permit medical use of marijuana will appear on the ballot
November 5, 1996. The Attorney General of California has prepared the
Jollowing title and summary of the chief purpose and points of the initiative.

MEDICAL USE OF MARUUANA. INTTIATIVE STATUTE. Provides that patients or defined
caregivers, whomummmemﬁﬁmhmddmmmwbyam-
dagmamg&unpaﬂpwﬁmdhwwucbmm’mmmanmw
uoadmzrijua.na.mmddmdwlmhm«wdmﬁ;hxamwmh
unﬁmmamuwwmwnmmemmbe
congrued to superseds prohibitions of conchuce ing others nor 1o condone diversion of
mﬁjmhwwm&uﬁmmrym Summuyd’euimbyugu-

THE CALIFORNIA MEDICAL MARIJUANA INITIATIVE

hﬂwAnﬂynmdDinawdﬁmadﬁsdimpammmdhalmwt&aug

this measure restricts the use of marijuana to onl

ythaumforwomitisprucribadbyali-

censed physician, it would probably have no significant state or local fizcal impact.

Initiative text:

SECTION 1. Section 11362.5 is added to the Heaith
and Safety Code, to read:

11382 5. (a) This section shail be known and may be
cled as the Compassionate Use Act of 1998,

(®)(1) The people of the State of Califomia hereby find
and declare that the purpases of the Compassionate
Use Act of 1996 are as follows:

(A) To ensure that seriously [l Californians have the
ngmtoouz‘nmdmmrlm for medical purposes

(C) To encourage the federal and stste governments
to implement a plan to provide for the safe and of-
tm.mmdmmwdpdmh
Medical need of manjuana.

(2) Nothing in this act shail be construed to supersede

legisiation prohibiing persons from engaging in con-
duct that endangers athers, nor 1o condone the diver.
sion of marijuana for nonmedical purposes.

{c) Notwi Ny other provision of law, no
physician in this state shail be punished, or denied any
Aght or priviiege, for having recommended marijuana
1o a patient for medical purposes,
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1996 General Election Returns for

Proposition 215 - Marijuana

The number in each county indicates the percentage
of the vote cast as indicated by the color.

== M YES 4868738 55.7%
S B NO 3874051 443%

Data is current as of Nov 06 08:08
Precincts reporting: 8S.9%
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¢ \AKLAND CITY COU! . ZIL EX. B.
RESOLUTION NoO. 72378 C. M. S. m

v”*:&ﬁ;/

RESOLUTION ENDORSING AB - 1529, “THE MEDICAL
MARIJUANA BILL” and the
“COMPASSIONATE USE INITIATIVE OF 1996”

WHEREAS, marijuana has been shown to alleviate nausea and pain associated with
cancer and;

WHEREAS, marijuana has been shown to helped people with AIDS 0 relieve stess
and depression, eliminate nausea, reduce and manage pain and fight the “wasting away”
syndrome by stimulating the appetite and;

WHEREAS, marijuana has been shown to contol spasticity from multiple sclerosis
and paralysis and;
WHEREAS, marijuana has been shown to arrest the advance of glaucoma and:

WHEREAS, marijuana has been shown to relieve the pain of arthritis and
rheumatism and;

WHEREAS, marijuana has been shown to block epileptic seizures and help migraine
headaches and;

WHEREAS, AB - 1529 and the “Compassionate Use Initiative of 1996™ will not
legalize the personal use of marijuana;

LET IT BE RESOLVED that the Oakland Ciry Council endorses the passage of
AB - 1529, “THE MEDICAL MARIJUANA BILL"™; and let it be

FURTHER RESOLVED that the Qakland Ciry Council endorses the
“Compassionate Use Initiative of 1996™.

[czrdﬁmmfareznb:;kcfnlmmamcnn of @ Resolazion pessed by
the &y Counidof the Cry of Oakiznd, Califormia on ?

CEDA FLOYD
Cry Clerk and Clok of the Counced

Per Depusy
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¢ \KLAND CITY COUt :IL 7=
72516 d

RESOLUTION NO. C. M. S.

INTROCUCED BY COUNCILMEMBER.

RESOLUTION ENDORSING H.R. 2618, SUPPORTING THE ACTIVITIES
OF THE OAKLAND CANNABIS BUYER'S CLUB AND DECLARING
THAT THE INVESTIGATION AND ARREST OF INDIVIDUALS
INVOLVED WITH THE MEDICAL USE OF MARUUANA SHALL BE A
LOW PRIORITY FOR THE CITY OF OAKLAND

WHEREAS, marijuana has been shown 1o help alleviate pain and discomfon
in people suffering from a variery of illnesses including AIDS, cagcer, glaucoma, and multiple
sclerosis; and,

WHEREAS, marijuana has alleviated the suffering of people with chronic
illnesses when no other medications have beea effective; and,

WHEREAS, the use of marijuana is presently unlawful even under the
supervision of physician; and

WHEREAS. the illegal purchase of marijuana by people already suffering with
chronic illnesses subjects them to further suffering in the forrn of poteatial arrest and
prosecution: and

WHEREAS, Represeatative Barney Frank (MA ) and local co-sponsors
Represenutive Ronald Dellums and Pete Surk have introduced H.R. 2618 which would allow
physicians to prescribe marijuana for medical purposes and would insure the production of
marijuana 1o meet the need for medical use: and

WHEREAS. the Oakland Cannabis Buyer's Club provides a way for patients
nesding to purchase marijuana for medical use to do so with greater ease and less risk of arrest
and prosecution; and

__ WHEREAS. the City of Oakland wishes to declare its desire not to expend Ciry
resources in any investigation, detention. arrest or prosecution arising out of alleged violations
of state’and federal law regarding the distribution of marijuana for compassionate medical use;
and

WHEREAS. the Oakland City Council passed Resolution 72379 C.M.S.
endorsing state legislation AB 1529, “The Medical Marijuana Bill® and the “Compassionate
Use lnitiative of 1996:° now, therefore. be it
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RESOLVED: That the Qakland City Council endorses of the passage of H.R.
2618: and be it further

RESOLVED: That the Oakland City Council authorizes the Ciry Manager to
instruct the Ciry's federal lobbyists to work in support of H.R. 2618; 2ad be it further

RESOLVED: That, the Mayor and City Council bereby declare that it shal] be
the policy of the City of Oakland that the investigation and arrest of members of the Oakland
"Cannabis Buyers' Club for purchasing, selling and distributing marijuana for medical purposes

shall be a low priority; and be it further

RESOLVED: That, the Mayor and City Council hereby declare that it shall be
the policy of the Ciry of Oakland that the investigation and arrest of persons for planting,
cultivating, purchasing, and/or possessing marijyana shall be a low priority for the City of
Oakland if such persons have been medically diagnosed as suffering from an illness or injury,
the symptoms of which may be alleviated by the medicinal use of marijuana; and be it further

RESOLVED: That, the Mayor and City Council hereby declare that it shall be
the policy of the City of Oakland that the investigation and arrest of persons for cultivating,
purchasing, possessing and/or distributing marijuana shall be a low priority for the City of
Oakland if such persons purchase or possess marijuana for, and/or disgibute marijuana to
patients, whose physicians have determined that they are suffering physical pain that may be
alleviated by the medicinal use of marijuana; and be it further

RESOLVED: That. the Mavor and Ciry Council call upon the Alameda
County District Antorney to cease prosecution of persons involved in the medical use of
marijuana; and be it further

RESOLVED: That if any provision of this resolution is declared by a court of
competent jurisdiction to be contrary to any surute, regulation or judicial decision, or its
applicability to any agency, person or circumstances is held invalid, the validity of the
remainder of this resolution and it applicability to any other agency, person or circumsunce
shall not be affected.

IN COUNCIL, OAKLAND. CALIFORNIA. ___ MAR 4 2 1886 19

PASSED BY THE FOLLOWING VOTE:

AYES- BAYTON, CHANG. DE LA FUENTE. 72R8%N, MILEY, RUSSO, SPEES, WeEBav=aNES: ang PRESIDENT
HARRIS —— 7

NOES-NONE -
ABSENT-'ﬁogqg_
ABSTENTION-NONE

CExeledd —‘S'c-rdom/iuccdsrcms -5~  amTest

CECAFLOYD
StvClarx anc Clerx 3t —a C 4
of tna City of Caxiang. Cantorna
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C KLAND CITY COUN ~iL
‘ 72881 C M. S

RESOLUTION NO.

INTRODUCED BY COUNCILMEMBER

Vo4

BJP:trc

RESOLUTION ESTABLISHING A WORKING GROUP TO
DISCUSS AND MAKE RECOMMENDATIONS TO THE CITY
COUNCIL REGARDING THE MEDICAL MARLJUANA
POLICY OF THE CITY OF OAKLAND

WHEREAS, marijuana has been shown to help alleviate pain and discomfort in
people suffering from a variety of illnesses including AIDS, cancer, glaucoma, and multiple sclesosis;
and

WHEREAS, marijuana has alleviated the suffering of people with chronic ilnesses
when no other medications have been effective; and

WHEREAS, the use of marijuana is curently unlawful even under the supervision of 2
physician, and o

WHEREAS, the illegal purchase of marijuana by people already suffering chronic
llnesses subjects them to further suffering in the form of potential arrest and prosecution; and

WHEREAS, the Oakland Cannabis Buyers Club provides 2 way for patients needing

to purchase marjjuana for medical use to do so with greater ease and less risk of arrest and prosecution;
and

‘ WHEREAS, the Oakland City Council passed Resolution 72516 CM.S., supporting
the acdvities of the Oakland Cannabis Buyers Club and declaring it to be the policy of the City of
Oakland that the arrest of individuals involved with the medical use of marijuana shall be a “low
pricrity” for the City of Oakland; and :

WHEREAS, to the extent permitted by applicable law, the City of Oakland wishes aot
to expend any-City resources, including but not limited to those of the Oakland Police Department, in
w7y investigation, detention, arrest, and/or prosecution arising out of alleged violations of state or
federal law regarding the cultivation, distribution, sale, purchase, and/or possession of marijuana for
medicinal purposes; now therefore, be it

RESOLVED: that a Working Group be established to discuss and make

br::pmeﬁaﬁontomeﬁwcmmgmof&w&y'swalumﬁ\wupoﬁcxlnd
it
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FURTHER RESOLVED: thar said Working Group shall consist of represemamves
designated by the City Manager and imerested members of the public; and be it

FURTBER RESOLVED: thar said Working Group shall consider legislazve and
adminisagve methods to msure enforcement of and compliance with the City's medical mariuana
policy; and be it

FURTHER RESOLVED: tha said Working Group shall consider the feashiiity of
any other maners pertaiming to the City's medical marjjuana policy, and be it

FURTHER RESOLVED: thar said Working Group shall report to the Pubiic
Safety, Health, Human Services and the Family Comamuttes no later than Ociober 1, 1956, concezing
the results of its discussions and any recommendasions regarding the refinement of the City's medical
marijuana policy. '

[ cerzfy thar the Joreeo

e 7 Counc of the Ciy of Oaktans, Catgommppe ™= 77 % & Resolacin pesed iy
o 0
CEDA FLOYD
Cty Qerk and Qerk of the Councy
Ber
Depusy
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¢ .KLAND CITY COUNC W

RESOLUTION NO. 73555 C.M.S.

