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TheMarijuana Problem

By Lester Grinspoon, MD

From a speech to the 2003 confer-
ence of the National Organization to
Reform the Marijuana Laws (NORML)
published in the June 2003 Journal of
Cognitive Liberty.

“Unless we put medical freedoms
into the Constitution, the time will come
when medicine will organizeinto a...
dictatorship. To restrict the art of heal-
ing to one class of men and deny equal
privileges to others will constitute the
Bastille of medical science. All such
laws are un-American and despotic and
have no placein arepublic. The Congti-
tution of this republic should make spe-
cial privilege for medical freedom as
well asreligious freedom.”

—Benjamin Rush, physician and
signer of the Declaration of Indepen-
dence

There are many thousands of patients
who currently use cannabis as a medi-
cine. Only seven are allowed to use it
legally. They are the only survivors
among the several dozen patients who
were awarded Compassionate Use INDs
during aperiod of time from 1976 until
1991 when the government halfheartedly
acknowledged that marijuana has me-
dicinal properties.

This program was actually discontin-
ued because of the exponentially grow-
ing number of Compassionate IND ap-
plications; the official reason was pro-
vided by James O. Mason, then chief of
the Public Hedlth Service: “It givesabad
signal. | don’t mind doing that if there
is no other way of helping these people...
But thereis not a shred of evidence that
smoking marijuana assists a person with
AIDS”

Each of the surviving IND recipients
receives monthly atin containing enough
rolled marijuanajointsto treat hisor her
symptoms for that month. Because the
qudity of the cannabisis paoor, it requires
more inhalation than a superior quality
medicinal cannabiswould. In fact, some
of the recipients have been known to
supplement this Government Issue with
better quality street marijuana.

In 1985 the Food And Drug Admin-
istration (FDA) approved dronabinol
(Marinal) for the treatment of the nau-
sea and vomiting of cancer chemo-
therapy. Dronabinol isasolution of syn-
thetic tetrahydrocannabinol in sesame ail
(the sesame oil is meant to protect
against the possibility that the contents
of the capsule could be smoked).
Dronabinol was developed by Unimed
Pharmaceuticals Inc. with a great deal
of financial support from the United
States government. This was the first
hint that the “ pharmaceuticalization” of
cannabis might be what the government
hoped would solve its problem with
marijuana as medicine, the problem of
how to make the medicinal properties of
cannabis (in so far as the government
believes such properties exist) widely
available while at the same time prohib-
iting its use for any other purpose.

But Marinol did not displace mari-
juana as “the treatment of choice;” most
patients found the herb itself much more
useful than dronabinol in the treatment
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of the nausea and vomiting of cancer
chemotherapy. In 1992, the treatment
of the AIDS wasting syndrome was
added to dronabinol’s labeled uses;
again, patients reported that it wasinfe-
rior to smoked marijuana.

Because it was thought that it would
sell better if it were placed in alessre-
strictive Drug Control Schedule, it was
moved from Schedule 2 to Schedule 3
in the year 2000. But Marinol has not
solved the marijuana-as-a-medicine
problem because so few of the patients
who have discovered the therapeutic use-
fulness of marijuana use dronabinol. In
general, they find it less effective than
smoked marijuana, it cannot be titrated
becauseit hasto be taken orally, it takes

GLAUCOMA PATIENT Elvy Musika with her
federally supplied cannabis cigarettes.

at least an hour for the therapeutic effect
to manifest itself, and even with the pro-
hibition tariff on street marijuana,
Marinol is more expensive ($8-$10/cap-
sule). Thus, the first attempt at
pharmaceuticalization proved not to be
the answer. In practice, for many patients
who use marijuana as a medicine the
doctor-prescribed Marinol serves prima:
rily as a cover from the threat of the
growing ubiquity of urine tests.

Cannabis Buyers Clubs

In those states, notably California,
which allow for doctor-recommended
use of cannabis, buyers' clubs or com-
passion clubs have evolved as cannabis
pharmacies for patients with appropri-
ate physician documentation. Two dis-
tribution models have evolved. Oneis
based on the conventional delivery sys-
tem for medicine: a patient visits a buy-
ers club (read: pharmacy), where he or
she presents a note from a physician,
certifying that the patient has a condi-
tion for which the physician recom-
mends cannabis (read: prescription).
The proprietor of the club (read: phar-
macist) fills the prescription and the pa-
tient leaves to use the medicine, presum-
ably at home. Thismodel preservesthe
medical profession’s authority to decide
who shall use a medicine and for how
long. The pharmacy provides a source
— inthis case a nonprofit one— for the
medicine. If the doctor and the pharma-
cist behave ethically, only those who
have a medical need for marijuana can
receiveit. Inturn, patients have areli-
able source for the drug, relieving them
of the stress of buying it on the street or
secretly growing their own. The staid
set-up of the club and the attitudes of the
proprietors make it clear that the patient
is no more expected to use his medicine
there than he would be in a conventional
pharmacy.

