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Benefit too obvious to deny:

U.S. weighs rescheduling a molecule
as CBD-rich cannabis proves helpful
to children with epilepsy and others

By Fred Gardner

In August 2013, the widely respected
neurosurgeon Sanjay Gupta, MD, docu-
mented on television the dramatic seizure
relief that CBD-dominant cannabis oil
was affording a little girl with Dravet Syn-
drome, a very severe form of epilepsy. Her
name was Charlotte Figi.

In the two years that followed, reports
from physicians treating pediatric epilepsy
patients in various contexts —including
“expanded access” programs authorized by
the U.S. Food and Drug Administration—
have confirmed that CBD is an effective
anti-convulsant.

Bonni Goldstein, MD, in California and
Margaret Gedde, MD, in Colorado have
each monitored the progress of hundreds of
pediatric epilepsy patients. (See stories on
pages 7 and 33.) More than 600 patients
have been treated in FDA-sanctioned pro-
grams using GW Pharmaceuticals’ Epidio-
lex, a plant extract that is 99% CBD.

Slightly more than half the children us-
ing CBD-rich oil are having significantly
fewer and less-severe seizures. Personali-
ties and abilities emerge as children wean
off debilitating synthetic anti-convulsants.
The side effects of CBD are generally
mild; drowsiness is foremost.

Why CBD-rich oil works for
some patients but not for others
is being pursued by researchers.

For a fortunate five to 10 percent of pa-
tients, CBD-rich oil eliminates seizures en-
tirely. For an approximately equal number,
it doesn’t help at all, or exacerbates symp-
toms.

Why CBD-rich oil works for some pa-
tients but not for others is being pursued
by researchers. In most pediatric epilepsy
cases the conditions are caused by genetic
mutations. Some but not all gene-based
epilepsies are amenable to treatment with
CBD, and some are proving amenable to
treatment with CBD plus THC and other
cannabinoids.

Doctors and patients are tracking which
cannabinoid-terpenoid blends are most ef-
fective in treating various conditions.

PAIGE FIGI’S DAUGHTER CHARLOTTE experi-
enced dramatic seizure reduction after being
given CBD-rich cannabis. Fifteen states have
adopted bills legalizing CBD for medical use.
Figi is lobbying Congress in support of a bill
that would remove CBD from Schedule I, the
category for dangerous drugs with no known
medical use.

Diverse Sources of Cannabidiol
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SanjaYy Gupta, MD, INTERVIEWED GEOFFREY GUY, MD, at a facility in
England where Guy’s GW Pharmaceuticals grows CBD-rich Canna-
bis plants and makes extracts for medical use. Epidiolex, a GW ex-
tract that is 99 % CBD, is being given to children with severe epilepsy
Graphic: CNN

at research centers in the U.S.

Cannabis oil is made by treating har-
vested plants with a solvent that extracts
beneficial compounds and leaves behind
the cellulose. Like Charlotte Figi, many
people who use CBD need large, sustained
doses to deal with serious illness. The most
efficient delivery vehicle is a cannabis ex-
tract —for example, 50 milligrams of CBD
in a milliliter of olive or coconut oil— in
droppers or tubes. Cannabis oil can be di-
luted to facilitate measured dosing.

Lower doses of CBD can be delivered in
sprays for under-the-tongue application.

For a slimmer waistline?

Few patients who use cannabis in treat-
ing epilepsy smoke or inhale vapor from
CBD-rich flowers, although some report
that inhalation after a seizure can reduce
the duration of a headache.

Inhaled cannabis goes through the lungs
to the brain and exerts its effects almost
immediately, but the effects tend to wear
off within an hour. Ingested orally, the
compounds in cannabis pass through the
stomach and the liver on the way to the
brain. They get metabolized into slightly
different compounds whose effects may

“MomM-AND-POP GROWERS” in Nevada County, California, organized a
plant giveaway featuring CBD strains ACDC, Harlequin, Medi-Haze
and Cannatonic. Oil made from CBD-rich plants is distributed by dis-
pensaries that are legal under state law. Physicians are monitoring the
progress of pediatric epilepsy patients using CBD-rich oil.

take close to an hour to come on, but can
last eight or nine hours.

CBD counters the mood-altering effects
of THC, but as a component of the Canna-
bis plant, it is defined by the U.S. govern-
ment as harmful and without medical use,
and it remains on Schedule I of the federal
Controlled Substances Act. There is an ob-
vious gap between federal law and reality.
It can be fully closed by rescheduling or
descheduling the plant, and partially closed
by singling out cannabidiol for deschedul-

ng. continued on page 30

THCYV plants being grown for medical use in California;
Cannabinoid may counter metabolic-syndrome symptoms

By O’S News Service

Cannabis varieties containing unusually
high amounts of THCV —tetrahydrocan-
nabivarin—will become available to medi-
cal users in 2016, thanks to kind fate and
propagators who chose not to hoard their
unusual bounty.

The difference between THCV and THC
is slight at the molecular level (two fewer
carbon atoms in the “tail” —see illustra-
tion on page 21), but susbtantial in terms
of how they work and their impact on the
body.

GW Pharmaceuticals began investigat-
ing THCV more than ~
a decade ago in hopes
that it could be useful
in treating metabolic
syndrome. The dis-
order is actually a set
of symptoms —high
blood pressure, in-
creased abdominal fat,
elevated blood sugar,
and unhealthy choles-
terol levels— that are
associated with obesi-
ty, type II diabetes and
heart disease.