RESOLUTION SUPPORTING MEDICAL MARIJUANA ACTIVITIES IN
THE CITY OF OAKLAND AND DECLARING THAT THE
INVESTIGATION AND/OR ARREST OF INDIVIDUALS INVOLVED WITH
THE CULTIVATION, MANUFACTURE, AND/OR TRANSPORTATION
OF MEDICAL MARIJUANA PRODUCTS SHALL BE A LOW PRIORITY
FOR THE CITY OF OAKLAND

WHEREAS, on November 5, 1896, the voters of California passed Proposition
215, the Compassionate Use Act of 1996, by a YES vote of 55.7 percent, and the
resicents of Oakland voted YES for Preposition 215 by an overwhelming 79.3 percent;
and

WHEREAS, marijuana had been shown to help alleviate pain and discomfort in
pecple suffering from a variety of illnesses including AIDS, cancer, glaucoma, and
multiple sclerosis when no other medications have been effective; and

WHEREAS, cultivation of medicinal strains of marijuana, the manufacture of
medical cannabis products such as oral preparations, and the transportation of
marijuana and cannabis products for medical purposes may remain illegal
notwithstanding the passage of Proposition 215; and

WHEREAS, there is a need to ensure that patients have access to a safe and
affordable supply of medical grade marijuana and cannabis products; and

WHEREAS, the Oakland City Council passed Resolution 72379 C.M.S.
endersing the Compassionate Use Act of 1996 and similar measures: and: ’

WHEREAS, the Oakland City Council passed Resolution 72516 C.M.S.
supporting the activities of the Oakland Cannabis Buyers Club and declaring it to be
the policy of the City of Oakland that the investigation and arrest of certain individuals

involved with the medical use of marijuana shall be a low pricrity for the City of
Oakland; and ~~

WHEREAS, the Oakland City Council passed Resolution 72881 C.M.S.
establishing a Working Group to make recommendations regarding the City’s medical
marijuana policy; and

WHEREAS, to the extent permitted by applicable law, the City of Oakland wishes
not to expend any City resources, inciuding but not limited to those of the Oakland Police
Department, in any investigation, detention, arest, and/or prosecution arising out of alleged
violations of state or federal law regarding the cultivation, manufacture, or transportation
of marijuana or cannabis products for medical purposes; now therefore, be it
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RESOLVED: that the Mayor and City Council hereby declare that it shall be
the policy of the City of Oakland that the investigation, detention, arrest, or prosecution
of a person and/or that person’s primary caregiver for the cultivation, manufacture, or
transportation of marijuana or cannabis products shall be a low priority for the City of
Oakland if such person has been medically diagnosed as suffering from a serious
illness or injury, the symptoms of which may be alleviated by the medicinal use of
marijuana and such cultivation, manufacture and/or transportation of marijuana or
cannabis products is for the personal medical use of such person upon the written or
oral recommendation or approval of a physician; and, be it further

RESOLVED: that the Mayor and City Council hereby declare that it shall be
the policy of the City of Oakland that investigation, detention, arrest, and/or prosecution
cf persons for the cultivation, manufacture or transportation of marijuana or cannabis
preducts shall be a low priority for the City of Oakland if such persons cultivate,
manufacture, or transport marijuana or cannabis products for patients whose
physicians have determined that they are suffering from a serious illness or injury, the
symptoms of which may be alleviated by the medicinal use of marijuana and have
recommended or approved medical marijuana use for such patients; and be it further

RESOLVED: that the Mayer and City Council call upon the Alameda County
District Attorney not to prosecute persons involved with the possession, purchase,
Cistribution, cultivation, manufacture or transportation of marijuana or cannabis
precucts for medical use; and be it further

RESOLVED: that if any provision of this Resolution is declared by a court of
competent jurisdiction to be contrary to any statute, regulation, or judicial decision, or
its applicability to any agency, person, or circumstance is held invalid, the validity of the
remainder of this resolution and -its applicability to any other agency, person, or
circumstances shall not be affected.

IN COUNCIL, QAKLAND, CALIFORNIA, Jungs 1g9179

PASSED BY THE FOLLOWING VOTE:

AYES-  BRUNNER, CHANG, DE LA EUENTE, MILEY, NADEL, REID, RUSSO, SPEES, and
PRESIDENT HARRIS —

NOES- ene
ABSENT- f\}mt.L
!

assTenTion. [\JETY- |

m-es'r:_&% ;
CEDA FLOYD
Clty Clerk and Clark of the
of the City of Oakland,
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C"KLAND CITY COUNC!I! 5',5

ResoLuTion No. 74038¢c us.

RESOLUTION CALLING UPON FEDERAL AUTHORITIES TO
DESIST THEIR EFFORTS TO TERMINATE THE OPERATIONS
OF THE OAKLAND CANNABIS BUYERS' COOPERATIVE

WHEREAS, in November 1986 the voters of the State of California passed
Proposition 215, the Compassionate Use Act of 1596, to "ensure that seriously ill Califernians
have the right to obtain and use marijuana for medical purposes® by a YES vote of 55.7
percent, and the residents of Oakland voted YES for Proposition 215 by an overwhelming
79.3 percent; and

WHEREAS, the City Council of the City of Oakland finds that many of its City
residents are suffering from life-threatening or serious illnesses whose painful symptoms are
alleviated by the ingestion of cannabis; and

WHEREAS, the City of Oakland has repeatedly expressed its support for
access to a safe and afferdable supply of marijuana for medicinal purposes and the
crerations of the Qakland Cannabis Buyers' Cooperative in Resolution Nos. 72379 CM.S.,
72516 C.M.S., 72881 C.M.S., and 73555 C.M.S.. and

WHEREAS, the City Council finds that the Oakland Cannabis Buyers'
Cocperative has served the aforementioned residents with a well-organized, safe, and

responsible opportunity to obtain cannabis in furtherance of a course of medical treatment;
and

. WHEREAS, federal law enforcement authorities have threatened to disrupt and
prevent il Oakland residents’ access to cannabis by filing suit to enjoin the Oakland Cannabis
Buyers’ Cooperative from supplying medical marijuana and to shut down its operations; and

WHEREAS, the federal law enforcement policy impairs public safety by

encouraging a market for street narcotic peddiers to sell cannabis to Oakland's ill citizens:
now therefore be it :

RESOLVED: the Mayor and the Oakland City Council urge the federal
government to desist from any and all actions that pose obstacies to access to cannabis for,
Oakland residents whose physicians have determined that their health will benefit from the
use of marijuana and recommended medical marijuana use for such residents; and be it

FURTHER RESOLVED: the Mayor and the Oakland City Council endorse
Senator John Vasconcello's call for a statewide summit on the distribution of medical
marijuana; and be it

FURTHER RESOLVED: the Mayor and the Oakland City Council urge the
Alameda County Board of Supervisors to declare a state of medical emergency; and be it

ER1381



FURTHER RESOLVED: the Mayor and the QOakland City Council express
their support of the furtherance of medical marijuana research; and be it

FURTHER RESOLVED: copies of this resclution shall be forwardec to®
Senators Boxer and Feinstein and Congressman Ron Dellums urging the federal policy-
makers to dismiss current lawsuits impacting California’s cannabis buyers’ clubs and
cocperatives.

I certify that the foregoing is a full, true and correct copy
of @ Resolution passed by the City Council of the City of

Oakland, California on f
. CE. LOYD
City Clerk _qr‘:d Clerk of the Council ER1382
/
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ADMINISTRATIVE MEMO
Qakland Police Deparment

i

E

BUREAU COMMANDERS ( 8F0)

11 Dec 96 .

0al¢ [T-] SV DAL 1

™" MEDICINAL USE OF MARTTUANA

The City Council has adopted a resolution in support of the medicinal use
of marijuana as & means of allevisting pain and discomfort for individuals
suffering from medical illnesses.

In 2ccordance with the subsequeat directive of the City Manager to handle
medicinal marijuana activity (in violation of Health and Safety Code 11357,
relating to the possession of marijuana, and 11358, relating to the
cultvation of manjjuans) as a low pricrity, the following procedures will be
implemented immediately:

¢ Citizen calls for service requesting police intervention at sites
where such activity is occurring shall be assigned 2 “D* priority by
Communications Division staff,

® At both field and dispatch levels, every effort shall be made to
obtain and record the identity of the reporting citizen(s).

® Field units receiving a dispatched assignment or initiating a contact
with persons purportedly involved in the use of marijuana for
medicinal purposes ‘shall summon 2 command-level officar to the
scene if an enforcement sction (dtation or arrest) for the 11357
H&S or 11358 H&S viclation is intended.

® - The command officer shall evaluate the facts and exercise the
discretion and decision-making required to resolve the incident, in
accordance with the low-priority policy.

¢ If an enforcement action is to be taken, the command officer shall
promptly notify his/her Bureay Commander and provide him with
& written summary of the incident and a copy of all pertinent
documents. '
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® Incidents involving persons who wish to make citizen arrests for the
law violation shall be handled in the normal manner.

¢ Discretion to arrest will be left with the officer and commander 1t
the scene, based upon the facts presented to them at the ime. The
marijuana should be turned in a5 evidence for follow-up
iavestigation by the Vica/Narcotics Section.

There are varied and opposing views—professional, legal and medical in
tature—-regarding the practice of medicinal use of marijuzna 1s 2 means of
alleviating symptoms and controlling chronic pain of patieats with specific
medical condidons.

Nevertheless, the recent passage of Proposition 215 by California voters has
now created law. Federal and state officials are reviewing the initiative and
may issue guidelines in the near future. In the interim, the Department will
continue its pantcipation-oa a City warking £roup 10 ideatify and resolve
loctl implementation issues. As agreements are reached or decisions made,
wdditional procedural guidelines will be set forth in Depaurtmental
publicatons or communications.

Intesim training to all commanders in genenal and BFO commanders in
purticular shall be provided over the next 3-8 weeks by Lieutenant Peterson.

Joseph Samuels, Jr.
Chief of Police
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CITY OF OAKLAND

Memorandum

TO: Bureau of Field Openations
ATTN: Command Staff

FROM: Vice/Narcotics Section
DATE: 12 Dec 96

RE: Medicinal Marijuana Eaforcerment

Arached is a4 copy of ea administrative memorandum you will be receiviag shortly
outlining Chief’s Samuels’ guidelines for the enforcement of Proposition 215. It is
similar to the guidelines dealing with the needle exchange issue. The primary people you
wil] come into contsct with will be members of the Oakland Cannabis Buyer's Club
(CBC) who are working with us (o the extent they cag) to ficd a way to make this thing
work unti] the issue is sertled in the courts.

Clients of the CBC are being issusd aew photo identification eards with 2 24-hour
numnber to contact to vesify they wre medicinal members. The City's working group bas
agreed to accept these new cards as & legitimste means of verifying identification if the
person has no driver's license. et2. You may come into contact with older ID cards uatil
the transition is complete; these more than likely will be valid.. I would assume non- -
CBC members will claim in some fashion to be medicinal marijuans users; they may, or
may not, have some form of doctor verification.

In evaluating whether an arrest should be made, you should consider the intent of
Proposition 215 and the City Council's resolution supporting it and setting 2 low prioi ™y
on enforcement. Each case should be decided on its own merits.

It is requested the identification cards not be seized without & valid peed. All information
on the card should be listed on the report. The marijuana should be scized and tumned
1o criminalistics. All such incidents require & report in addition to say citation which
may be issusd. Follow-up respoasibility for verifying the medicinal use will rest with the
Vice/Narcotics charging officers. The DA will make charging decisions. Ultimately, ¢
court order will have to be initiated by the patient/suspect if 50 charges are Sled.

Ind.iuth.ixiscouming;fulﬁutounmemyﬁme.dnyornizht. [ will try 10 provide
some guidance based upon what [ kmow about the issue.