The second distribution model re-
sembles asocia club more than it does
apharmacy. Thedispensing areaisplas-
tered with menus offering types, grades

and prices. Large rooms are filled with
brightly colored posters, lounge chairs
and sofas, tables, magazines and news-
papers. While some patients remain only
long enough to buy their medicine, most
stay to smoke and talk. There are ani-
mated conversations, laughter, music
and the pervasive, pungent odor of can-
nabis. The atmosphereisinformal, wel-
coming and warm, providing support for
patients who may be socially isolated
and have little opportunity to share con-
cerns and feelings about their illnesses.
This type of club is a blend of
Amsterdam-style coffeehouse, American
bar and medical support group. The
model was developed and epitomized by
the San Francisco Cannabis Cultivators
Club.

Until some kind of legal ac-
commodation makes it possible
for patients to obtain mari-
juana without violating the law,
buyers’ clubs are the best ap-
proach to the problem.

Until some kind of legal accommo-
dation makes it possible for patients to
obtain marijuana without violating the
law, buyers' clubs are the best approach
to the problem. Yet the federa govern-
ment, including the White House, the
Drug Enforcement Administration and
federal law enforcement at all levels,
remains opposed to theidea. While for
ashort period of time after the publica
tion of the Institute of Medicine report,
“ Marijuana and Medicine: Assessing
the Science Base,” the Feds retreated
somewhat from their position that mari-
juanahas no therapeutic value, they have
been working diligently to close
the cannabis clubs.

Many if not most advocates
who recognize the importance of
buyers' clubs believe that the first
model is preferable to that repre-
sented by the San Francisco club.
The former is more businesslike,
conforms more closdly to the phar-
macy model and at least appears
to be more vigilant about check-
ing the documentation of people
who present themselves as pa-
tients. The San Francisco model
club, largely because of the on-site
marijuana smoking and its relaxed
atmosphere, appeared to be more
casual in its commitment to con-
firming medical need, which made
even the supporters of buyers’
clubs alittle nervous.

Y et the importance of the so-
cial aspect of buyers' clubs cannot
be underestimated and, in my view,

Dennis Peron in the doorway of his history-making
cannabis club at 1444 Market St., San Francisco.

It is becoming increasingly
clear that emotional support
playsa salutary rolein battling
many illnesses.

cancer were found to be 50 percent less
likely to diein thefirst few months after
surgery if they had confidants.

In afour-year study of 133 breast
cancer patients, married women had a
longer average survival time.

Researchers have consistently found
that support groups are effective for pa-
tients with avariety of cancers. Partici-
pants become less anxious and de-
pressed, make better use of their time and
are more likely to return to work than
patients who are given only standard
care, regardless of whether they have
serious psychiatric symptoms.

Thereis evidence that even brief sup-
portive therapy can have benefitsthat last
for months. Some researchers have
made the controversial claim that mere
participation in support groups can pro-
long cancer patients’ lives. The San
Francisco buyers' club functioned very
much as an informal support group. It
was nhot designed by psychiatrists and
social scientists to provide supportive
group therapy, but thereis reason to be-
lieveit did.

One of the properties of marijuana
may have contributed to its effective-
ness: when people use cannabis, they
tend to be more sociable and find it easier
to share difficult thoughts and feelings.
If thereis even one kernel of truth to the
idea that talking about the stress, set-
backs and triumphs in the battle against
an illness can help a patient cope and
recover, it is clear that the San Francisco
model provides the best environment for

o, -

offersamedically significant new
mode for future conventional use of can-

nabis as amedicine.

It is becoming increasingly clear that
emotional support — contacts with and
help from fellow patients, friends, fam-
ily, co-workers and others — plays a
salutary rolein battling many illnesses.
Thiskind of support improves the qual-
ity of life, and there is growing evidence
that it may even prolong life.

In one study, socially isolated women
were found to be five times more likely
to die from ovarian and related cancers
than women with networks of friends
and families.

In another study, women with breast

the dispensing of medicinal marijuana.
Furthermore, the existence of this
kind of medical service would solve a
difficult problem for the physician who
recommends marijuanato a patient, par-
ticularly an older one, who lacks expe-
rience. Unlike most prescriptions which
require little more preparation than pro-
viding the patient with an understand-
ing of the possibletoxic (“side-") effects,
many marijuana-naive patients will re-
quire someone to teach them how to use
it comfortably. Such instruction is
readily available at a San Francisco-type

continued on page 13
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facility.