Roger Pertwee and
colleagues at the Uni-
versity of Aberdeen

i,

THCYV blocked anandamide (the molecule
made by our bodies that activates the CB1
receptor) while allowing THC to act almost
unimpeded at CB1. John McPartland com-
mented on Pertwee’s finding: “It’s as if
cannabis was designed as a combination
remedy that simultaneously gave our en-
dogenous mechanism a rest (shutting down
anandamide), and supplemented with an
exogenous remedy (THC).”

Also in 2005 the pharmaceutical giant
Sanofi-Aventis had begun marketing a drug
called Rimonabant —which works by fully

LN

blocking the CB1 receptor— as a treatment
for metabolic syndrome. The first-ever
mention of the endocannabinoid system in
the Journal of the American Medical As-
sociation was a paper entitled “Effect of
Rimonabant, a Cannabinoid-1 Receptor
Blocker, on Weight and Cardiometabolic
Risk Factors in Overweight or Obese Pa-
tients: RIO-North America: A Randomized
Controlled Trial,” published in February
2006 —about 14 years after the compo-
nents of the system had been identified.

continued on page 50

‘BLACK BEAUTY’ PLANTS HIGH IN THCV were grown in western Marin County, California, in the summer of 2015.

reported in 2005 that Elevated pots enable “wicking” of water (with fertilizer).
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The Road to FDA Approval

In 1998 GW Pharmaceuticals received
approval from the British Home Office to
develop medicines from Cannabis plant
extracts featuring cannabinoids other than
THC and delivered by means other than
smoking. In numerous lab studies CBD
has been shown to exert various benefi-
cial effects, and GW has been developing
medicines designed to treat a wide range
of illnesses.

GW’s flagship product Sativex —which
contains an equal mix of CBD and THC —
was the first plant-derived cannabinoid
medicine to win approval from regula-
tory authorities. An extract formulated for
spraying under the tongue, it has been ap-
proved in 27 countries (starting with Cana-
da in 2005) for treating pain and spasticity
in Multiple Sclerosis.

In recent years GW has been testing vari-
ous formulations and providing CBD to
scientists conducting preclinical studies in
animals. GW supplied Ben Whalley and
colleagues at the Center for Integrative
Neuroscience and Neurodynamics, Uni-
versity of Reading, who used mouse mod-
els of epilepsy to establish safety and show
that CBD and another cannabinoid, CBDV,
exert anti-seizure and anti-inflammatory
effects. This research came to the attention
of families in the U.S. who had loved ones
with epilepsy.

In late 2012 some American
parents contacted GW in hopes
of obtaining CBD.

“Expanded Access”

Physicians, patients, and parents know
that currently used anti-epilepsy drugs
(AEDs) are detrimental to cognition and
longterm development. CBD is way, way
milder than conventional anti-convulsants
in terms of side effects.

In late 2012 some American parents con-
tacted GW in hopes of obtaining CBD.
They asked if the company could provide
CBD to the physicians treating their chil-
dren under the Food and Drug Administra-
tion’s “Expanded Access” IND program.

GW, which had been working closely
with the FDA in connection with Sativex,
looked into the IND option and decided the
expanded access regulations might indeed
allow the company to provide Epidiolex to
the parents, even though it was an investi-
gational medicine.

Back in 1978 —the Jimmy Carter era—
the FDA had established a so-called “com-
passionate IND program” through which a
few patients received marijuana grown at
the University of Mississippi for the Na-
tional Institute on Drug Abuse. The pro-
gram was closed to new patients in 1990

Cannabidiols:

POTENTIAL USE IN EPILEPSY &
OTHER NEUROLOGICAL DISORDERS

FRIDAY, OCTOBER 4, 2013
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CoNFERENCE AT NYU MEDICAL ScHOOL in
October 2013 featured a report by Orrin
Devinsky, MD, on a Dravet Syndrome pa-
tient achieving dramatic seizure reduction
by medicating with a 99 %-CBD plant extract
from GW Pharmaceuticals. Other epilepsy
specialists at US research centers are now us-
ing GW’s “Epidiolex” in Investigational New
Drug studies. Some 400 children were being
treated at 17 sites as of October 2014.

—the George H.W. Bush era— as AIDS
patients began applying en masse, thanks
to the organizing efforts of Robert and Al-
ice O’Leary Randall. The IND program
existed in bureaucratic limbo until 1997,
when Congress passed the Food and Drug
Administration Modernization Act.

The FDA then developed regulations
covering IND studies for unapproved
drugs. These were revised over the years,
and in August 2009 FDA issued its “final
rule” on “Expanded Access to Investiga-
tional Drugs for Treatment Use.” The sum-
mary states:

“Expanded access to investigational
drugs for treatment use is available to in-
dividual patients, including emergencies;
intermediate-size patient populations; and
larger populations under a treatment pro-
tocol or treatment investigational new
drug application (IND). The final rule is
intended to improve access to investiga-
tional drugs for patients with serious or im-
mediately life-threatening diseases or con-
ditions who lack other therapeutic options
and who may benefit from such therapies.”

The FDA regulations spell out criteria
for INDs. The would-be investigator must
submit, among other things: “Chemistry,
manufacturing, and controls information
adequate to ensure proper identification,
quality, purity, and strength of the investi-
gational drug.”

In other words, FDA wants to see a
highly standardized, tested, “Good-Man-
ufacturing-Practices” medication —which
Epidiolex is. NIDA is still providing Mis-
sissippi-grown cannabis cigarettes to four
surviving beneficiaries of the old, informal
IND program. Those cigarettes would not
be approved as a treatment under the cur-
rent FDA regulations.