JT & A2~

Peter A. Peterson
Lieutenant of Police
Vice/Nereotics Section
ER1385



Medicinal Cannabis User [nitial Questonnaire

Ex. ‘C

Today's Date C19% Tod Mimrtys Drant 9 .12
Identifying Data
Last name y First name Middle Initial _
Address City State Zip
Res Ph - - Work Ph - - ext Fax -

Birthdate (MMDDYY) SS#__ -

Other Education

Occupation(s)

- Sex M_F_ Ethnic Wh_B_Hisp_Or_ NatAm_
Unemployed_ Disabled_

Marital Status: Single_ Mar_ Sep_ Div_ W_ Living situation:_ Alone _ Couple_ Group_ Apartment_
House_ Institution_ Homeless_
Health Insurance None_ Medicaid_ Medicare_ Workers Compensation_ Other health plan._

(specify) ID Number GroupNumber
Address City State ___ Zip Phome __ -_ - 1
Referred by: Self _ Name Institution

Address City State __ Zip

Phone __ - - x Fax - - Pager_ - -

Chief Comp_la-int(s) circle and rank in importance: example: AIDS related illness 1 anorexia 2

1. Alcobolism 14. Cron's disease 30. Chroaic Fatigue 44. Tourette's 58. Other Pain (speciy

2 Alcobol Abuse 15. Gastritis Syndrome syudrome source)_

3. Sedative/Opiate 16. Pancrestitis 31. Epilepsy 45, Glaucoma $9. External Use
Habit 17. Hepatitis 32 Delirium Tremenas 46. Meastrual cramps  60. Drug Side Effect

4. Cocaineor Speed 18, Peptic Ulcer 33. Demestia 47. Labor pains coatrol
Habit 19. Andbiodc 34. Multiple Sclerosis 48, Migraine (specify)____

8. Nicotine Habit 20. Asthma 35. Huntington's 49. Meniere's Disease  61. Decrease Use of

6. AIDS related 21. Siousitis Chorea 50. Hyperteasion Other Drugs
{llness 22. Cough 36. Cerebral Palsy 51, leching (specify)

7. Cascer & cancer  23. Anxiety 37. Brain Trauma $2. Hiccough 62 Sabsturte for
Rz 24. Panic attacks 38. Spinal Cord Injury 53. Arthrids Other Drugs

8. Anoresia 25 Insomnia 39. Muscle spasm 54. Carpal Tunnel (specify)

9. Nauses 26. Manis 40. Paridnson's disease Syndrome

10. Vomiting 27. Depression 41. Tremor 55, Lapas, 63. Other

11. Diarrbes 28. Lethargy 42 Periphal scleroderma

12. Irritable bowel 29. Weakness peuropathy 56. Amyloidosis

13. Colitis 43. Tic doloroux §7. Conjunctivitis

Chief Complaint ICD9-CM Diagnoses

History ofPresent Lllness: (date of onset, course)
PastMedicalHistory: (Allergies & adverse drug reactioas):

Family Medical History:

Social History: Drug law arrests/convictions: None_ Yes (specify)

Cannabis type preferred: Sinsemilla_ Mexican_ Hashish_ No preference Other

Age or date Use Begun: Marinol ®(dronabinol) 2.5 mg _ S mg _ 10 mg _ result (+)_ (0)_ (-)_

Route: Oral_ Inbaled: Joint_ Pipe_ Water Pipe_ Vaporizer_ Other (specify):

Frequency: Moathly_ Weekly Semiweekly_ Daily_ Twice a day_ 3 x a day - 4xaday_more _

Other drugs using- Rx and Over the Counter

Has your physician discussed your use of cannabis with you? Yes _ No _ Discussed any non prescribed
psychoactive drugs? (including alcobol and tobacco) Yes _No_ Remarks

Completed by:
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Ex.D

Medical Admissions Criteria
to Cannabis Buyers’ Cooperative
Tod H. Mikuriya, M.D.
Medical Coordinator

Because of the vacuum of clinical knowledge about the therapeutic applications of
cannabis caused by cannabis prohibiion a widespread condition of ignorance exists.
While it is acknowledged that there exists a range of illnesses on the dimension of
seriousness objectively, there is none to the person afflicted who is secking relief
Exclusion because the condition does not appear on a list developed by a group of non-
medical politicians or bureaucrats merely perpetuate this clinical ignorance. Therefore the
medical criteria are to be inclusive limited only by contemporary classifications of iliness.

Medical Criteria

Persons shall have a verified specific diagnosis by a licensed physician that is included
within the latest revision of the Imernational Classification of Diseases ICD-9. Or the
Diagnostic Statistical Manual DSM-IV vague statements about conditions, disorders, or
syndromes without specific information or not recognized by either ICD-9 or DSM-IV are
not accepuable,

Mental Disorders Admissions Protocol

Since the inception of Cannabis Buyers’ Coopcmuves some have expressed concern about
the possibility of adverse effects on individuals suffering from emotional or mental
disorders.

lnclinicalimcrvicmlhawwnductedwthmbmandpaﬁemsbmypsychhuic
pmﬁcehkmyhnpmsbnthnwhﬂcmydeﬁnherywncﬁt&omambisthenm
others for whom use of cannabis is contraindicated.

The Cannabis Buyers’ Cooperative Protocols seek to both address these concerns and
study more fully the effects of cannabis on emotional and mental disorders.

Aﬂpasomseekhgmnbashipbthe&opmiveformmofeondiﬁomﬁsedh

DSM«IVoremot.iom.lormnlcondhionslistethCD-9shanbeteviewedbymd
bealth professional after verification by intake staff
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Individuals in whom the use of cannabis is or has been problematic shall be excluded.
This group includes persons suffering from cannabis related disorders. -

Additionally, other emotional and mental conditions may be worsened by the use of
cannabis. Some persons are involved in treatment requiring abstinence from cannabis
especially those involved in twelve step recovery programs.

Cases where verification or suitability for the program is in dispute shall be reviewed by a
panel of volunteer psychiatrists who will make final determination.

Adverse Effects of Cannabis

As with any drug, cannabis is a tool. There will always be individuals that experience
adverse consequences from any drug use. The abuse of cannabis had been recognized for
millennia. These problems were described by O’Shaughnessey during his observations in
India in 1839 which included references in the Persian medical literature. With
widespread non medical use of the drug for the past thirty years, psychiatrists have
developed classifications of cannabis presented in the latest Diagnostic and Statistical
Manual, Revision IV (DSM-IV). .

Intoxication/Overdose

Overdose is most common by the oral route since the time from taking the drug until the
experience of effects begin is from one to three or more hours. Inexperienced and
ignorant first time users will have an unforgettable experience.

The effects of overdose have been numerously described in general, clinical, and
scientific literature. Cannabis overdose comprises the majority of listings in the Surgeon
General's list, 19® century precursor of the Indicus Medicus. American literary accounts
in books: FizHugh Ludlows Hashish Eater and an essay on Hashish by Victor Robinson
M.D are expressly devoted to cannabis. Descriptions of experience with the drug as pant
of travel to areas of indigenous use may be found in English and European literature over
the past three centuries. Scientific and medical descriptions of effects of cannabis
overdose have been numerous extensive. Before and after its removal in 1937.

The effects of overdose are from the stimulation and sedation of the central nervous
system. Stmulation with a flooding of ideas and images that are vivid and rapidly
changing. Auention and concentration are markedly impaired. Time perception is
significantly altered with minutes seeming like hours. There may be distortion of spatial
perception. Secondary physical effects, aside from a speeding up of the heant rate is
generally no more than that associated with mild to moderate exercise.

Cannabis-Induced Disorders
292.89 Cannabis Intoxication
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A. Recent use of cannabis.

B. Clinically significant maladaptive behavior or psychological changes (e.g. impaired
motor coordination, euphoria, anxiety, sensation of slowed time, impaired judgment,
social withdrawal) that developed during, or shortly after, cannabis use.

C. Two (or more) of the following signs, developing within 2 hours of cannabis use: )
conjunctivae injection (2) increased appetite (3) dry mouth (4) tachycardia.

D. The symptoms are not due to a general medical condition and are not better accounted
for by another mental disorder.

E. Specify if:

With Perceptual Disturbances: This specifier may be noted when hallucinations with
intact reality testing or auditory, visual, or tactile illusions occur in the absence of
deliium. Intact reality testing means that the person knows that the hallucinations are
induced by the substance and do not represent external reality.  When hallucinations
occur in the absence of intact reality testing, a diagnosis of Substance-Induced Psychotic
Disorder, with Hallucinations should be considered.

292.81 Cannabis Intoxication Delirium

292.11 Cannabis-Induced Psychotic Disorder, With Delusions Specify if with onset
during intoxication.

292.89 Cannabis-Induced Anxiety Disorder, Specify if: with onset during Intoxication.

Continuing or chronic use.

Use or abuse? Cannabis, like any other drug, is a tool. Properly utilized with realistic

expectations and awareness of its properties, cannabis is a safe and effective medicine.

Improperly used with unrealistic expectations and ignorance, adverse effects may result.

The onset of unwanted effects may be obvious or insidious. The general etiology is some

emotional discomfort for which cannabis is taken to relieve producing undesirable

consequences from using the drug itself.

Paranoia and delusional thinking are not uncommon effects of cannabis both acute and

chronically. In the acute experience it appears to be from the perceptual distortions of
space, time and feelings of detachment. :

In chronic use paranoid and delusional thinking appear to be the consequences of the
suppression of feelings, the dulling of feelings may alienate the cannabis users from
others by diminishing empathetic capabilities. This emotional insensitivity then results in
conflict through misperception. Misperception results from the dulling of affect that is
important“contextual collateral information source. An effective relief of emotional
distress then becomes an impediment to relationships with the cannabis user. Feelings
are an integral dimension of social perception that convey imporant contexrual
information. Cannabis, as an effective sedative and antidepressant, has this undesirable
side effect when misused. The relief afforded by the drug may be paid for by
complications caused by avoiding dealing with the causes of the emotional pain as well as
diminished functioning while under its influence.

Cognitive impairment by continuing or overuse of cannabis creates a form of mild
dementia that may persist for up to several weeks after discontinuing the drug.
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Individuals sensitive to the drug report a persistent * hangover” that diminishes the ability
to pay attenuon and concentrate. The onset may be insidious, subtle, and gradual. This
condition is reversible with abstinence from cannabis.

304.30 Cannabis Dependence
A maladaptive partern of cannabis use, leading to clinically significant impairment or
distress, as manifested by three (or more) of the following, occurring at any time in the
same 12 month period:
(1) tolerance, as defined by either of the following;
(3) a need for markedly increased amounts of the substance to achjeve
intoxication or desired effect.
(b) markedly diminished by either of the following;
withdrawal, as manifested by either of the following:
(a) the characteristic withdrawal syndrome for the substance.
(b) the same (or a closely related) substance is take to relieve or avoid withdrawal
symptoms.
(3) cannabis is often taken in larger amounts or over a longer period than was intended.
(4) there is a persistent desire or unsuccessful efforts to cut down or control cannabis use.
(5) a great deal of time is spent in activities necessary to obtain cannabis (e.g. visiting

@

~

(6) important social, occupational, or recreational activities are given up or reduced

(7) cannabis use is continued despite knowledge of having a persistent or recurrent
physical or psychological problem that is likely to have been cause or exacerbated by
the substance.

305.20 Cannabis Abuse :

A. Maladaptive partern of cannabis use leading to clinically significant impairment or

distress, as manifested by one (or more) of the following, occurring within a 12 month.

period: :

1) recurrent cannabis use resulting in a failure to fulfil] major role obligations at work,
school, “or home (e.g. repeated absences or poor work performance related (o
substance use; cannabis related absences, suspensions, or expulsions from school:
neglect of children or household)

2) recurrent cannabis use in situations in which it is physically hazardous (e.g. driving
an automobile or operating a machine when impaired by cannabis use)

3) recurrent cannabis related legal problems (e.g. arrests for cannabis relate disorderly
conduct)
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4) continued cannabis use despite having persistent or recurrent social or interpersonal
problems caused or exacerbated by the effects of the substance (e.g. arguments with
spouse about consequences of intoxication, forgotten promises)

B. The symptoms have never met the criteria for Cannabis Dependence for this class of
substance.

232.9 Cannabis Related Disorder not Otherwise Specified
The Cannabis Related not Otherwise Specified category is for disorders associated with
the use of cannabis that are not classifiable as one of the disorders listed above.
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OAKLAND CANNABIS BUYERS’ COOPERATIVE

INFORMATION FORM
(Please print clearly)

Name
Street Address Apt Number
City , State Zip Code
Phoae Number ( ) Date of Birth
Driver License # State Gender M or F)
Caregiver DL DOB
Physician's Name DX #
Address, Ciry, State PHD#
Pbome (___ )
Specific Diagnosis

1CD9 CODE
Medication(s)

How do you use cannabis? Saoke hi grade___smoke ko grade___edibles__tisture__

Are you politically active?
Member Signature Date
Iotake By Member #

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Box 70401 Oukdand, CA 946120401
Puone (510) $32-5346 Fax (510) 986-0534 Ezail oche@rxctx.org Web www_rxche. org
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OAKLAND CANNABIS BUYERS’
COOPERATIVE

Authorization for Release of Patient Status
(Please print clearly)

I, hereby authorize my treating physician,

pnat  pstieat pame

Dr. to release to the Oakland Cannabis
priat physician name
Buyers’ Cooperative, my current patient status.