Unfortunately, we livein a culture
that considers such afacility apublic nui-
sance and criminalizes a compassionate
form of caring out of loyalty to a sym-
bolic war on drugs. In any event, the
present federal government is not going
to alow the development of a separate
distribution system, and certainly not on
the San Francisco model, for this one
medicine.

If the government in fact closes down

the buyers' clubs, what options are avail-
able to the many thousands of patients
who find cannabis of great importance,
even essential, to the maintenance of their
health? They can either use Marinol,
which most find unsatisfactory, or they
can break the law and use marijuana.

The Government’s Problem

Why is a government which consid-
ersitself “compassionate” criminalizing
these patients? What is the government’s
problem with medical marijuana?

The problem as seen through the eyes
of the government is the belief that as
growing numbers of people observerela
tives and friends using marijuana as a
medicine, they will come to understand
that thisis a drug which does not con-
form to the description the government
has been pushing for years. They will
first come to appreciate what a remark-
able medicineit redly is; itislesstoxic
than almost any other medicine in the
pharmacopoeig; it is, like aspirin, remark-
ably versatile; and it is less expensive
than the conventional medicinesit dis-
places.

They will then begin to wonder if
there are any properties of this drug
which justify denying it to people who
wish to use it for any reason, let alone
arresting more than 700,000 citizens an-
nually. Thefederal government seesthe
acceptance of marijuana as a medicine
as the gateway to catastrophe, the repeal
of its prohibition. In so far as the gov-
ernment views as anathema any use of
plant marijuana, it is difficult to imagine
it accepting alegal arrangement that
would allow for its use as a medicine,
while at the same time vigorously pur-
suing a policy of prohibition of any other
use. Y ¢, there are many who believe this
type of arrangement is possible and
workable. Infact, thisisthe option the
Canadian and Dutch governments are
presently pursuing as are various states
inthe U.S. Let usconsider what might
be involved in establishing and maintain-
ing such alegal arrangement in this coun-
try.

The first requirement at thistimeis
that the FDA approve marijuana as a
medicine. One can argue, however, that
FDA approval is superfluous where can-
nabisasamedicineis concerned. Drugs
must undergo rigorous, expensive, and
time-consuming tests before they are
approved by the Food and Drug Admin-
igtration for marketing as medicines. The
purpose is to protect the consumer by
establishing safety and efficacy. Because
no drug is completely safe or always ef-
ficacious, an approved drug has presum-
ably satisfied arisk-benefit analysis.

When physicians prescribe for indi-
vidual patients they conduct an informal
analysis of asimilar kind, taking into

account not just the drug’s overall safety
and efficacy, but its risks and benefits
for a given patient with a given condi-
tion. The formal drug approval proce-
dures help to provide physicians with the
information they need to make this
analysis. This system is designed to
regulate the commercial distribution of
drug-company products and protect the
public against false or mideading claims
about the efficacy and safety.

The drug is generally asingle syn-
thetic chemical that a pharmaceutical
company has acquired or developed and
patented. It submits an application to
the FDA and testsit first for safety in
animals and then for clinical efficacy
and safety. The company must present
evidence from double-blind controlled
studies showing that the drug is more
effective than a placebo. Case reports,
expert opinion, and clinical experience
are not considered sufficient.

The standards have been tightened
since the present system was established
in 1962, and few applications that were
approved in the early ' 60s would be ap-
proved today on the basis of the same
evidence. Certainly we need more labo-
ratory and clinical research to improve
our understanding of medicinal can-
nabis. We need to know how many pa
tients and which patients with each

symptom or syndrome are likely to find
cannabis more effective than existing
drugs. We aso need to know more about
its effects on the immune systemin im-
munologically impaired patients, itsin-
teractions with other medicines, and its
possible uses for children.

IsFDA Approval Appropriate?

But | have come to doubt whether
the FDA rules should apply to cannabis.
Thereis no question about its safety. It
isone of humanity’s oldest medicines,
used for thousands of years by millions
of peoplewith very little evidence of sig-
nificant toxic effects. Moreis known
about its adverse effects than about those
of most prescription drugs. The gov-
ernment of the United States has con-
ducted through its National Institute of
Drug Abuse (NIDA) a decades-long
multimillion-dollar research programin
afutile attempt to demonstrate signifi-
cant toxic effects that would justify the
prohibition of cannabis as a non-medi-
cal drug. Should time and resources be
wasted to demonstrate for the FDA what
isaready so obvious?