The FDA requires “Pharmacology and
toxicology information adequate to con-
clude that the drug is reasonably safe at the
dose and duration proposed for the treat-
ment use.”

When GW was approached by the par-
ents of epilepsy patients in late 2012, the
company already possessed extensive
preclinical data —five-and-a-half years’
worth— establishing the safety of its CBD
product, as well as information the FDA
would require concerning its chemistry,
manufacturing, controls, pharmacology,
and toxicology.

In December 2012 GW agreed to provide
purified CBD and the requisite data for sin-
gle-patient INDs conducted by epileptolo-
gists Roberta Cilio, MD at UC San Fran-
cisco, and Orrin Devinsky, MD at NYU
School of Medicine

In October 2013 GW supported and
NYU sponsored a meeting in New York of
epilepsy specialists interested in conduct-
ing clinical research with purified CBD in
the United States. Devinsky described dra-
matic benefit provided to his initial patient
by CBD treatment, and his plans to conduct
an IND treatment program at NYU. Many
of the doctors at the conference asked to
sponsor INDs at their institutions. GW
agreed to provide them with Epidiolex.

By January, 2014, INDs conducted by
Devinsky at NYU (60 patients) and Rober-
ta Cilio at UCSF (25 patients) were under-
way. The patients were children and young
adults with various forms of Treatment Re-
sistant Epilepsy. Each patient’s frequency
of seizures had been determined by parents
keeping detailed diaries for a month to es-
tablish baselines prior to treatment with
Epidiolex. Patients continued taking the
anti-epilepsy drugs they’d been on. They
were started on Epidiolex doses of five
milligrams per kilogram of body weight
per day, divided into morning and evening
portions. The dose was increased weekly
by five mg/kg/day up to 25 mg/kg/day.

In June 2014 GW announced efficacy
and safety data on the first 27 patients to
have been treated for 12 weeks (the mini-

Epidiolex enabled 48% to
achieve at least a 50% reduction
in seizure frequency compared to
baseline.

mum amount of time determined to offer
accurate effectiveness measure). Epidiolex
had enabled 48% to achieve at least a 50%
reduction in seizure frequency compared
to baseline.

Over the course of 2014, physicians
would conduct Treatment-Resistant Epi-
lepsy INDs at The Children’s Hospital of
Philadelphia, Lurie Children’s Hospital in
Miami, Pediatric and Adolescent Neurode-
velopmental Associates in Atlanta, Texas
Children’s Hospital, MassGeneral Hospital
for Children, the University of Utah Medi-
cal Center, Wake Forest School of Medi-
cine, and Nationwide Children’s Hospital
in Columbus, Ohio.

Thanks to organizing efforts led by Paige
Figi, a dozen states enacted laws in 2014
that legalized the medical use of CBD;
some even provided money for research.
By 2015 health departments in four states
—Georgia, New York, Alabama, and Flor-
ida— were funding INDs, picking up the
tab for physician visits, lab tests, data col-
lection, and Epidiolex (which GW donated
to hospital-funded INDs). More than 200
patients would soon be enrolled in state-
sponsored INDs.

Efficacy documented

In April, 2015, at a meeting of the Ameri-
can Academy of Neurology, Devinsky was
lead author on a poster presenting efficacy
data on 137 patients who had completed 12
weeks of treatment with Epidiolex. There
were 25 Dravet Syndrome and 22 Lennox-
Gastaut Syndrome (LGS) patients among
them, and patients with 10 other rare and
severe types of epilepsy, some involving
congenital abnormalities.

“Overall seizure frequency was reduced
by 54% in all patients and by 63% in Dra-
vet Syndrome patients,” Devinsky et al
reported. Nine percent of all patients and
16% of Dravet patients were seizure-free
after 12 weeks. Those patients who were
on Epidiolex for 24 weeks showed no fall-
off in effectiveness.

“Randomized controlled trials are war-
ranted,” the researchers concluded, “and
we are pleased to report that these are now
ongoing.”

In the spring of 2015 GW commenced
two placebo-controlled clinical programs,
one in Dravet syndrome and one in Len-
nox-Gastaut syndrome (LGS). Both of
these “pivotal” trials are designed to sup-
port a New Drug Application with the FDA
by mid-2016.

Conditions such as Dravet Syndrome
and Lennox-Gastaut Syndrome that affect
a very small subset of the population —un-
der 200,000 in the U.S.—are designated
“orphan diseases,” and treatments devel-
oped for them are referred to as “orphan
drugs.” Most orphan diseases are the result
of genetic mutations.

The Orphan Drug Act of 1983 conferred
tax breaks and market exclusivity protec-
tions on pharmaceutical companies willing
to develop drugs for which the market is
minuscule.

GW Pharmaceuticals sought and was
granted orphan-drug status for Epidiolex
as a treatment for Dravet and LGS.

22%
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LEVELS OF IMPROVEMENT experienced by
first 27 patients in Epidiolex IND. Bars
show percentage of patients achieving
various levels of seizure reduction. Four
patients (15% were deemed to have got-
ten worse.)
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Assuming the doctors find a statistically
significant reduction in seizure frequen-
cy—and an unthreatening adverse event
profile— GW would submit the data to
FDA. A priority review would take eight
months, and if all goes well, Epidiolex
could become the first FDA-approved
medication for Dravet and LGS syndromes
after the middle of 2017.

If approved by FDA, CBD will automati-
cally be rescheduled. The schedule will
depend on a body of preclinical and clini-
cal (human) data that indicate whether the
substance has abuse liability. It is likely
that the Schedule will be somewhere be-
tween III and V, since CBD does not seem
to have the abuse potential of products like
opioids, which are generally schedule II.