Date

Member/ patient signature

Membership number

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Box 70401 Oukiznd, CA 94612-0401
Phooe (510) 832-5346 Fax (510) 9860534 Email ocbo@rxche.org Web www.rxcix.arg
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Health and Safety Code 11362.5
PHYSICIAN’S STATEMENT

This certifies that is 2 patient under my

print padent's aame Cmpmmn

medical care and supervision for the treatment of

Diagnosis
I have discussed the medical benefits and risks of cannabis use with the patient
as a treatment for these medical conditions. I recommend cannabis use for my
patient.

If my patient chooses to use cannabis therapeutically, I will continue to monitor
his/her medical condition and to provide advice on his/her progress.

[ uaderstand that I may be contacted to verify the information in this letter. My
patient authorizes me to discuss their medical condition and the conteats of this
letter, for verification purposes only. I am a physician licensed to practice medicine
in the state of California.

Patient's Signature

NLPJ/PA Sigaatnre (optenal)
Pxysician’s Name (primt)

Prysicien CA Licomne No. NP /PA Nume (optionni-print)

(screet)

(Cxy)

( )
Phene Number
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Oakland Cannabis
buyers' Cooperative Ex. H

Compassion

Officer- This crop of medical herb is being grown in its entirety for my
personal medical use, and is intended to be free of toxic chemical, fungus,
and mold contamination. This crop is safe for use by people with HIV/AIDS
and other patients. Any excess will be given to the Oakland Cannabis Buyers’
Cooperative. Thank you for your courage and care. If there are any
questions regarding this garden please call 1-888-304-1260 (law enforcement
use only).

Name, Grower
Oakland Cannabis Buyers® Cooperative

Jeffrey W. Jones
Agent of Oakland Cannabis Buyers’ Cooperative

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Bex 70401 Oskisnd, CA 946120401
Phone (510) £32-5346 Fax (510) 9860534 Email ocbc@rrche.org Web www.rxchx.org
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OAKLAND CANNABIS BUYERS’ COOPERATIVE

Membership and Informed Consent

L (print clearly) » herehy
consent to the benefits provided by the Oakland Cannabis Buyers’ Co-op (OCBC).

I understand that the OCBC has made no efforts in encouriging me to produce or
use any substances for my medical condition. I have been informed by an
authorized representative of OCBC that I should continue to seek professional
medical advice prior to and during my use of a0y cannabis product I may acquire
through OCBC.

I understand that the OCBC was organized to fill the necessity of medical cannabis.
Prompting the passing of the Oakland City Council Resolution Number 72516
CM.S. which supports the OCBC operations. I further understand that
circumstances may require defense of suthorization in a court of law and agree to
participate in such defense to the exteat necessary and practicable.

I understand that the OCBC reserves the right to refuse service(s) to members.

I affirm that I am above eighteen (18) years of age or have the consent of my
parent/guardian, and that I have a medical condition(s) as attested to on my
information form.

I understand that my contributions to OCBC, through products I may acquire from
the organization, are used to insure continued operation of the OCBC and that this
transaction, in no way, coastitutes commercial promotion.

I understand that medical marijuana, while being a well-known effective
therapeutic agent, is still illegal in this country. Therefore, by signing this form, all
members of OCBC are committing a0 act of collective Federal civil resistance.

I authorize the OCBC to acknowledge the fact of my membership, when needed, for
the preservation of my medical rights under the Oakland Resolution # 72516 and
the Compassionate use Act of 1996.

Member Signature Date

Intake By Member #

OAKLAND CANNABIS BUYERS' COOPERATIVE. P.O. Box 70401 Ouakiand, CA 94612-0401
Phone (510) 8325346 Fax (510) 986-0534 Email oche@Brxche.org Web www.rxche org
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Ex. J

Oakland Cannabis Buyers'Cooperative

Compassion

Shawn Malvo

222 Anyplace
Oakland CA 94612

CDL: XXXXXXXXXXXX 2 e T
DOB: 12/05/65 N

ISSUE DATE:10/24/97 Member #4167
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Certificate of Membershi
This is to certify that on file with the undersigned officer of the Oakland
Cannabis Buyers' Cooperative is a signed statement of a licensed Physician
ackowledging and assenting to cannabis therapy for the patient Identified on
the reverse hereof, who, having satisfied all conditions of membership,
is recognized as a Member in good standing of the

L ] ' [

Oakland Cannabis Buyers' Cooperative
with all benefits and subject to all conditions as same shall from time to time
be established by the Oalkiand CBC in accordance with its rules and Protocols,
Presentation of this card shall be evidence that said patient's Physician would
consider prescribing cannabis If he/she were legally able to do so, assents
to the theraputic use, and has agreed to monitor and provide medical advice
on the patient's progress. :

Hourss M& Fliam-7pm T,W,TH1iam-1ipm, Spm - 7pm
Office # (510) 832-5346 cray o o V4

24 hr Emergency voicemall/pager Wf;’e;m
service (for Law Enforcement etirey W. Jo

use only) 1-888-340-1260. Executive Director
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Safe Use of Cannabis
1996 Tod H. Mikuriva, M.D.
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Dosage and Route of Administration

Starting with a small amount and gradually increasing the dose is the key to avoiding
unwanted mental side effects. This is called titration- self-titration if adjusted by the user.

Mental Effect Impatience and overdosing with oral cannabis is the most frequent
mention of the drug in medical literature of the 1800’s. Oral cannabis over-dosage is
much more intense and longer lasting than from the inhaled route. Because of the two to
three hours before onset of effects, a common mistake of the inexperienced is to repeat
the oral dose with the consequence of overdosing.

Over-dosage

Should you take 100 much cannabis you may expect the mental effects of time distortion,
racing thoughts, disorientation, speeding heart rate, dry mouth, and reddened eyes. The
greater the dose, the greater intensity and longer these stimulant effects will last before
sinking into a deep sleep. No lasting harm will result but the experience will not be
forgotten.

Other Adverse Effects

Other adverse mental effects are a prolonged dullness after use of paranoia and a fear of
loss of control. Cannabis, an effective relaxant, can cause an alienation or detachment.
The price of relief of tension may be a dulling or suppression of feelings. Insensitivity to
feelings of other or situations may result. :

Set and Setting
The result of the drug is a combination of set (expectations), setting, personality, and the
drug.

Best case: Enjoying a puff or two sitting at home with a friend at the end of the day.
Worst case: Taking a puff driving down the freeway, then looking sideways into the eyes
of a cop.

Personalitv and Individual Difference

Individuals with personalities that are prone to substance abuse, allergy, sensitivity, or
adverse reactions to other medicines should exert greater caution and try the drug only if
absolutely necessary

ER1400



Dependence and Withdrawal

Because cannabis is such an effective medicine for the relief of many uncomfortable
conditions, using the :

drug on a continuing basis is not uncommon. One must decide issues of personal
risks/benefits of continuing using cannabis.

Withdrawal from chronic cannabis use produces several nights of more intense dreaming
and possibly some slightly increased nervousness during the day. Some increased
nervousness during the day. Some increase in exercise, if possible, and/or small amounts
of other sedatives will ease the transition from cannabis dependence.

ER1401



Ex. L

Principals of Responsible Cannabis Use

1. No Driving
The responsible consumer of cannabis does not operate a motor vehicle or other
dangerous machinery while impaired by cannabis or - like other responsible
citizens-any other substance or condition, including some medicines and farigue.
Although cannabis is said by most experts to be safer than many prescription
drugs, responsible cannabis users never operate motor vehicles in an impaired
condition. Public safety demands not only that impaired drivers be taken off the
road, but also that objective measures of impairment other than chemical testing
be developed and used.

[I. Set and Setting

The responsible cannabis user will carefully consider his or her set and setting,
regulating use accordingly. "Set" refers to the consumer’s values, artitudes,
experience and personality. *Setting” means the consumer’s physical and social
circumstances. The responsible cannabis consumer will be vigilant as to conditions-
time, place, mood, etc- and should not hesitate to say no when those conditions
are not conducive to a safe, pleasant and/or productive experience.

I1. Resist Abuse
Use of cannabis to the extent that it impairs health, personal development or

achievement is abuse, is resisted by responsible cannabis users. Abuse means
harm. Some cannabis use is harmful; most is not. That which is harmful should be
discouraged; that which is not, need not be. Wars have been waged in the name of
eradicating "drug abuse,” but instead of focusing on abuse, enforcement measures
have been diluted by targeting all drug use, whether abusive or not. If Marijuana
abuse is to be targeted, it is essential that clear standards be developed to identify
it.

IV. Respect Other's Rights

The responsible cannabis user does not violate the rights of others, observes
accepted standards of courtesy and propriety and respects the preferences of those
who wish to avoid cannabis entirely. No one may violate the rights of others, and
no substance use excuses any such violation. Regardless of the cannabis' legal
status, responsible users will adhere to emerging tobacco smoking protocols in
public and private places.
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OAKLAND CANNABIS BUYERS' COOPERATIVE
STATEMENT OF CONDITIONS

On May 19, 1998, United States District Judge Charles R. Breyer issued a
preliminary injunction enjoining the Oakland Cannabis Buyers’ Cooperative ‘rom
engaging in the distribution of marijuana in violation of federal law. The Oakland
Cannabis Buyers’ Cooperative would like to assure all Members that the
Cooperative will continue to operate in the good faith belief that it is not engaging in
the distribution of cannabis in violation of law. Federal law excludes from the
definition of ‘‘distribution” the joint purchase and sharing of controlled substances
by users. As a Member of the Oakland Cannabis Buyers’ Cooperative, you are a
joint participant in a cooperative effort to obtain and share medical cannabis. Each
transaction in which you participate is not a “sale” or “distribution,” but a sharing
of jointly obtained medical cannabis. If you make a payment to the Cooperative
such payment is a reimbursement for administrative expenses and operations,
which all Members who utilize the services of the Cooperative agree to share.

The medical cannabis, shared among the Members of the Cooperative may
only be used by you for the medical purposes approved or recomended by yvour
physician. Federal law recognizes that the sharing and use of cannabis is justified
by medical necessity when reasonable alternatives are not available. At the present
time, federal authorities refuse to enroll any additional patients in the federal
program for the medical use of cannabis.
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CITY oFf OAKLAND

CITY HALL - ONE CITY HALL PLAZA . OAKLAND, CALIFORNIA 94612
Office of City Manager (510) 238-3301
Robert C. Bobb FAX (510) 238-2223
City Manager TTY/TDD (510) 238-3724

August 11, 1998

Mr. Jeff Jones

Executive Director

Oakland Cannabis Buyers’ Cooperative
1755 Broadway, Suite 300

Oakland, CA 94612

Dear Mr. Jones:

Pursuant to Chapter 8.42 of the Oakland Municipal Code, the City hereby designates the
Oakland Cannabis Buyers Club to administer the City’s Medical Cannabis Distribution
Program. The designation is subject to the cooperative’s agreement to comply with the
terms and conditions attached hereto as Exhibit A which hereby are incorporated by
reference in this letter as if set forth in full herein.

The designation shall be effective upon the Qakland Cannabis Buyers’ Cooperative's
acceptance and agreement to the terms and conditions in Exhibit A. Please confirm the
Oakland Cannabis Buyers’ Cooperative’s agreement to comply with the terms and
conditions in Exhibit A by signing below.