But evenif it werelegally and prac-
tically possible to do the various phased
studies to win FDA approval, where
would the money to finance these stud-
ies come from? New medicines are al-
most invariably introduced by drug
companies that spend many millions of
dollars on the devel opment of each prod-
uct. They are willing to undertake these
costs only because of the anticipated
large profits during the 20 years they
own the patent. Obviously pharmaceu-
tical companies cannot patent mari-
juana. In fact they are very much op-
posed to its acceptance as a medicine
because it will compete with their own
products.

It is unlikely that whole smoked

marijuana should or will ever be devel-
oped as an officially recognized medi-
cine viathis route. Thousands of years
of use have demonstrated its medical
value; the extensive government-sup-
ported effort of the last three decades to
establish a sufficient level of toxicity to
support the harsh prohibition has instead
provided arecord of safety that is more
compelling than that of most approved
medicines.

To impose this protocol on
cannabis would be like making
the same demand of aspirin

The modern FDA protocol is hot nec-
essary to establish arisk-benefit estimate
for adrug with such a history. To im-
pose this protocol on cannabis would be
like making the same demand of aspi-
rin, which was accepted as a medicine
more than 60 years before the advent of
the double-blind controlled study. Many
years of experience have shown us that
aspirin has many uses and limited toxic-
ity, yet today it could not be marshaled
through the FDA approval process. The
patent has long since expired, and with
it the incentive to underwrite the substan-
tial cost of this modern seal of approval.

The only sources of funding
for a*“ start-from-scratch” ap-
proval would be non-profit or-
ganizations or the government.

Cannabis, too, is unpatentable, so the
only sources of funding for a*“ start-from-
scratch” approval would be non-profit
organizations or the government, which
is, to put it mildly, unlikely to be help-
ful. Other reasons for doubting that mari-
juanawould ever be officially approved
are today’ s anti-smoking climate and,
most important, the widespread use of
cannabis for purposes disapproved by
the government.

To see some of the obstacles to this
approach to the problem, consider the
effects of granting marijuanalegitimacy
as amedicine while prohibiting it for any
other use. How would the appropriate
“labeled” uses be determined and how
would “off-label” uses be monitored?
L et us suppose that studies satisfactory
to the FDA are somehow completed af -
firming that marijuanais safe and effec-
tive as atreatment for the AIDS wast-
ing syndrome and/or AIDS-related neu-
ropathy, and physicians are able to pre-
scribe it for those conditions. Thiswill
present unique problems. When adrug

is approved for one medical purpose,
physicians are generally free to write off-
label prescriptions — that is, prescribe
it for other conditions aswell. |f mari-
juanais approved as a medicine, how
will off-label prescribing play out?
Surely, knowledgeable physicians will
want to prescribe it for some patients
with multiple sclerosis, Crohn’ s disease,
migraine, convulsive disorders, spastic
symptoms, and other conditions for
which the use of cannabisiswell estab-
lished by a mountain of anecdotal evi-
dence. But what about premenstrual
syndrome? Surely women who suffer
from this disorder consider it a serious
problem, and many of them find can-
nabis the most useful and least toxic
treatment. What about the loss of erec-
tile capacity in paraplegics? What about
intractable hiccups? And then thereis de-
pression, not the DSM-1V defined ma-
jor affective disorder, but the common
low-level dysphoric condition for which
genera practitioners frequently prescribe
SSRI’ s such as Prozac? What about bi-
polar disorder?

Generaly speaking, the more danger-
ousadrug is, the more serious or dehili-
tating must be a symptom or illness for
which it is approved. Conversely, the
more serious the health problem, the
more risk istolerated. If the benefitis
very large and the risk very small, the
medicineis distributed over the counter
(OTC). OTC drugs are considered so
useful and safe that patients are allowed
to use their own judgment without a
doctor’ s permission or advice. Thus,
today anyone can buy and use aspirin for
any purpose at all. Thisis permissible
because aspirin is considered to be so
safe; it takes “only” oneto two thousand
lives ayear in the United States.

The remarkably versatile ibuprofen
(Advil) and other non-steroidal anti-in-
flammatory drugs (NSAIDs) can also be
purchased OTC because they, too, are

considered very safe; “only” 10,000
Americans lose their livesto these drugs
annually.

Acetaminophen (Tylenol), another
useful OTC drug, isresponsible for about
10 percent of cases of end-stage renal
disease.

The public is also allowed to pur-
chase many herbal remedies whose dan-
gers and efficacies have not been well
determined. Compare these drugs with
marijuana. Today, no one can doubt that
itis, as DEA Administrative Judge
Francis L. Young put it, “...among the
safest therapeutic substances known to
man.” If it were now in the officia phar-
macopoeia, it would be a serious con-
tender for the title of least toxic substance
in that compendium. Initslong history,
cannabis has never caused asingle over-
dose death.