Insurance companies are expected to re-
imburse for an FDA-approved Epidiolex.
The level of reimbursement will be worked
out between GW and the payors.

Adrug that is beneficial in treat-
ing the most severe forms of epi-
lepsy is likely to be beneficial in
treating most seizure disorders.

The company also plans a clinical trial
of Epidiolex in other pediatric epilepsies,
starting with Tuberous Sclerosis Complex
(TSC), a genetic disorder that causes non-
malignant tumors in the brain and other
organs, and affects some 50,000 patients
in the US. Approximately 60% of TSC
patients have treatment-resistant seizures.
All five such patients in the expanded ac-
cess program were helped by Epidiolex, it
was reported at the American Epilepsy So-
ciety’s annual meeting in December 2014.

Another condition for which CBD has
proved beneficial in animal studies —and
for which Epidiolex has been given or-
phan drug status— is Neonatal Hypoxic-
Ischemic Encephatopathy, or NHIE (brain
damage caused by oxygen deprivation dur-
ing delivery).

“In neonatal hypoxic-ischemia,” says
GW chairman Geoffrey Guy, MD, “you’ve
got an underlying inflammatory process
which is massively exaggerated by excito-
toxicity after each seizure, which is setting
up the next seizure in a way. It’s not enough
to treat just the seizures without treating
the underlying inflammatory encephalitis
and the damage to neuroplasticity.

“Children’s brains are very plastic and
can usually work around issues, but if
you’re having continuing seizures and
continuing inflammation, that ability will
be dampened. We’re hoping from the pre-
clinical work that cannabidiol will address
a number of these different issues, not just

29

continued on next page

One of the benefits conferred is the
right to combine phase 2 and 3 clini-
cal trials. The two phase 3 studies
—clinical trials— are taking place
at various institutions around the US
and in other countries. These studies
involve patients adding Epidiolex to
their regimen of anti-epilepsy drugs
for a 14-week randomized, double-
blinded treatment period. Results will
be reported in early 2016.

DR. ORRIN DEVINSKY
o AT P VB TR Y CRN TR ]
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Bear in mind that a drug that is beneficial
in treating the most severe forms of epilep-
sy is likely to be beneficial in treating most
seizure disorders.

In March 2015 GW was issued a
US patent for CBDV in the treat-
ment of epilepsy

In 2014 GW completed a Phase 1 clini-
cal trial of its CBDV product candidate,
GWP4200. Having established safety and
tolerability, they conducted a study of
CBDV in people with focal seizures (vs
placebo). Next came a Phase 2 study in
adult patients with epilepsy. In March 2015
GW was issued a U.S. patent for CBDV in
the treatment of epilepsy — “specifically
for the control of generalised or temporal
lobe seizures,” according to a statement by
the company.

James Brodie had laid out GW’s com-
mercial strategy in an ICRS presentation.
By developing extracts and natural com-
pounds with specified ratios, he said, “you
can form a matrix of intellectual property
that will be safe. It is our belief and the
belief of our commercial partners that you
cannot genericize Sativex.”

In May 2015 GW moved its corporate
headquarters from the UK to San Diego,
signifying a focus on the US market and
heightening the fears of many small-scale
cultivators and their activist allies that GW
will move against them in due course. Al-
ice O’Leary Randall asks, “Will the feds
use the inevitable approval of Epidiolex as
a chance to crack down on growers in le-
gal states, all to protect the copyrights and
patents that GW Pharmaceuticals and the
federal government hold on CBD?”

O’Shaughnessy’s posed her question to
GW officials: how and under what circum-
stances might they assert the company’s
intellectual property (IP) rights? Nobody
wanted to be quoted by name. The respons-
es included:

e Patenting products is standard proce-
dure in developing pharmaceuticals, nec-
essary for “freedom to operate” conferred
by regulators.

e [P rights would most likely be asserted
by requesting a licensing fee.

e If “a major commercial player, not
just a mom and pop, was clearly violating
GW’s patent rights... we would look at our
options.”

Insys Therapeutics, Inc. has developed
a synthetic CBD product for use by pa-
tients with Dravet and Lennox-Gastaut
Syndromes, obviously taking advantage of
GW’s research. To date GW hasn’t moved
to curtail Insys —but Insys hasn’t moved
to market its product.

A transdermal CBD gel is being devel-
oped by a comany called Zynerba Phar-
maceuticals in Devon, Pennsylvania. What

Project CBD

Studies (Jonfirm
Beneficial Effects |||
Terpenes ||

will transpire in the period ahead depends
on many factors, including who is in the
White House and what actions the regula-
tory agencies take.

Rescheduling broached in the NEJM

The topic of rescheduling specific can-
nabinoids was carefully broached in a re-
view article in the New England Journal of
Medicine (September 10, 2015) by Samuel
Friedman and Orrin Devinsky, two of the
epileptologists treating patients with Epid-
iolex. “Relaxation of the regulatory status
of cannabinoid-derived drugs, especially
those containing a high proportion of non-
psychoactive cannabinoids, for which the
potential for abuse is low, could help to ac-
celerate scientific study,” they wrote.

They describe the work that has been
done to date with Epidiolex, which they
describe as 99% cannabidiol and less than
0.1% THC. They note that randomized
clinical trials are underway for the treat-
ment of Dravet’s syndrome and Lennox-
Gastaut syndrome. “No evidence suggests
that the antiseizure effects of cannabidiol
are limited to the treatment of these condi-
tions,” they add.