Very truly yours,

obeft C. Bobb

City Manager

SO AGREED:

Ao Ttz = vwe JLIRAS
J nes

Executive Director
Oakiand Cannabis Buyers’ Cooperative
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EXHIBIT A’

“WHEREAS, on July 28, 1998 the City of Oakland (City") added Chapter 8.42 of the Oakland
Municipal Code entitled, *Medical Cannabis® ("Chapter 8.42); and

WHEREAS, Chapter 8.42 establishes a City Medical Cannabis Distribution Program to be
administered by medical cannabis provider associations designated by the Cty Manager; and

WHEREAS, consistent with the intent of Proposition 215 (the Compassionate Use Act of 1896, Heakh
and Safety Code section 11362.5), the purpose of the City's program is to ensure that seriously ill
Californians have the right to obtain and use marijuana for medical purposes when such medical use is
recommended by a physician; and

WHEREAS, designation of one or more medical cannabis provider associations to administer a well-
organized, safe medical cannabis distribution program in accordance with the requirements of Health and
Safety Code section 11362.5 will preserve public heatth and safety by discouraging @ market of street
narcotic peddlers who desire to prey upon Oakland's ill residents whose painful symptoms are alleviated
by ingestion of cannabis; and

WHEREAS, the City has designated the Oakland Cannabis Buyers' Cooperative ("Medical Cannabis
Provider Association®) to distribute cannabis to patients and primary caregivers who satisfy the
requirements of Mealth and Safety Code section 11362.5

NOW THEREFORE, in consideration of the City’s designation of Medical Cannabis Provider
Association by the City Manager to administer the City's medical cannabis distribution program, the
association agrees to comply with the following terms and conditions: ’

1. Compliance with Applicable Laws and Administrative Procedures

Medical Cannabis Provider Association agrees to comply with the requirements of H.earth and
Safety Code section 11362.5, Chapter 8.42 of the Oakland Municipal Code and to comply with the A
administrative procedures and requirements established by the City as they may be amended from time
to time.

2. indemnification

The Medical Cannabis Provider Association agrees to save, indemnify, defend and hold harmless,
City. its Councilmembers, directors, officers, agents and employees from any and all daims, losses and
expenses (including reasonable attomey's fees) or liability on account of damage of property or injury to or
death of persons accruing or resulting to Medical Cannabis Provider Association, Medical Cannabis Provider
Association's directors, agents, employees, contractors, material persons, laborers and any other person,
firm or corporation fumishing or supplying work, services, materials or supplies in connection with the Medical
Cannabis Provider Assodiation's designation as the City's agent to administer and the Medical Cannabis
Provider Association’s administration of the City’s Medical Cannabis Distribution Program; and from any and
all daims and losses accruing or resutting to any person, firm or corporation who may be injured or damaged
in connection with the Medical Cannabis Provider Association's administration of the City's Medical Cannabis
Distribution Program as the City's designee.

' This document is Exhibit A to the August 11, 1998 letter from the City Manager designating Oakland
Cannabis Buyers' Cooperative to administer the City’s Medical Cannabsis Distribution Program.
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August 12, 1998
Page 2

3. Insurance

Medical Cannabis Provider Association shall procure and keep in force for the duration of its
designation as a Medical Cannabis Provider Association, at Medical Cannabis Provider Assodation's own
cost and expense, such policies of insurance or certificates or binders as required by the City's Risk Manager
to represent that coverage is in place with companies doing business in Califomia and acceptabie to Ciy.
Medical Cannabis Provider Assodiation shall provide City with copies of all insurance policies. Medicai
Cannabis Provider Association shall, “pending acceptance" of insurance, supply and fumish City with
information, such as certificates or binders, showing such insurance policies are in force with the written
undertaking of each insurer shall give City thirty (30) days prior written notice of any cancellation, termination
or material change of such insurance coverage. The insurance shall at a minimum indude all that is required
by the City's Risk Manager in accordance with Section 4 of Chapter 8.42 of the Oakland Municipal Code.

In the case of the breach of any of the insurance provisions of this Agreement, City may, at City's
option, take out and maintain at the expense of Medical Cannabis Provider Assodiation, such insurance in the
name of Medical Cannabis Provider Assodiation as is required pursuant to this Agreement, and may deduct
the cost of taking out and maintaining such insurance from any sums which may be found or become due 1o
Medical Cannabis Provider Assocation under this Agreement.

4. Audit

Medical Cannabis Provider Association shall permit City and its authorized representatives to have
access 1o Medical Cannabis Provider Association's books, records, accounts and any and all data relevant to
this Agreement and/or the association's administration of the City's Medical Cannabis Distribution Program,
for the purpose of making an audit or examination for the period commencing on the date the Medical
Cannabis Provider Association was designated by the City Manager to administer the City's Medical
Cannabis Distribution Program and ending four years after the designation is revoked. Any audit or

. éxamination under this section shall be deemed privileged and confidential in accordance with Section 6 of
Chapter 8.42 of the Oakiand Municipal Code. All such audits or examinations shall be carried out by

appropriate personnel (e.g. physicians, nurses, accountants, bookkeepers and auditors) for the sole purpose
of determining designee's compliance with the provisions of this exhibit.

S. Revocation of Designation

The Medical Cannabis Provider Association understands and agrees that the City may revoke the
designation of the association to administer the City's Medical Cannabis Distnbution Program at any time
based on the City's sole judgment and discretion.

6. Reports, Information

Medical Cannabis Provider Association shall provide ail reports and information reasonably
requested by the City and shall immediately advise the City Manager of any complaints communicated to
Medical Cannabis Provider Assodiation, its directors, agents and/or employees and of any comacts by law
enforcement personnel or agencies.

7. andard of Performan
Medical Cannabis Provider Association shall administer the Clity's Medical Cannabis Distribution
Program in accordance with the requirements of Health and Safety Code section 11362.5, the City's

administrative procedures and requirements as they may be amended from time to time, the protocols,
uniform conditions, rules and regulations and procedures appended hereto as Appendix 1.

ER1408
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August 12, 1998
Page 3

8. Access to Premises, inventory. Supplies. etc.

4
Medical Cannabis Provider Association shall provide the City Manager, or a member of his staff,
access to the premises of its operations for the purpose of inspections, qQuality contro! investigations and
monitoring with or without notice during normal hours of operation. Nothing in this section shali be
construed to substitute for the requirements of reasonable suspicion and or probable cause for law
enforcement action.

9. Effective Date

The terms and conditions set forth herein shall be effective and binding upon the Medical
Cannabis Provider Association as of the date that the Medical Cannabis Provider Association is
designated by the City as its agent to administer the City's Medical Cannabis Distribution Program and
shall remain in full force and effect until such designation is revoked by the City or by operation of law.

10. Payment of Income Taxes

Medical Cannabis Provider Association shall be responsible for paying, when due, all income
taxes, induding estimated taxes, incurred as a result of the administration of the City's Medical Cannabis
Distribution Program. Medical Marijuana Provider Association agrees to indemnify City for any dlaims,
costs, losses, fees, penalties, interest or damages suffered by City resulting from its failure to comply with
this provision.

11. Non-discrimination

Medical Cannabis Provider Association shall not discriminate or permmit discrimination against any
person or group of persons in any manner prohibited by federal, state or local laws. Medical Cannabis
Provider Association shall not discriminate against any employee, applicant, patient, primary caregiver,
contractor, supplier or other person supplying goods or services because of gender, sexual orientation,
race, creed, color, national origin, Acquired-immune Deficiency Syndrome, (AIDS), AIDS-Related
Compilex, or disability.

12. Business Tax Certificate

Medical Cannabis Provider Association shall obtain and provide proof of a valid City business tax
certificate. Said centificate must remain valid for the penod dunng which the association is designated by
the City Manager to administer the City's Medical Cannabis Distribution Program.

3. Independent Contractor

Itis expressly agreed that in administering the City's Medical Cannabis Distribution Program
pursuant to the City's designation under Chapter 8.42 of the Oakland Municipa! Code, the Medical
Cannabis Provider Association is not an employee of the City and is an independent contractor. Medical
Cannabis Provider Association has and shall retain the nght to exercise full control and supervision over
the employment, direction, compensation and discharge of all persons assisting Medical Cannabis
Provider Association in administering the City's Medical Cannabis Distribution Program and shall be
solely responsible for all matters relating to the payment of its employees, including compliance with
social security, withholding and all other regulations goveming such matters, and shall be solely
responsibie for its own acts and those of its subordinates and employees.

ER1409
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August 12, 1998
Page 4

14. Notice to the City

Medical Cannabis Provider Association acknowledges and understands that the City's
designation of the association is based on its adherence to the protocols, quality control procedures and
uniform conditions appended hereto as Appendix 1. Further, Medical Cannabis Provider Association
acknowledges and understands that the City's designation of the association is based in part on the City's
knowiedge of the current officers and directors of the association. Medical Cannabis Provider Association
agrees that it will not change its protocols, procedures, rules and regulations and/or uniform cond#tions,
appended hereto as Appendix 1, without obtaining the prior written consent of the City. Further the
Medical Cannabis Provider Association agrees that it will immediately notify the Clty of any change in the
officers and/or directors of the association, s articles of incorporation, bylaws and/or membership fees.

18. Assignment

Medical Cannabis Provider Association shall not assign or otherwise transfer any rights, duties,
obligations or interest in this agreement or arising hereunder to any person, person, entity or entities
whatsoever without the prior written consent of the City and any attempt to assign or transfer without such
prior written consent shall be void. Consent to any single assignment of transfer shall not constitute
consent to any further assignment or transfer.

16. Entire Agreement

The terms and conditions of this agreement represent the entire agreement of the parties and
supersede any prior agreements of the parties.

- end-
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APPENDIX 1

MISSION STATEMENT
OAKLAND CANNABIS BUYERS' COOPERATIVE JOB DESCRIPTIONS
1. ADMINISTRATIVE DEPARTMENT
2. INTAKE DEPARTMENT
3 GREEN ROOM AND MEMBER ROOM DEPARTMENT
OAKLAND CANNABIS BUYERS' COOPERATIVE CAREGIVER POLICY

OAKLAND CANNABIS BUYERS' COOPERATIVE QUALITY ASSURANCE
PROGRAM

OAKLAND CANNABIS BUYERS' COOPERATIVE SUPPLIER INITIAL
QUESTIONNAIRE

1. QUESTIONNAIRE
2. NOT ACCEPTABLE CHEMICALS AND PESTICIDES
3 ACCEPTABLE CHEMICALS AND PESTICIDES

OAKLAND CANNABIS BUYERS' COOPERATIVE QUALITY ASSURANCE
CONTRACT

OAKLAND CANNABIS BUYERS' COOPERATIVE PEST CONTROL MEASURES

OAKLAND CANNABIS BUYERS' COOPERATIVE RULES AND POLICIES FOR
MEMBERS

OAKLAND CANNABIS BUYERS' COOPERATIVE MEMBER ROOM
PROCEDURES

1. OPENING PROCEDURES
2. MEMBER TRANSACTIONS
3. CLOSING PROCEDURES

WEIGHING ROOM STANDARD PROCEDURES
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Mission Statement

The goal of the Oakland Cannabis Buyers’ Cooperative (OCBC) is to provide
seriously ill patients with a safe and reliable source of medical cannabis products and
plants. Our cooperative is open to all patients with a verifiable letter of diagnosis and
recommendation or approval for medical cannabis use.

The City of Oakland has enacted an Ordinance to provide immunity for medical
cannabis provider associations so that patients can safely obtain their medicine. The
Cooperative is dedicated to reducing the harm these patients encounter due to the
prohibition of cannabis. This includes alleviating the fear of arrest, as well as
negating problems associated with purchasing cannabis on the illicit market.

OCBC’s headquarters is a multi-faceted facility, accessible to people with
disabilities. We provide a professional atmosphere for patients to procure cannabis,
with trained member advocates on hand to offer advice and assistance. We also offer
self-help services such as support groups for a wide variety of medical conditions,
massage therapy and cultivation meetings to teach Members how to grow their own
medicine. The Cooperative once a month has a buffet dinner for all Members and
caregivers. Seasonally the Cooperative is involved with activities such as Softball and
Bowling. In addition, OCBC provides information on a vanety of topics, including
AIDS prevention and treatment, safe sex, and cannabis reform in general.

The Oakland CBC currently operates under the auspices of California Proposition
215 now Health and Safety Code Section 11362.5 and Oakland City Council
Resolution Numbered 72379 C.M.S. and 72516 C.M.S.

Resolution 72516, passed in March 1996, makes the enforcement of medical
cannabis laws the lowest priority for the City of Oakland. Furthermore, the City has
appointed a working group to oversee OCBC functions and to determine the most
effective means to protect and assist seriously ill patients. Most recently the City has
enacted Ordinance Number 12076 setting up a medical cannabis distribution
program, which the Oakland Cannabis Buyers' Cooperative hopes to fulfill.