Then thereis the question of who will
provide the cannabis. The federal gov-
ernment now provides marijuana from
itsfarm in Mississippi to the seven sur-
viving patients covered by the now-dis-
continued Compassionate IND program.

continued at right
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But surely the government could not or
would not produce marijuanafor many
thousands of patients receiving prescrip-
tions, any more than it does for other
prescription drugs.

If production is contracted out, will
the farmers have to enclose their fields
with security fences and protect them
with security guards? How would the
marijuana be distributed? If through
pharmacies, how would they provide
secure facilities capable of keeping fresh
supplies? Would the price of pharmaceu-
tical marijuana have to be controlled —
not too high, lest patients be tempted to
buy it on the street or grow their own;
not too low, lest people with marginal
or fictitious “medical” conditions be-
siege their doctors for prescriptions?

What about the parallel problems
with potency? When urine tests are de-
manded of workers, what would be the
bureaucratic and other costs of identify-
ing those who use marijuanalegaly asa
medicine as distinguished from those
who use it for other purposes?

To readlize the full potential of can-
nabis as a medicine in the setting of the
present prohibition system, we would
have to address all these problems and
more. A delivery system that success-
fully navigated this minefield would be
cumbersome, inefficient, and bureau-
cratically top-heavy. Government and
medical licensing boards would insist on
tight restrictions, challenging physicians
as though cannabis were a dangerous
drug every time it was used for any new
patient or purpose. There would be con-
stant conflict with one of two outcomes:
patients would not get all the benefits
they should, or they would get the ben-
efits by abandoning the legal system for
the black market or their own gardens
and closets.

Phar maceuticalization of cannabis

A solution now being proposed, no-
tably in the Institute of Medicine (IOM)
Report, is what might be called the
“pharmaceuticalization” of cannabis:
prescription of isolated individual can-
nabinoids, synthetic cannabinoids, and
cannabinoid analogs. The IOM Report
states that “...if there is any future for
marijuanaas amedicing, it liesinitsiso-
lated components, the cannabinoids, and
their synthetic derivatives.”

It goes on: “Therefore, the purpose
of clinical trials of smoked marijuana
would not be to develop marijuanaas a
licensed drug, but such trials could be a
first step towards the development of
rapid-onset, non-smoked cannabinoid
delivery systems.”

Some cannabinoids and anal ogs may
indeed have advantages over whole
smoked or ingested marijuanain limited
circumstances. For example, cannabidiol
may be more effective as an anti-anxi-
ety medicine and an anticonvulsant when
it is not taken along with THC, which
sometimes generates anxiety.

Other cannabinoids and anal ogs may
prove more useful than marijuanain
some circumstances because they can be
administered intravenously. For ex-
ample, 15 to 20 percent of patientslose
consciousness after suffering athrom-
botic or embalic stroke, and some people
who suffer brain syndrome after a severe
blow to the head become unconscious.
The new analog dexanabinol (HU-211)
has been shown to protect brain cells
from damage when given immediately
after the stroke or trauma; in these cir-
cumstances, it will be possibleto give it
intravenously to an unconscious person.

Presumably other analogs may offer
related advantages. Some of these com-
mercial products may also lack the psy-
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choactive effects which make marijuana
useful to somefor non-medical purposes.
Therefore, they will not be defined as
“abusable” drugs subject to the con-
straints of the Comprehensive Drug
Abuse and Control Act. Nasal sprays,
vaporizers, nebulizers, skin patches,
pills, and suppositories can be used to
avoid exposure of the lungs to the par-
ticulate matter in marijuana smoke.
The question iswhether these devel-
opments will make marijuana, the plant,
medically obsolete. Surely many of these
new products would be useful and safe
enough for commercial development. It
is uncertain, however, whether pharma-
ceutical companies will find them worth
the enormous devel opment costs.
Some may be (for example, a can-
nabinoid inverse agonist that reduces
appetite might be highly lucrative), but
for most specific symptoms, analogs or
combinations of analogs are unlikely to
be more useful than natural cannabis.
Nor arethey likely to have asignificantly
wider spectrum of therapeutic uses, since
the natural product contains the com-
pounds (and synergistic combinations of
compounds) from which they are de-
rived. For example, the naturally occur-
ring THC and cannabidiol of marijuana,
as well as dexanabinol, protect brain
cells after a stroke or traumatic injury.
The cannabinoids in whole marijuana
can be separated from the burnt plant
products (which comprise the smoke) by
vaporization devices that will be inex-
pensive when manufactured in large
numbers. These devices take advantage
of thefact that finely chopped marijuana
rel eases the cannabinoids by vaporiza-
tion when air flowing through the mari-
juanais held within afairly large tem-
perature window below the ignition tem-
perature of the plant material. (See re-
lated story on page 9).
Inhalation isahighly effective means
of ddlivery, and faster means will not be

available for analogs (except in afew
situations such as parenteral injection in
apatient who is unconscious or suffer-
ing from pulmonary impairment).