While acknowledging the evidence that
THC has anti-convulsant effects, Friedman
and Devinsky state that “Cannabis-based
treatment with THC may have irreversible
effects on brain development,” and, as if
it were a proven fact: “With longterm use
there is a risk of addiction, which occurs in
approximately 9% of longterm users.”

Friedman gets consulting fees from Ma-
rinus Pharmaceuticals, Elsai, SK Biophar-
maceuticals, Upsher-Smith Laboratories,
and Pfizer. Devinsky gets grants from
GW Pharmaceuticals and Novartis. Their
NEJM article concludes with an oath of al-
legance to the FDA approval system and a
swipe at an alternative approach to CBD
distribution as a dietary supplement.

“Despite the power of anecdote and the
approval of medical cannabis by many
state legislatures, only double-blind, pla-
cebo-controlled, randomized clinical trials
in which consistent preparations of one or
more cannabinoids are used can provide
reliable information on safety and efficacy.
The use of medical cannabis for the treat-
ment of epilepsy could go the way of vita-
min and nutritional supplements, for which
the science never caught up to the hype
and was drowned out by unverified claims,
sensational testimonials, and clever mar-
keting. If randomized clinical trials show
that specific cannabinoids are unsafe or
ineffective, those preparations should not
be available. If studies show that specific
cannabinoids are safe and effective, those
preparations should be approved and made
readily available.”

The image of CBD getting distributed as
a nutraceutical was not hypothetical. It was
areference to the Charlotte’s Web phenom-
enon.

Medical Cannabis Dispensaries Adopting Safety Standards
Lab Now Testing For Pathogens, Cannabinoids;
High-CBD Strain Becoming Available to Patients

Bad News, Good News
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Sanjay Gurta was shown CBD-dominant “Charlotte’s Web” plants by Josh Stanley on a CNN
report that aired in August, 2013. Stanley said, misleadingly, ‘“There is nothing like this plant
in the world. It is 21 percent CBD and less than one percent THC.” He and his brothers were
soon inundated with requests from parents of epileptic children seeking Charlotte’s Web oil
extracts. A non-profit, Realm of Caring, was created to counsel patients and their families,
hundreds of whom moved to Colorado to expedite access to the promising new treatment.

‘Charlotte’s Web’

GW Pharmaceuticals’ research into the
medical benefits of cannabidiol was re-
ported in O’Shaughnessy’s, starting with
the first issue in 2003. For years pro-can-
nabis doctors and their patients followed
the news covetously, wishing that they, too,
could investigate the medical uses of CBD.
But without an analytic lab testing the con-
tents of Cannabis plants, none containing
CBD could be identified. Experts predicted
that no appreciable amount of CBD would
remain in a plant population which, for
many generations in California, had been
bred to maximize psychoactivity.

In late 2008 an Oakland start-up, Steep
Hill Lab, began testing cannabis brought
by growers to Harborside Health Center
for mold and THC and CBD content (also
for CBN, cannabinol, a breakdown product
of THC that was thought to indicate time
in storage).

From 2009 through 2012, very
few dispensary operators were
willing to stock cannabis that
was not psychoactive.

Martin Lee and I arranged with Addison
Demoura and David Lampach at Steep Hill
—and Harborside’s buyers— to be put in
contact with the growers if and when any
samples were found to contain 4% or more
CBD. About one in 650 samples turned out
to be CBD-rich by our arbitrary defintion.

Martin and I shared with the growers
what we had learned about cannabidiol
from GW Pharmaceuticals’ presentations
at meetings of cannabinoid researchers.
This was the start of Project CBD.

It seems hard to believe, now that the
CBD bandwagon is so big and has so much
momentum, but from 2009 through 2012,
very few dispensary operators were will-
ing to stock cannabis that was not psy-

choactive. Harborside’s buyers —Rick
Pfrommer, Rachael Szmajda, and Caroline
Francese— did their best to assure growers
and producers of CBD-rich plants that they
would have a market.

In the winter of 2011/12, when Paige Figi
and her husband Matt (then deployed to
Iraq with Special Forces) were researching
epilepsy treatments on the internet, they
were encouraged by an episode of a Dis-
covery Channel “reality show” in which
Jason David, father of a little boy named
Jayden, describes his son’s first seizure-
free day to Harborside’s Andrew DeAnge-
lo, the supplier of Jayden’s CBD-rich oil:
“I heard him humming,” the dad reported.

Paige Figi connected with Jason David,
through a social media group dedicated
to cannabis and epilepsy. Seven parents
“chatted, shared info, looked into research
together,” is how she describes it. At this
point, Paige says, she had “bought and
lab tested thousands of dollars of medical
cannabis. Oil from the high-THC strains
helped with some ailments and comorbidi-
ties (sleep, appetite, autism, rage, etc.) but
increased her seizures. One strain I found
was working but they only had a few
weeks’ worth of supply. When abruptly
stopped, seizures increased.”