ER1412
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1.

Oakland Cannabis Buyers' Cooperative
- Job Descriptions

The Oakland Cannabis Buyers' Cooperative has three main departments:
Administrative, Intake, Grean Room and Member Room.

Administrative Dcpa.rﬁncnt

A
B
C.
D

E.

Executive Director is responsible for all issues and responsibilities to allow
the Cooperative to operate on a day to day basis.

. Chief Financial Officer is responsible for all financial issues relating to the

operation of the Cooperative.
Chief Operating Officer is responsible for the managing of the Green Room
and Member Room.

- Secretary keeps track of Board minutes and handles other correspondence,

and manages security.
Cleaning crew is responsible for making sure the Cooperative office stays
clean.

Intake Department
A.

Head Nurse is responsible for making sure all intake information is correct
and all potential Member's recommendations and approvals have been
verified with their doctor's offices.

. Assisting Nurse makes sure that all work has been done and has been verified

correctly.

Green Room and Member Room Department
A. Managers keep track of inventory and handle staff and Member issues.

B
C

. Budtenders assist Members in procuring cannabis from the OCBC.
- Weighers are responsible for accurately weighing and accounting for all

cannabis that is checked in and made available to Members.
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Oakland Cannabis Buyers' Cooperative
Caregiver Policy

The Cooperative currently has a limited caregiver policy for patients who are
bedridden and wheelchair bound or has mobility problems and need assistance with their
daily living. The staff nurse approves of caregivers by talking with the Member and
reviewing their file to see if in each instance it is needed.

Each caregiver at the threshold of being approved has to provide us with valid
form of California ID or License. The caregiver also has to complete a caregiver
centificate form. Then the Member will sign it certifying the caregiver to provide care for
them.

In order for the caregiver to access our facility the Member will have to:

*Place a phone call to the Cooperative verifying with the receptionist that they
are sending in their caregiver. The Member needs to send in a note stating the
specific nature of their nseds and how much medicine they will need.

*Give their Member ID to the Caregiver or the caregiver has to have Caregiver
DD from the Cooperative. In addition to this, we need to have a valid form of ID
from the caregiver.

*The caregiver must stop at the front desk to tum in the Member's note and
receive pass to be allowed into the Member only room.
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Oakland Cannabis Buyers' Cooperative
Quality Assurance Program

The Oakland Cannabis Buyers' Cooperative ensures to the best of its ability that
its medical cannabis products are free from molds, fungus, and pesticides. This is because
only medical patients who are seriously ill or disabled and have qualified under Health
and Safety Code Section 11362.5 have access to the Cooperative's service.

Our Cooperative develops trusting relationships with all the medical cannabis
cultivators from whom we receive medicine. This secures that we are not receiving
cannabis contaminated by the cultivators spraying with dangerous pesticides or using
other chemicals that are not approved for horticultural food purpose.

We have an initial interview with all cultivators and ask questions about how the
cannabis was grown and what methods are being used to control bugs. We also ask what
other chemicals the cultivators are using to grow with and point out if any are unsafe for
human consumption. If the cultivator doesn’t qualify by our standards during the initial
interview we communicate which cultivation practice must be corrected in order to
cultivate cannabis for us.

We try to inspect every facility from which we get cannabis. The things we look
for are as follows:

1. What type of insecticide is being used for pest control measures.

2. Other chemicals being used for growing plants.

3. How clean the facility is and if there are any fire, health or safety hazardous.

There are assigned staff members who are allowed to procure medical cannabis
for the Members of the Cooperative. Experienced horticulturists that know what to look
for and how to identify potentially contaminated cannabis flowers, which could have
molds, fungus, or other problems, have trained the assigned staff members. Qur policy is
that if any of these problems are found we do not accept the product.

We inspect cannabis flowers that are brought into the Cooperative office by three

methods:

1. We ask every cultivator a series of questions pertaining to the methods and
chemicals used during cultivation.

2. We use a visual inspection, first by eye, throughout the whole sample in question
and then look into the midsection of random cannabis flowers in search of molds
and abnormal growth. Then, a high magnification jeweler's loupe is used to
inspect random cannabis flowers for spores, molds, or abnormal growth,

3. We use 2 method of smelling the container or bag of cannabis for hints of
abnormal smells. This method helps to identify any smell of potentially harmful
molds and fungus.
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If the Cooperative staff member finds or is notified of any problems with any
medical cannabis product, the product is rejected.

The Cooperative inspects manufacturing facilities where ‘medical cannabis
preparations are manufactured. We look for fire, health or safety concerns and cleanliness
of the facility. If any issues come up we communicate to the manufacturer that
corrections must be made.

Manufactures of medical cannabis edibles and concentrations use standard recipes
for preparing each product. Our policy is that if the manufacturer changes or alters this
standard they notify us and we test the products before they can be made available at the
Cooperative.
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Oakland Cannabis Buyers' Cooperative
Supplier initial Questionnaire

The list of questions we ask each cultivator and supplier of the Cooperative helps us to
identify if the medical cannabis is suitable for medical use. The questions have been
designed in a way that we can assure our members safe and quality medical cannabis.

1. What kind of insects or pests have you seen in or around your garden?

2. What kind of pesticides do you use to control pest problems?

3. Have you seen molds or spores on your flowers, if so what is the description?
4. What kind of nutrients or chemicals have you used to complete your harvest?
5. Have you noticed abnormalities in your garden?

6. What kind of water do you use?

Not Acceptable Chemicals and Pesticides:

Avid, Malithion, Only Omamental approved chemicals, DDT, No Pest-Strip or similar
type products.

Absolutely NO systemic type pesticides, this means pesticides that stay in the plant and
do not biodegrade readily.

Acceptable Chemicals and Pesticides:

Safer Brand Soap, Pyrethrums, Pepper Spray, Tobacco mixes, Food grade approved
chemicals by the State Department of Agriculture.
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Oakland Cannabis Buyers’ Cooperative
Quality Assurance Contract

[ agree that [ have answered all of the questions in the ‘Supplier Initial
Questionnaire’ truthfully and to the best of my knowledge. I understand if I change my
current practices in providing medical cannabis products to the Oakland Cannabis
Buyers' Cooperative I will notify them of these changes and address any questions at that
time.

Supplier Date OCBC Staff Date
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Oakland Cannabis Buyers’ Cooperative

Pest Control Measures

The Oakland Cannabis Buyers Cooperative has an inspection process that is used
for new cannabis clones and seedlings brought into the Cooperative for Members. We use
a high magnification jeweler’s loupe to inspect leaves and other areas of the plants before
they are allowed to be checked into the Cooperative Member area. If bugs are found we
ask the provider what pest control methods are being used and try to assist them in
nontoxic and horticulture approved methods of pest control.

The Cooperative has a weekly, and as needed insect control program for cannabis
plants. When bugs are found, all affected leaves are removed and properly disposed of.
All remaining leaves are then treated with insecticide and are clearly marked. This means
that we do not use the plant in manufacturing for three weeks or we destroy them. We
have a policy not to use pyrethrum foggers on flowers. Safer Brand Insecticidal Soap
Spray on a weekly basis and as needed to control and eliminate pests from Cooperative
gardens. This soap is potassium salt and pyrethrum based and is approved for horticulture
food crops by the State Department of Agriculture. OQur main insecticide, pyrethrum,
breaks down when exposed to light and oxygen. We never use chemicals that have not
been horticulture food approved, because all the cannabis we are in contact with is used
by seriously ill and disabled patients.

If we have an infestation of bugs we use pyrethrum foggers in closed rooms only
after we have closed for business and all employees have left the building. These foggers
have the ability to eliminate all insects in the areas that need attention by filling the air
with tiny droplets of biodegradable pyrethrum. Early the next day we completely
ventilate the area where the insecticide was used.

All methods of insect control using sprays and chemicals are discontinued two to
three weeks prior to harvest of cannabis. This ensures the product will be free of
insecticides prior to use by patients.
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Oakland Cannabis Buyers’ Cooperative
Rules and policies for Members

If prospective Members are unable to read these rules for any reason, the
Cooperative will provide persons to read and explain them; we will assist
non-English speaking Members by appointment.

No in and out privileges allowed; one visit per day per Member / Caregiver.
Purchases for people other than Cooperative Members are strictly prohibited.

Members who wish to have their Caregiver pick-up medicine for them must make

arrangements in advance.

Please have Member ID card out and available und! cannabis is received, this is for

Members® safety and to keep the medicine secure.

Being under the influence of illicit drugs or alcohol will NOT be tolerated in the
Cooperative.
The procurement of cannabis is limited to %4 02 (7 grams) per day, unless the member
lives outside of the Bay Area and makes not more than one visit to the cooperative per
week. We are able to monitor these Members by our purchase racking system.
The Oakland Cannabis Buyers’ Cooperative reserves the right to refuse service to any
Member or Caregiver.
No rude behavior will be tolerated towards staff or other Members.
We operate in a smoke free building.
Members should discourage friends from waiting for them immediately outside the front
door of the Oakland CBC, as congestion on the sidewalk could be objectionable to some
of our neighbors.
Complaint Process Form:
The Coopenative will institute a complaint form in duplicate with one copy going to the

complainant and one copy going to the Cooperative.
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Oakland Cannabis Buyers' Cooperative
Member Room Procedures

QOpening Procedures

Turn Computer on
-Set up computer

Open windows and turn ventilation units on.

Retrieve inventory from safe and distribute into proper bins at the budbar.
-Verify counts of inventory
-Check what additions to inventory need to be made.

Arrange samples according to price and selection.

Retrieve baked goods from cooler.

Check sundry stock for needed additions.

Clean glass on cases.

Put verified starting till in cash tray and into drawer.

Each morning the manager checks out medical cannabis to the individual weighers and
bud inventory for bar from safe.

He then counts and places all cannabis to be used for that day in storage locker until it is
ready for use at the restock of the bar.
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Member Transactions

As Members enter the member room and budbar area they must provide their
membership card and California identification card to the guard at the door as well as to
the budtender.

Members are then invited to smell and 'nsua.lly inspect the various grades of medical
cannabis available that day.

After the visual inspection Members will request to see 3.5 or 1.0-gram packages of
medicine. Members will then have a selection of 1 or 2 packages to select from.

It is a policy at OCBC that Members may only purchase 1/4 ounce (7 grams) per
day and only visit the Cooperative one time per day. If a Member lives in a
outlying area he or she may purchase up to one and half ounces, provided that the
next visit is not within a weeks time.

OCBC provides 1.5 grams of cannabis sativa as no cost medicine for Members
who are unable to pay. Members may not purchase on the same day as receiving
no cost medicine.

The budtender enters transaction into the computer tracking system, identifying the

transaction with the membership number. The transaction is then completed with cash,
ATM, or VISA/MC/Discover.
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Closing Procedures

Our hours of operation are:
Monday and Fridays 11am - 7pm
Tuesday, Wednesday, and Thursdays 1l1am - Ipm and Spm - 7pm
Saturdays 1pm - 4pm

At the close of each shift the pudtender counts and verifies the inventory of medical
cannabis and logs it on the shift inventory in and out form.

The ATM and VISA/MC/Discover batch reports, that give 2 tota! of all electronic
receipts, are printed out. Next a sum query report is printed to show the totals of all
goods dispensed that day in dollar amounts. Then a form is printed showing the totals of
of all cannabis that was dispensed during that shift. This form designates the type and
amount of medical cannabis each member has purchased and allows for accurate tracking
and balance of inventory.

All cash and electronic receipts are counted and recorded on proper forms for
reconciliation.

All forms are then verified by the shift manager and budtender(s). Forms, cash, and all
receipts are then delivered to business office manager, who verifies all revenue counts
and submits General Ledger tickets for posting.

All inventory that was checked out is then verified and secured by the manager and
placed back into a locked safe.
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Weighing Room Standard Procedures

1. Receive bulk cannabis from bar manager

A
B.

B.

C.

G.

H.

Remove paperwork labeled Bud Inventory Sheet.

Weigh bulk on triple beam balance and subtract bag weight, write number on
second line of breakdown section of bud inventory sheet (bulk weight
quantity/grams). Write date on line one (date given to weigher), Initial line three
(weighers signature).