The rapidity of the response
to inhaled marijuana makes it
possible for patients to titrate
the dose precisely

It isthe rapidity of the response to
inhaled marijuana which makes it pos-
sible for patients to titrate the dose so
precisely. Furthermore, any new analog
will have to have an acceptable thera-
peutic ratio. The therapeutic ratio (an in-
dex of the drug's safety) of marijuanais
not known because it has never caused
an overdose death, but it is estimated,
on the basis of extrapolation from ani-
mal data, to be an almost unheard of
20,000 to 40,000.

The therapeutic ratio of a new ana-
log isunlikely to be higher than that; in
fact, new analogs may be much less safe
than smoked marijuana because it will
be physically possible to ingest more of
them. And thereisthe problem of clas-
sification under the Comprehensive
Drug Abuse and Control Act for analogs
with psychoactive effects. The more re-
strictive the classification of adrug, the
lesslikely drug companies are to develop
it and physiciansto prescribeit.

Recognizing this economic fact of
life, Unimed Pharmaceuticals Inc. has
fairly recently succeeding in getting
Marinol (dronabinol) reclassified from
Schedule 2 to Schedule 3. Nevertheless,
many physicians will continue to avoid
prescribing it for fear of the drug en-
forcement authorities.

G.W. Pharmaceuticals

A somewhat different approach to the
pharmaceuticalization of cannabisis
being taken by a British company, G. W.

Pharmaceuticals. It is attempting to de-
velop products and delivery systems
which will skirt the two primary popu-
lar concerns about the use of marijuana
as amedicine: the smoke and the psy-
choactive effects (the “high”).

To avoid the need for smoking, G.
W. Pharmaceuticals has developed an
electronically controlled dispenser to
deliver cannabis extracts sublingualy in
carefully controlled doses. The company
expects its products (extracts of mari-
juana) to be effective therapeutically at
doses too low to produce the psychoac-
tive effects sought by recreational and
other users. My clinical experience leads
me to question whether thisis possible
in most or even many cases. Further-
more, the issue is complicated by toler-
ance to the psychoactive effects. Recre-
ational users soon discover that the more
often they use marijuana, the less “high”
they experience. A patient who smokes
cannabis frequently for therelief of, say,
chronic pain or elevated intraocular pres-
sure will experience little or no “high”.

| have to question whether
the psychoactive effect is al-
ways separable fromthe thera-
peutic.

Asaclinician who has considerable
experience with medical cannabis use, |
have to question whether the psychoac-
tive effect is aways separable from the
therapeutic. And | strongly question
whether the psychoactive effects are nec-
essarily undesirable. Many patients suf-
fering from serious chronic illnesses re-
port that cannabis generally improves
their spirits. If they note psychoactive
effects at al, they speak of adight mood
elevation — certainly nothing unwanted
or incapacitating.

In principle, sublingual administra-
tion of cannabis extracts viasuch adis-
penser has the same advantages as
smoked marijuana — rapid onset and,
therefore, easy sdlf-titratability of the de-
sired therapeutic effect. But the design
of the G. W. Pharmaceutical dispenser
negates this advantage.

The device has electronic controls
that monitor the dose and prevenlt de-
livery if the patient tries to take more
than the physician or pharmacist has set
it to deliver. The proposal to use this
cumbersome and expensive device ap-
parently reflects a concern that patients
cannot accurately titrate the therapeutic
amount or afear that they might take
more than they need and experience
some degree of “high” (always assum-
ing, doubtfully, that the two can easily
be separated, especially when cannabis
isused infrequently).

Because these products will be con-
siderably more expensive than natural
marijuana, they will succeed only if pa
tients and physicians consider the health
risks of smoking marijuana (with and
without a vaporizer) much more com-
pelling than is justified by either the
medical or epidemiological literature and
they believe that it is essential to avoid
any hint of a psychoactive effect.

In the end, the commercial success
of any psychoactive cannabinoid prod-
uct will depend on how vigorously the
prohibition against marijuanais en-
forced. It is safe to predict that new ana-
logs and extracts will cost much more
than whole smoked or ingested mari-
juanaeven at the inflated pricesimposed
by the prohibition tariff. | doubt that
pharmaceutical companies would be in-
terested in devel oping cannabinoid prod-

continued on next page, top
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uctsif they had to compete with natural
marijuanaon alevel playing field. The
most common reason for using Marinol

| doubt that pharmaceutical
companies would be interested
in developing cannabinoid
products if they had to compete
with natural marijuana on a
level playing field

istheillegality of marijuana, and many
patients choose to ignore the law for rea-
sons of efficacy and cost.