In February 2012 Paige gave Charlotte
a dropper of oil that was effective. It had
been made by the Stanley brothers of Col-
orado Springs. The Stanleys had launched
their “Indispensary” in 2009 and added a
second outlet in 2011. They were not pro-
cannabis activists. They knew that marijua-
na was safe and effective medicine, having
seen a family member get significant relief
from it as he was dying from cancer. And,
as happens at every dispensary, the more
feedback the Stanleys got from people with
various ailments, the more convinced they
became that cannabis has a vast range of

continued on next page
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‘The Changing Nature of My Practice
By Christine Pacletti

O’SHAUGHNESSY’S FRONT PAGES reflect the prog-
ress of Project CBD. In 2008 (left), the lead
story described work done in Europe by GW
Pharmaceuticals. By 2009 a California lab
had begun finding CBD-rich strains, and

Sean McAllister had reported on the ability of
CBD to Kill certain cancer cells. By 2010 the
Society of Cannabis Clinicians and Harbor-
side Health Center were planning to collect
data on the efficacy of CBD-rich cannabis in

treating various symptoms —a complicated,
longterm process we are still just at the start
of. Among the growers to develop or come
across CBD-rich plants in 2008-09, most gave
clones to Project CBD to distribute (no money

involved). The donors of Harlequin, Omrita,
Jamaican Lion, and a few other CBD-rich
varieties —not to mention Lawrence Ringo—
expedited the introduction of CBD to medical
cannabis users in California by two years.
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became that cannabis has a vast range of
applications. But they hadn’t seen anything
like Charlotte Figi’s sudden and sustained
improvement.

The Stanleys guaranteed Paige a regular
supply of oil from the super-effective plant,
which they renamed “Charlotte’s Web.” It
typically grew to a height of four feet and
had a CBD-to-THC ratio greater than 20-
to-1. Some in Colorado assumed it had
been bred from a CBD-rich strain called
R4.

Word of Charlotte Figi’s progress circu-
lated online and parents of epileptic chil-
dren began contacting the Stanleys with ur-
gent requests for oil from Charlotte’s Web.
In July 2012, Paige, Mandy Stanley (Joel’s
wife), and Heather Jackson —whose son
Zaki was the second child to benefit greatly
from Charlotte’s Web— formed a 501(c)3
foundation called “Realm of Caring” to in-
terface with other families. The RoC orga-
nizers would work as volunteers (unpaid)
for two years.

Demand Takes Off

Sanjay Gupta’s “Weed” show in August,
2013, led to a flood of families contact-
ing Realm of Caring. “It was a 180-degree
turnaround for us,” Paige says. “We knew
we’d have to ramp up for an influx of pa-
tients, but didn’t realize how many.”

Colorado’s medical marijuana
program allowed them to grow
only six plants per patient, and
Charlotte’s Web was a small plant.

The number of calls from families seek-
ing information about Charlotte’s Web
jumped from 150 to several thousand a
month. Heather Jackson functioned as ex-
ecutive director, maintaining the rapidly
growing waiting list for oil made from
Charlotte’s Web. Families began moving
to Colorado to expedite access. The Stan-
ley brothers ramped up production in their
greenhouses, but Colorado’s medical mari-
juana program allowed them to grow only
six plants per patient, and Charlotte’s Web
was a small plant. Paige Figi began lobby-
ing for bills that would allow CBD oil to be
made and used in other states.

Sanjay Gupta’s second “Weed” special,
which aired in March 2015, focused on
families moving to Colorado to get Char-
lotte’s Web. The show had been taped when
Josh Stanley was still the brothers’ spokes-
man. Gupta asked him to confirm that CBD
does not cause a high, and Josh smirked:
“You can set the whole hippie population
of Colorado loose on this plant and you’re
just gonna be looking at a bunch of disap-
pointed hippies.”

As if hippies’ kids don’t come down with
epilepsy! As if hippies don’t get cancer!
As if Josh Stanley didn’t owe his liveli-
hood to a gay, anti-war, Air-Force-vet hip-
pie named Dennis Peron who cared for his
friends with AIDS and wouldn’t let anyone
stop them from medicating with marijuana!

But Josh’s smarmy pitch did not and
does not detract from the real benefit that
Charlotte’s Web oil was and is providing to
pediatric epilepsy patients and others. Phy-
sicians monitoring its use —notably Drs.
Bonni Goldstein and Margaret Gedde — at-
test to its quality and consistency, and there
could be no heavier endorsement. Gold-
stein credits Realm of Caring with keeping
the price low —5¢ per milligram— and
with reducing to zero a waiting list that
reached 12,692 by the start of 2015.

This remarkable achievement was made
possible by two political developments.
The first was the passage by Colorado vot-
ers in November 2012 of Amendment 64.
Best known for legalizing adult use of mar-
ijuana, Amendment 64 also created regula-
tions for growing industrial hemp, defined
as cannabis containing no more than 0.3%
THC when dried, for research purposes.

In February 2014 President
Barack Obama signed into law
a federal Farm Act allowing
Americans to grow industrial
hemp for research purposes.

Then in February 2014 President Barack
Obama signed into law a federal Farm
Act allowing Americans to grow industrial
hemp, similarly defined.

Assessing the market for hemp products
is a valid research purpose, so virtually
unlimited numbers of Charlotte’s Web and
other plants containing 0.3% THC and, say,
8% CBD, could be grown in Colorado as
hemp. Oil extracted from such plants can-
not be labeled or advertised as a medical
product, but it can be marketed as a dietary
supplement. So it was under the hemp ru-
bric that the Stanley Brothers chose to pro-
ceed.

There are seven Stanley bros, six in the
company called Stanley Brothers Social
Enterprises, which is doing business as
CW Botanicals —Joel, Jesse, Jon, Jared,
Jordan and J. (Just the initial. “My parents
ran out of J names,” Joel jives.) There are
four sisters, too, one of whom, Julie, works
at the company’s call center in Colorado
Springs. Josh Stanley left “to pursue other
opportunities” in March 2014.