Have staff member check weight and Initial line four (verifier’s signature), Notify
manager if weight differs significantly from first bulk weight figure. Manager
will then research further to find the source of the differing amount.

Break down bulk cannabis into small quantities
A.

Tumn on electric scale and set mode to grams. Rezero scale with cannabis
container on plate. Periodically rezero scale throughout weighing process.

Place bulk cannabis in metal tray. To prevent weight loss due to evaporation only
remove small amounts of cannabis from bulk container at one time.

Using ziplock bags that have been prestickered with OCBC labels, weigh
cannabis. We use two kinds of bags, sandwich and snack size. The sandwich
baggies are used for eighths of an ounce (3.5 grams) and the snack baggies are
used for single grams (1.0 grams). Once cannabis has been put into bags they are
rolled up to remove excess air and then are sealed.

Unless otherwise specified by manager, make ten-gram bags for every 100 grams
of bulk weight. The rest of remaining bulk is made into 3.5-gram bags.

When weighers have to the leave weighing area, they secure cannabis currently
checked out to them in a locked cabinet. If the weighing area is empty the room is
also locked.

Weighers periodically check cannabis for mold, fungus and other contaminants. If
anything abnormal is found the manager is notified. Manager will then eliminate
any contaminated product.

Remove obvious unusable material (stems and seeds), set aside until paperwork is
reconciled.

Any remaining bulk material left that weighs less than one gram should go into
container marked “gratus”(no cost medicine).

Repackaging for bar use.

A. Count individual bags according to size. Place in one-gallon storage bags, fifteen

B.

units per bag for mid to high grade, tweaty-five for sativas. _
Label bags with appropriately colored labels for separating the different varicties
of cannabis. Green is for most potent (high grade), white is for mild potency

OAKLAND CANNABIS BUYERS' COOPERATIVE, P.O. Box 70401 Oakland, CA 94612-0401
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(midgrade), orange is for sativa. Labels are filled out completely (bud description,
date, quantity of units, and unit weight) and Initialed.

4. Reconcile Bud Inventory Sheet B.LS).

A.

D.

E.

Add up number of grams from labels of sealed one-gallon bags marked grams,
and then note on B.I.S. Do the same for eighths and any amounts for procurement
or for transfer in bulk between start and finish of weighing process.

Add together bulk remaining figure (Care Packages) to weight of unusable
material (stems and seeds). Verify this with staff member and note on B.LS. in
space titled bulk remaining. :

Convert number of eight bags to grams (number of units times 3.5), add to
number of grams and bulk remaining figures to come up with total grams
accounted for figure. Note on B.LS.

Subtract total grams accounted for from total grams to start. Note this figure as
total grams lost in bagging. Inform manager if this figure is excessive. Manager
will then research and find the source of the differing arnount.

Initial line marked “who weighed the bags.”

5. Verifying cannabis packaged for Member procurement.

A.

B.

Once steps one through four are completed, another staff member must verify the
count. Weigh room personal will assist each other with this task.

Count number of units in one-gallon bags, check against number on label. If
figures agree squecze €xcess air out of bag and seal with OCBC labels. Initial
label. Repeat until all bags are verified and sealed.

Check number of bags against figures on B.LS. If figures agree initial line marked
“who verified the counts.” If figures do not agree, refer to weigher for relabeling
and/or correction of paperwork.

6. General Weigh Room Protocol

A.
B.
C.

Clean up workstation after every shift.
Turn off all electrical devices (scales, air purifier, radio)
Lock and secure all doors to weigh room when leaving.
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IN THE UNITED STATES DISTRICT COURT
FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
v.
CANNABIS CULTIVATOR'S CLUB, et al,,

Defendants.

AND RELATED ACTIONS.

DECLARATION OF JOHN P. MORGAN
sf-555426

C 98-0085 CRB
C 98-0086 CRB
C 98-0087 CRB
C 98-0088 CRB
C 98-0089 CRB
C 98-0245 CRB
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I, JOHN P. MORGAN, declare:

1. I am a medical doctor and Professor of Pharmacology at the City University of New
York Medical School. I have personal knowledge of the facts stated herein, and if called as a
witness, I could and would testify competently as to them.

2. [ am co-author of the book entitled “Marijuana Myths, Marijuana Facts—A Review of
the Scientific Evidence,” published in 1997.

3. Marijuana, also known as cannabis, has many proven medical uses. Medical cannabis
reduces nausea and vomiting induced by cancer chemotherapy, stimulates appetite and promotes
weight gain in AIDS patients, reduces intraocular pressure in people suffering from glaucoma,
reduces muscle spasticity in patients with neurological disorders, spinal cord injuries, and multple
sclerosis. Furthermore, patients and physicians have reported that smoked marijuana also provides
relief from migraine headaches, depression, seizures, and pain.

4, Recent studies have shown that cannabinoids may also be useful for other neurological
disorders, such as stroke.

5. There are no reasonable legal alternatives to medical cannabis for many patients.
Delta-9-THC is the main active ingredient in marijuana. While synthetic THC is available in capsule
form, it is not nearly as effective as smoked marijuana for many patients. For people suffering from
nausea and vomiting, who are unable to swallow and hold down a pill, smoking marijuana is often
the only reliable way to deliver THC to the body. Smoking marijuana detivers THC quickly,
providing relief in a few minutes, compared to an hour or more when THC is swallowed.

6. Smoking marijuana not only delivers THC to the bloodstream more quickly than
swallowing synthetic THC, but smoking delivers most of the THC inhaled. When symhcﬁc THC is
swallowed, 90 percent or more of it never reaches sites of activity in the body as a result of the
body’s extensive metabolism of swallowed THC.

7. Another problem with swallowed THC is that its effects vary considerably, both from
one person to another and in the same person from one episode of use to another. Further, because
the onset of effect is an hour or more, patients using synthetic THC have difficulty achieving just the

effective dose. Moreover, when THC is swallowed, the effects last longer (up to six hours) compared

DECLARATION OF JOHN P. MORGAN 1
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{0 one or two hours when marijuana is smoked. Thus, smoking marijuana is a more flexible route of
administration than swallowing because smoking allows patients to adjust their dose to coincide with
the rise and fall of symptoms. For people suffering from nausea and vomiting from AIDS or cancer
chemotherapy, smoked marijuana provides rapid relief with lower overall doses of THC.

8. The psychoactive side effects of swallowed synthetic THC may be more intense than
those that occur from smoking, thereby increasing the likelihood of adverse psychological reactions.
This occurs because the liver actually produces, in high concentration, an active metabolite.

9. Smoking is a highly unusual way to administer a drug. Many drugs could be smoked,
but there is no good reason to do so because oral preparations produce adequate blood concentrations.
This is not the case with THC. Inhaling is a better route of administration than swallowing. Inhaling
is about equal in efficiency to intravenous injection, and considerably more practical.

10.  “Cannabis buyers' cooperatives” are the best and safest way for patients to obtain
medical cannabis. Patients who rely on the criminal street markets to obtain marijuana necessarily
acquire cannabis of unknown potency and purity. For example, marijuana purchased from a street
dealer may contain fungal spores, which may be deadly for AIDS patients who have suppressed
immune systems. As a result of the dangers of obtaining marijuana from the criminal market, some
patients who need the drug may choose to forego their medication.

11.  The Drug Enforcement Administration’s own administrative law judge, Francis L.
Young, concluded not only that marijuana’s medical utility had been adequately demonstrated by the
evidence, but that marijuana had been shown to be “one of the safest therapeutically active
substances known to man.” The DEA administrator ignored this opinion when he decided to
maintain marijuana as a Schedule I drug.

12.  For many patients medical cannabis is necessary to avert imminent and often life-
threatening harm. For many patients, such as those undergoing intensive chemotherapy or

experiencing AIDS-related “wasting syndrome,” medical cannabis saves their lives. For patients
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| suffering from glaucoma, melical cannabis mﬁy save el vision. For p&u‘eﬁu suffering aeurological
disorders resulting from spinal cord injuries and multiple sclerosis, medical cannabis may enable

~

thern to phyuically cope in society, 1o go on with their lives and to eadure pain.
I declare under penaisy of perjury undé: the laws of the State of Califomnia that the foregoing

{s true and correct. -
Executed this 13th cay of August at Ntr;w York, New York.
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ROBERT A. RAICH (State Bar #147515)
1970 Broadway, Suite 1200
Oakland, California 94612
Telephone: (510) 338-0700

GERALD F. UELMEN (State Bar #39909)
Santa Clara University

School of Law .
Santa Clara, California 95053

Telephone: (408) 554-5729

JAMES J. BROSNAHAN (State Bar #345553
ANDREW A. STECKLER (State Bar #163390)
MORRISON & FOERSTERLLP

425 Market Street

San Francisco, California 94105

Telephone: (415) 268-7000

Attorneys for Defendants

OAKL CANNABIS BUYERS'
COOPERATIVE and JEFFREY JONES

IN THE UNITED STATES DISTRICT COURT
FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA, Nos. C 98-00085 CRB
C 98-00086 CRB
Plaintiff, C 98-00087 CRB
C 98-00088 CRB
v. C 98-00089 CRB
C 98-00245 CRB
CAII\INABIS CULTIVATOR'S CLUB,
etal.,
Defendants.
AND RELATED ACTIONS. j
Declarstion of David Sanders

Case Nos. C 98-0008$ CRB, C 98-00086 CRB, C 98-00087
CRB, C 98-00088 CRB, C98-00089 CRB, C 98-00245 CRB

DECLARATION OF DAVID SANDERS
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[. DAVID SANDERS, declare as follows:

1. My name is David C. Sanders. [am over the age of 21, am of sound mind, and am
competent to testify to the matters stated herein.

5. [ am a member of the Oakland Cannabis Buyers' Cooperative. [ have AIDS. My
physician has recommended that [ use medical cannabis. [t works when nothing else does work
at alleviating some of my symptoms.

3. [ was not present at any press conference on May 21, 1998. Although [ was scheduled
to be at the Cooperative's offices that day to appear at a press conference, {‘ suffer from a serious
life-threatening illness, complications from which prevented me attending the event.

[ declare under penalty of perjury that the foregoing is true and correct to the best of my
knowledge.

Executed this I\ day of August, 1998, in Oakland, California.

XQW(@ Q’\Sﬁk \M

David Sanders

Declaration of David Sanders
Case Nos. C 98-00085 CRB, C 98-00086 CRB, C 98-00087
CRB, C 98-00088 CRB, C98-00089 CRB, C 9800245 CRB -1- ER1431
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ROBERT A. RAICH (State Bar No. 147515)
1970 Broadway, Suite 1200

Oakland, California 94612

Telephone: (510) 338-0700

GERALD F. UELMEN (State Bar No. 39909)

Santa Clara University, School of Law
Santa Clara, California 95053
Telephone: (408) 554-5729

JAMES J. BROSNAHAN (State Bar No. 34555)

ANNETTE P. CARNEGIE (State Bar No. 118624)
ANDREW A. STECKLER (State Bar No. 163390)

MORRISON & FOERSTER we

425 Market Street

San Francisco, California 94105-2482
Telephone: (415) 268-7000

Attorneys for Defendants
OAKLAND CANNABIS BUYERS’
COOPERATIVE AND JEFFREY JONES

IN THE UNITED STATES DISTRICT COURT

FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
v.
CANNABIS CULTIVATOR’S CLUB, etal,,

Defendants.

AND RELATED ACTIONS.

C 98-00085 CRB
C 98-00086 CRB
C 98-00087 CRB
C 98-00088 CRB
C 98 00089 CRB
C 98 00245 CRB

No.

DECLARATION OF ANDREW A.
STECKLER IN SUPPORT OF
DEFENDANTS® RESPONSE TO SHOW
(éagSE ORDER IN CASE NO. C 98-0088

Date: September 28, 1998
Time:  2:30 p.m.
Courtroom: 8

Hon. Charles R. Breyer

DECLARATION OF ANDREW A. STECKLER IN SUPPORT OF DEFENDANTS' RESPONSE TO SHOW CAUSE

ORDER IN CASE No. C 98-0088 CRB
sf-571000
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I, ANDREW A. STECKLER, declare:

1. [ am a member of the bar of the State of California, and an associate at the law firm of
Morrison & Foerster LLP, and represent defendants Jeffrey Jones and the Oakland Cannabis Buyers'
Cooperative in this matter. I have personal knowledge of the facts stated herein, and if called as a
witness, I could and would testify competently as to them.