The number of arrests on marijuana
charges has been steadily increasing and
has now reached more than 700,000 an-
nually, yet patients continue to use
smoked cannabis as a medicine. | won-
der whether any level of enforcement
would compel enough compliance with
the law to embolden drug companiesto
commit the many millions of dollarsit
would take to develop new cannabinoid
products.

Unimed is able to profit from the
exorbitantly priced dronabinol only be-
cause the United States government un-

derwrote much of the cost of develop-
ment. Pharmaceutical companies will
undoubtedly develop useful cannabinoid
products, some of which may not be sub-
ject to the constraints of the Compre-
hensive Drug Abuse and Control Act.
But, it is unlikely that this pharmaceuti-
calization will displace natural mari-
juanafor most medical purposes.

Itisalso clear that the redlities of hu-
man need are incompatible with the de-
mand for alegally enforceable distinc-
tion between medicine and dl other uses
of cannabis. Marijuana use simply does
not conform to the conceptual bound-
aries established by twentieth century in-
stitutions. It enhances many pleasures
and it has many potential medical uses,
but even these two categories are not the
only relevant ones. The kind of therapy
often used to ease everyday discomforts
does not fit any such scheme.

In many cases what lay people do
in prescribing marijuanafor themselves
is not very different from what physi-
cians do when they provide prescriptions
for psychoactive or other drugs. The
only workable way of realizing the full
potential of this remarkable substance,

including its full medical potential, isto
freeit from the present dual set of regu-
lations — those that control prescription
drugsin general and the special crimi-
nal laws that control psychoactive sub-
stances.

These mutualy reinforcing laws es-
tablished a set of social categories that
strangle its uniquely multifaceted poten-
tial. The only way out isto cut the knot
by giving marijuanathe same status as
alcohol — legalizing it for adults for all
uses and removing it entirely from the
medical and criminal control systems.

Two powerful forces are now collid-
ing: the growing acceptance of medical
cannabis and the proscription against any
use of the plant marijuana, medical or
non-medical. There are no signs that we
are moving away from absolute prohi-
bition to aregulatory system that would
allow responsible use of marijuana. As
aresult, we are going to have two distri-
bution systems for medical cannabis:. the
conventional model of pharmacy-filled
prescriptions for FDA-approved cannab-
inoid medicines, and a model closer to
the distribution of aternative and herbal
medicines.

The only difference, an enormous
one, will be the continued illegality of
whole smoked or ingested cannabis. In
any case, increasing medical use by ei-
ther distribution pathway will inevitably
make growing numbers of people famil-
iar with cannabis and its derivatives. As
they learn that its harmfulness has been
greatly exaggerated and its usefulness
underestimated, the pressure will in-
crease for drastic change in the way we
as asociety deal with this drug.

If the attitude of the federal govern-
ment toward patients who use medical
marijuana, its attempt to intimidate phy-
sicians who recommend it, and its recent
despotic actions against buyers' clubsin
Californialend credence to Benjamin
Rush’s concern about medical fascism,
then the patients and the people who help
them in a variety of ways constitute a
resi stance movement against medical
dictatorship. Thisresistance will con-
tinue until freedom to responsibly use
this plant as we choose is secured.

The Journal of Cognitive Liberties isa
publication of the Center for Cognitive Lib-
erty & Ethics. www.cognitiveliberty.org.

Bayer Buys Rightsto Market GW’s Cannabis Extract

GW Pharmaceuticals, the British
company that has conducted successful
clinical trials of cannabis-based medi-
cines, has signed adeal allowing Bayer
AG to market one of itstincturesin the
UK under the Sativex(r) brand. Bayer
also gets a limited-time option to nego-
tiate marketing rightsin Europe and “se-
lected other countries.”

GW gets a cash infusion from Bayer
to push forward with research, produc-
tion, and clinical trials —plus a cut of
future sales proceeds. Its stock on the
London Exchange has risen from about
190 to about 250 in recent weeks. GW
stock rose sharply earlier this spring

)

when the company applied to the Medi-
cines and Healthcare Products Regula-
tory Agency (the British equivalent of
the USFDA) for approval of Sativex as
atreatment for severe neuropathic pain
and multiple-sclerosis symptoms. Bayer
is betting that in the months to come,
the MHRA will approve Sativex or kick
the application dossier back to GW with
requirements that can be fulfilled readily.

GW was launched in 1998 by
Geoffrey Guy, MD, a pharmaceutical
entrepreneur whose first canny move

was to buy all the seed strains collected
and refined over the years by
Hortapharm AG, a Dutch firm run by two
California expatriates, Dave Watson and
Robert Clarke.