Realm of Caring California

Among the parents of epileptic children
who contacted Realm of Caring after the
first Gupta show was Ray Mirzabegian of
Los Angeles. Mirzabegian, 40, rejected the
suggestion that he move to Colorado be-
cause it would mean leaving his supportive
extended family in Southern California. He
started a Facebook group that soon had 200
participants. Impressed, the Stanley Broth-
ers authorized Mirzabegian in February
2014 to grow Charlotte’s Web for distribu-
tion under the auspices of RoC California.
Mirzabegian and his two brothers dropped
their careers to become cultivators.

In addition to lining up three greenhous-
es and planting a crop, Mirzabegian orga-
nized forums at which parents waiting for
Charlotte’s Web could get detailed updates
on the grow. The program included a talk
by pediatrician Bonni Goldstein, MD. Your
correspondent attended an RoC California
forum in Milpitas.

Transcribing the talks I could hear the
steady singsong of infants in strollers and
the occasional moan of a teenager in a
wheelchair. The audience could not have
been more empathetic. They were people
who, when their kids became seriously ill,
curtailed everything else and devoted their
lives to caregiving. Ray Mirzabegian was
telling his version of their own story.

“I wanted this oil because my daughter
was having many, many seizures,” said
Ray. “She had tried 13 medications that did

RAY MIRZABEGIAN, director of Realm of Car-
ing California, spoke to parents of pediat-
ric epilepsy patients in Milpitas in Febru-
ary 2014, soon after he had begun growing
Charlotte’s Web plants. The number of pa-
tients waiting for oil from RoC California
was then about 400. As of November 2014,
the waiting list was 1,175 and Mirzabegian
was supplying a total of 81 patients.

not work. The ketogenic diet [an anti-sei-
zure diet low in carbs, high in fats] worked
for about six months and then seizures
slowly started coming back...

“At a very well known epilepsy center in
Southern California they casually pulled us
aside and said ‘There’s really nothing else
we can do for you guys, we suggest that
you go home and enjoy your daughter as
best you can.” So we went home very dis-
appointed and upset.

HEeATHER JACKSON moderated the Realm
of Caring Google Hangout in late May. In
background, a graphic of her son Zaki, who
had been seizure-free for 19 months.

“We saw about eight or nine neurologists
after that until we found one at UCLA who
was willing to sit down and listen to us and
communicate and have a conversation. Our
neurologist is very supportive of the par-
ents’ right to try something like CBD, es-
pecially since we’ve tried everything else.
I talk to him frequently and he’s interested
in the feedback about the patients, about
my daughter...”

“We want to do this whole thing legally,
so we’re creating a collective and resource
center so I can have all of you as my pa-
tients and we’ll do it as legally as possi-
ble... Tam allowed to grow 99 plants in a
facility —and that’s all I’'m doing, because
I’m not planning on going to jail for years
and years. But that makes it very tough and
forces us to have several facilities to meet
the demand...

“It’s so hard for me to tell all 400 people
to just hang in there and wait. I wish there
was something I could do to make these
plants grow faster —and there is, but I'm
not going to do it. Because I want to grow
organically, no extra hormones or... (Ap-
plause.)”

Charlotte’s Web Grown as Hemp

In May 2014, Joel Stanley explained to
a “Google hangout” for Realm of Caring
members —a video conference call—that
the company was growing 36,000 Char-
lotte’s Web plants on 17 acres, thanks to
the legalization of industrial hemp. Also
taking part were Paige Figi, Heather Jack-
son, Jesse and Jared Stanley (Googling in
from the grow site), and Ray Mirzabegian
in Los Angeles. Questions from viewers
were sent to Heather, who read them aloud.

“Someday there will be no
waiting list,” Joel promised.

“Someday there will be no waiting list,”
Joel promised. “But right now, for those of
you who are on the waiting list, I under-
stand that’s got to be torture. As a parent...
We really wish there was no such thing as
a waiting list. We’re doing everything we
can to bring production to a scale where
there won’t be a waiting list.”

One purpose of the Google hangout was
to respond to detractors. The Stanley broth-
ers and Paige Figi were being criticized for
pushing so-called “CBD-only” legislation
in other states.

Paige described her organizing efforts.
“Some of these states are so conservative,”
she said, “they’re not going to allow the
best bill, which is a full medical marijuana
bill. To go in and say it should be for this
type of patient only, and this kind of oil,
non-smokable, for these syndromes only,
to play God, I think the whole thing is to-
tally ridiculous. But if people want a bill,
and they’re told by the people who can op-
pose it and can trashcan it that they won’t

get anything...

“Minnesota is just passing a bill that is
leaving post-traumatic stress and chronic
pain patients behind, and people who want
to smoke it. They were assured that noth-
ing else would pass. No one is for CBD-
only. It’s tough...

“This trend started after the CNN show
came out and pushed this new medicine for
seizures. So some of the states, that’s all
they’re willing to do. I can’t step away. If
can’t support all the patients, I can support
some of them, whoever the state will allow.

“We’re just pushing and pushing and
pushing, and we’re not going to stop until
Charlotte’s Web is available everywhere.
We care about all of these patients. I travel
every week and I’'m for everybody. This
isn’t about a business plan that we’re try-
ing to push, this is about a socialized medi-
cine.”

[Paige Figi was too young to know, I
gleaned in a later conversation, that the
politicians whose support she seeks would
find the term “socialized medicine” slight-
ly more offensive than motherf---er. Paige
had combined those two words, logically,
to describe her and Realm of Caring’s prin-
ciple that “no one should be denied Char-
lotte’s Web because they can’t afford it.”
I should have warned her not to use the
political obscenity in earshot of Mitch Mc-
Connell.]