2. Attached hereto as Exhibt A is a true and correct copy of the Report of Investigation
of Peter A. Ott dated 5/21/98. .

[ declare under penalty of perjury under the laws of the State of California that the foregoing

is true and correct.

Executed this /_Zth day of September, 1998, at Sar Francisco, California.

p

" ANDREW/A. STECKLER

DECLARATION OF ANDREW A. STECKLER IN SUPPORT OF DEFENDANTS' RESPONSE TO SHOW CAUSE
ORDER IN CASE No. C 98-0088 CRB
sf-571000
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U.S. Department of Justice
’ g - non
Drug Earorcement Adminisoa

REPORT OF INVESTIGATION Page 1 of 2

1. Program Code 2. CFri?ess Relateg Files 3. File No. 4. G-DEP Identfier

n/a
5By feter a. Ott, S/A . Aanpmeey — ———

At Sen francisco DO 8

0

7 [ Closea [J Requested Action Compieted u 8. Date Prepared

[0 Acton Reguested By: 5/21/98

9. Other Otficers: S/A Mark Nelson

10. Report Re: undercover and Surveillance of the OAKLAND CANNARBRIS BUYERS CLUB on 05/21/98

DETAILS

1. Reference is made to all previous ROI’s under this investigation.

2. On May 21, 1998, at approximately 11:00 a.m., S/A’s Peter Ott, Dean
Arnold, Mark Nelson, and Bill Nyfeler set up surveillance in the
immediate vicinity of the OAKLAND CANNABIS BUYERS CLUB located at 1755
2roadway Oakland, Ca.

3. . The above agents observed individuals entering into the building that
contains the OAKLAND CANNABIS BUYERS CLUB. The agents also observed
numerous television news vans parked in front of the building.

4. At approximately 11:10 a.m., S/A’s Ott and Nyfeler entered into the

wm
.

building. Both of the agents produced their identification when asked
from a security guard. S/A Ott produced his undercover California
Drivers’ License. S/A Nyfeler produced DEA exhibit #N100, an OAKLAND
CANNABIS BUYERS CLUB card #1107. Subsequently, both of the agents
entered into the club on the third floor.

S/A Ott again produced his identification when asked by a second
security guard on the third floor. The security guard allowed S/A Ott
to enter the club. S/A Ott observed no less than six television crew
teams taking statements and video tape of members purchasing marijuana
over the counter from employees. S/A Ott also observed ten over the
counter sales of marijuana to individuals. S/A Ott observed one
individual purchase marijuana and begin to roll a marijuana cigarette.

11. Distnbution: 12.Signature (Agent) - 13. Date
oivision (D Peter A. Ott %\ 05/21/98

Other

JEA F
g 1994 8

District 14. Approved (Name & 15. Uals
Dale W. S 05/21/98
DEA SENSITIVE
PAO Orug Enforcament Administration 1-Prosecutor
This report is the ol te Enforcament Administration.
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U.S. Department of Justice

* Drug Enforcement Adrmunisgation

‘ Z. G-UEP Igenufer

1. Fiie NoO.
REPORT OF INVESTIGATION Amm—
3. Fite Title ﬁ

(Continuation)

4.

Page 2 of 2 ! <

5. Program Code
n/a

6. Date Prepared
5/21/98

(o)}

~J

a,

At approximately 11:20 a.m., while S/A Ott was waiting in the room
designated for the press conference, an individual yelled into the
press room that a DEA agent was in the club. Shortly thereafter,
ORKLAND CBC Director Jeff JONES came into the press room and yelled to
the media personnel that a DEA agent was discovered. The media
personnel emptied the room and went to the elevator to where S/A
Nyfeler was standing and attempting to depart the club.

S/A Ott walked to the elevator and stood next to S/A Nyfeler for
safety purposes. The media and employees began yelling at S/B Nyfeler
and refused to allow S/A Nyfeler to cepart by keeping cameras Jjammed
into the elevator door. The media pecsonnel then began asking
guestions and continued to block the agents from departing. After
approximately five minutes from when S/A Nyfeler’s presence being
known, the media and employees allowed the elevator door to close.

At approximately 11:25 a.m., the agents departed the club.

NDEXING
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IN THE UNITED STATES DISTRICT COURT

FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
V.
CANNABIS CULTIVATOR'S CLUB, et al.,

Defendants.

AND RELATED ACTIONS.
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Case No. C 98 00088 CRB
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I, HAROLD SWEET, declare:

1. [ am a patient-member of the Oakland Cannabis Buyers’ Cooperative (the
“Cooperative™). | have personal knowledge of the facts stated herein, and if called as a witness, |
could and would testify competently as to them.

2. [ am a retired school teacher. [ taught botany and biology in a junior college. I am
sixty-four years old. I suffer from glaucoma.

3. I was first diagnosed with glaucoma in 1994. At that time my field of vision was
deteriorating rapidly. Also, I experienced intense pain from the build up of pressure in my eyes. |
also experienced pain when I was exposed to bright lights. 1 often had to go lie down in a dark room
just to try to escape the pain.

4, Prior to my eye disease, | was never an illicit drug user or somebody who used
marijuana. Personally, | have actually always been opposed to the so-called “pot-heads” in our
society.

5. Since my glaucoma diagnosis I have been taking medical cannabis for my condition.
This medicine has worked wonders. First, the medical cannabis keeps my eye pressure down. When
I medicate with cannabis, the pain goes away, and | no longer experience intense pain from bright
lights.

6. Second, much to my doctor's amazement, not only has my field of vision not
deteriorated any further since | have been medicating with cannabis, but it may have even improved.
Also, my doctor has told me that my optic nerve is in good shape. [ attribute this to the cannabis
treatment.

7. There is a very strong possibility that I would be blind if I did not take cannabis for
my glaucoma.

8. Though I have tried other drugs and treatments for my glaucoma, no other drug or
treatment works for me.

9. According to my doctor’s suggestion, I have been modulating my use of medical
cannabis. Currently, I smoke a little bit of cannabis three times a day. This is the only way I know

how to get through the day without pain. It is also the only way I know how to maintain my vision.

DECLARATION OF HAROLD SWEET
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10.  The Cooperative has provided a safe place where [ can get this life-saving medicine.
[f cannabis were not available through the Cooperative, I would be forced to go without the only

medication that has worked to alleviate my glaucoma.

I declare under penalty of perjury under the laws of the State of California that the foregoing

is true and correct.

Executed this _{ O day of September at Oakland, California.

Harold Sweet
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IN THE UNITED STATES DISTRICT COURT
FOR THE NORTHERN DISTRICT OF CALIFORNIA

UNITED STATES OF AMERICA,
Plaintiff,
V.
CANNABIS CULTIVATOR'S CLUB, et al,,

Defendants.

AND RELATED ACTIONS.

DECLARATION OF YVONNE WESTBROOK
CASE No. C 98-00088 CRB
sf-569177
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I, YVONNE WESTBROOK, declare:

1. My name is Yvonne Renee Westbrook. I am 45 vears of age, am of sound mind, and
am competent to testify to the matters stated herein.

2. [ am a member of the Oakland Cannabis Buyers' Cooperative. [ was present at the
Cooperative during a press conference on May 21, 1998.

3. [ was diagnosed with multiple sclerosis in 1979. Because of my condition, [ am
confined to a wheelchair. Cannabis helps me cope with many of the conditions brought on by my
illness. True and correct copies from my medical record are attached as “Exhibit A.”

4. Spasticity is one of my symptoms caused by multiple sclerosis—my legs will jump
uncontrollably. My doctor has prescribed Valium for the spasticity, but it does not work as well as
cannabis. It takes Valium approximately one hour to take effect, and during that hour my legs
continue to jump around. After the Valium does take effect, I just want to fall asleep, and cannot
function well. When I take Valium, I feel listless and worthless. In contrast, after I take just a few
puffs of cannabis, the spasticity immediately subsides, and | can go about my normal activities.
Cannabis makes it possible for me to live a fulfilling life: Currently, my primary endeavor is
working as a peer counselor for other people with multiple sclerosis.

5. Chronic pain is another condition from which I suffer—my feet and legs experience
throbbing aching. I also feel pain in my hands and eyes. My doctor prescribed pain relievers, which
help some at night, but during the day cannabis is the one and only medicine that helps me cope with
the pain. The other pain relievers, such as Vicodin, also make me feel listless and they give me
constipation. Another pain medication I have tried completely knocks me out. It makes me so weak
that I cannot stand at all. Cannabis does not have this side effect.

6. I suffer from terrible headaches. Cannabis helps me cope with that pain as well. My
doctor prescribed Vicodin for my headaches, but I try not to use it because it can be addictive and can
cause liver problems. Lord knows, I don't want liver problems along with multiple sclerosis.

7. Multiple sclerosis also makes it hard for me to sleep. Cannabis is effective at helping
me sleep, and the next morning I feel rested and refreshed. Other medications my doctor prescribed

for sleeping, such as Restoral, have side effects: The next moming I felt lethargic, without energy,
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and not like myself. The prescription drugs rob me of energy, which is low anyway because of

multiple sclerosis.

8. Being disabled can make me depressed, and I suffer from mood swings, but cannabis
improves my attitude. For example, I sometimes suffer from depression because of my condition. or
[ can become angry at my inability to perform simple daily tasks. In those circumstances, [ can
medicate with cannabis and it quickly improves my mental outlook. Being depressed aggravates the
headaches and fatigue I experience, which are symptoms of multiple sclerosis, whereas having a
good mental attitude alleviates those symptoms and improves my condition.

9. My doctor is very supportive of my use of cannabis. He is glad [ have a medicine that
helps me in so many ways. In the hospital, at various times, the nurses have seen me medicating with
cannabis. They, too, have been very supportive of me.

10. I only use cannabis for medical purposes, not recreationally. 1am 45 years old—I
have neither the time nor the inclination to use drugs recreationally. Because I smoke several
cannabis cigarettes every day, it does not have a psychoactive effect on me.

11.  The Oakland Cannabis Buyers' Cooperative provided a safe, clean, and comfortable
place to obtain cannabis. That is important to me because, being in a wheelchair, 1 do not want to go
to seedy places, or to parks or to the streets, in search of medicine. The elements I would have to
endure in order to get medicine there are dangerous, and it would be stressful. I am afraid of the
guns, neighborhoods, and unsavory people I would need to interact with in order to obtain cannabis
on the black market.

I declare under penalty of perjury under the laws of the State of California that the foregoing
is true and correct.

Executed this (;[ day of September, in Oakland, California.

YRl

Yvonne Westbrook
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GARY L. CHAN, M.D.
=== .« Certified Intemnal Medicine

R 1199 Bush Saeet, Siate 400
| San Franasco, CA 34109
Telephone: (415) 474-7900

August 16, 1996

o

To Whom It May Concerm,

I am vriting this letter to confirm that my patient,
Ms. Yvonne Westbrook does have Multiple Sclerosis. If you
have any questions or concerns, please feel free to call .

wy office. Thank you.

Sincerely,

yy-

_ Gary L. Chaa, M.D.

ER1444
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OAKLAND CANNABIS BUYERS CLUB
PHYSICIAN STATEMENT

My pasient, __%&znﬂ.b_ﬁm . 1s being
treated for _ E::E:‘g@= Seloacrain .

We have di the medical benefits and risks of marijuana use as a
treatment for this condition. I would consider prescribing marijuana for this
patient's condition if I were legally able to do so. If my patient chooses to use
marijuana therapeutically, I will continue to monitor his'her condition and
provide advice on his/her progress.

A’M A- Cé-‘—v\.r‘f-)

1A
Physician's Signature W
GARN | Cppey D A NJJU
A

~ Physician's Name (printed)

13 BAUS K- ST # A5O
Address .

Lo

City, State and Zip Code

(A\S) AFA-FIQD
Phone Number

Oakland Cannabdis Buyers' Club
(510) 832-5346
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