Components of the cannabis
plant beneficially modulate the
effects of THC and exert help-
ful effects of their own.

GW'’ s drug-development strategy
was based on the assumption that vari-
ous components of the cannabis plant
beneficially modulate the effects of THC
and exert helpful effects of their own.
Guy inferred from the literature that the
cannabis Queen Victoria smoked to al-
leviate menstrua crampswasrich in can-
nabidiol (CBD), and he hypothesized
that CBD, not THC, was the key anti-
convulsant component. To date GW has
bred plant strainsin which six different
“cannabinoids of interest” predominate.
The only onesto have been used in clini-
cal trials are high-THC (which GW has
dubbed “ Tetranabinex”), high-CBD
(“Nabidiolex”), and a 50-50 mix
(“ Sativex™).

In addition to at least 66 known can-
nabinoids (21-carbon atomsin ring struc-
tures, with hydrogen and oxygen mol-
ecules attached at different points), the
cannabis plant contains hundreds of com-
pounds that are not unique to it -terpe-
nes, flavonoids, amino acids, fatty acids,
proteins, sugars, hydrocarbons, simple
esters, steroids, nitrogenous compounds,
vitamins, elements, and more. Terpenes
produced in the glandular trichomes are
the essential oils that give cannabisits

GW PHARMACEUTICALS stock price on the London Exchange, January-May' 03

smell. GW researchers hypothesi ze that
certain terpenes may have anti-ulcer and
anti-mutagenic potential.

So GW' s approach has been to grow
plants with desired cannabinoid ratios
and blend them -"trace” components and
all- into treacley extracts that can be ad-
ministered in defined doses by spraying
into the mouth. To date the extracts have
been used in randomized double-blind
trials involving patients with multiple

y -
Bayer’s Original
Bayer's original blockbuster drug, as-
pirin, is also plant-derived. The active
ingredient, as patented by Bayer in Ger-
many in 1899, is acetylsalicylic acid.
“The name itself,” wrote H.O.J.
Collier in the November 1963 Scientific
American, “represents one of thefirst ex-
ercisesin the peculiar art of applied ety-

sclerosis or neuropathic pain at four UK
hospitals. Significant reductionsin pain
and spasticity have been reported.

According to GW’s May 21 press
release, “GW isto be responsible for
commercia product supply and has en-
tered into a supply agreement with
Bayer. GW will manage the supply of
product through a range of contract
manufacturing partners, arrangements
for which areall in place.”

Blockbuster

group.

Aspirinisnot benign, however, and
to thisday it causes thousands of deaths
annually due to allergic reactions and
gastrointestinal bleeding. Advocates of
legalizing cannabis for medical use of-
ten remark theirony of aspirin, with its
occasionally fatal side effects, being sold

mology that the mer-
chandising specialists of
the pharmaceutical in-
dustry have brought to
such a high point of
elaboration today. The
prefix ‘a’ stands for the
acetyl group... Theroot,
‘spir,” stands for
spirsaure (salicylic acid)
didtilled from the flowers
of the meadowsweet
(Spiraea ulmaria).”
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Three plant sources of salicylic acid

“....0l,OF WINTERSREEN
LT (GAULTHERMY

P BEADOWSIWEET. FLOWER
5 CISPIRAES)

Sdlicylic acid was aso derived from wil-
low bark and ail of wintergreen. Thefirst
paper to describe medicina effectsfrom
any of these sources was read to the
Royal Society of London in 1763: “An
Account of the Success of the Bark of
the willow in the Cure of Agues,” by ei-
ther Edmund or Edward Stone (a
printer’ s error in the Philosophical Trans-
actions leaves the credit up for grabsfor-
ever).

A century later the fever-reducing
and anti-inflammatory effects of sali-
cylic acid were well known but “its suc-
cess was diminished by theirritation and
damage it caused to the moist mem-
branes lining the mouth, gullet and stom-
ach.” It was not until the late 1890s that
Bayer chemist Felix Hofmann found a
simple way to make salicylic acid in a
lessirritating form by adding an acety!|

over the counter while their benign herb
of choice remains prohibited.

One of the FDA' s present require-
ments is that a manufacturer seeking ap-
proval for anew drug explain its mecha
nism of action. The steps by which aspi-
rin reduces pain and fever are not pre-
cisaly known. “It hasaways been easier
to catal ogue the wide application of as-
pirin to man’s commonest ills than to
explain its mode of action,” wrote
Collier. “There is no doubt about the
usefulness of the drug. If the precise na-
ture of its biochemical action remainsa
mystery, it is because so little is known
about the biochemistry of the defensive
responses, such as pain, fever and in-
flammation, evoked in the body by dis-

The same could be said of Sativex in
2003.