Paige reminded her RoC audience that
there was a real threat of Child Protective
Services getting involved whenever a child
was being given a Schedule I substance.
The fear, said Paige, “isn’t you going to
prison, it’s CPS taking your child from
you. Until the scheduling is changed or de-
scheduled, we have to live with that.”

Heather Jackson added that after “almost
every piece of press we do, someone calls
the Department of Human Services on that
family. There are counselors in hospitals
who feel it’s their obligation to mandatory
report.”

* A question was asked about shipping
to other states. “It’s still a gray area,” Joel
said. He was hopeful because “Charlotte’s
Web qualifies as hemp and the Colorado
Department of Agriculture allows the ship-
ment of processed hemp products.” The
Stanleys have been breeding for a higher
CBD-to-THC ratio and are building out
their lab facilities, he said.

September ‘14: list reaches 9,000

In September, 2014, Realm of Caring
and the Epilepsy Foundation of Colorado
held a get-together to discuss their progress
with some of the doctors and others who
were attending a “Marijuana for Medical
Professionals” conference in Denver. The
harvest was weeks away.

“It’s the first time that hemp has been
grown on a crop circle under center-pivot
irrigation, which didn’t exist in 1937, Joel
said. “Completely open, like corn. It took
us a while to find a field that hadn’t been
sprayed with pesticides the last couple of
years. But we were able to find one.”

The processed product —“CW Hemp
Oil”— would be distributed as a dietary
supplement. “We’re standardizing our plant
extract at 30-to-1 CBD-to-THC,” Joel said.
“That will be the only thing that’s stan-
dardized about this product. The terpenes
and minor cannabinoids will vary slightly
based on the plants they came from.

“In 2007 the FDA passed a final rule on
dietary supplements and the quality stan-
dards that must be met in terms of levels
of microbiological contamination, residual
solvents and heavy metals....We are going
for full GMP —good manufacturing prac-
tices.

Joel described the production cycle. “The
dried plants go through an alcohol extrac-
tion and then a roto-vac is used to pull that
solvent off and we’re left with our concen-
trate, which usually comes out at 500 milli-

continued on page 34
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Treating Colorado’s ‘Medical Refugees’ —Margaret Gedde, MD

Margaret Gedde, MD, is the Colorado Springs physi-
cian to whom Paige Figi brought five-year-old Charlotte
for approval to medicate with cannabis in February 2012.
(Colorado law required two approvals; the other was pro-
vided by Allan Shackleford, MD, of Denver.)

As families began moving to Colorado to obtain oil
made from Charlotte’s Web, Margaret Gedde became
their go-to doctor. Gedde shared her findings and ob-
servations —based on a review of files of 107 pediatric
epilepsy patients— at the “Marijuana for Medical Profes-
sionals” conference in Denver Sept. 10, 2014.

“After the CNN special,” Gedde explained, “CBD oil
was in short supply. So patients come to Colorado, we see
them in clinics, and then they can’t get the oil that they
came for. They get the oil on their own and try different
things.” Gedde tells patients, “‘I will work with you on
any type of cannabis you have as long as you can get
some information about its composition. We need to get
a lab report.”

“Clinical experience suggests cannabi-
noids have a bell-shaped dose response
curve with respect to seizure control. Less
may work better than more.”

A slight majority of the patients surveyed by Gedde
(55%) had been able to get Charlotte’s Web from the
Stanley Brothers. Others (8%) used high-ratio CBD:THC
oil made by Colorado producers from plants called Ha-
leigh’s Hope, R4, and “Ballantine” (evidently a patient’s
mis-hearing of “Valentine”).

Six percent of Gedde’s patients were using medica-
ments made from imported hemp available from Amazon
(Bluebird Botanicals, Cibidex, DixieDewDrops). Some
used transdermal patches and gels from a Colorado man-
ufacturer called Mary’s Medicinals.

Fourteen percent of Gedde’s patients had been using
THCacid (which is non-psychoactive); seven percent
were using THCA in combination with a high CBD:THC
oil. Ten percent were using low ratio CBD:THC.

Gedde never advises a patient to change their pharma-
ceutical meds, but she urges them to keep their neurolo-
gists informed about the effects of the drugs they are pre-
scribing and the effects of cannabinoids.

Gedde recommends that patients stay at a given dose
level for three weeks before increasing the dose. “They
may see a response in the third week that they won’t see
in the second,” she said.

“Clinical experience suggests cannabinoids have a bell-
shaped dose response curve with respect to seizure con-
trol. Less may work better than more. Sometimes patients
have gone up fast on the dose and are not getting much
seizure control. I tell them to go down instead.”

About one-third of Gedde’s patients experienced better
seizure control after reducing cannabinoid dose. “They
had gotten to the other side of the curve,” she said.

Gedde’s study was self-funded. She reviewed the re-
cords of all patients with pediatric-onset, treatment-resis-
tant epilepsy seen in her two offices from February, 2012
through March, 2014. She assessed seizure reduction
(relative to baseline) during two four-week spans, one
during the first four months of treatment, and one prior to
the patient’s most recent visit or report.

She assessed adverse and ben-
eficial side effects, and changes
in use of other drugs.

The average therapeutic dose
for patients using high ratio
CBD:THC medicine was found
to be 2.2 milligrams per pound
of body weight. For patients us-
ing low ratio CBD:THC it was
1.8 mg/pound.

Gedde employs the terminol-
ogy developed by the Interna-
tional League Against Epilepsy,
which categorize seizures by
their etiologies (causes). All
four etiologies were represented
in her cohort:

¢ Genetic (in which a muta-
¥ tion disables a structure needed
for neurotransmission; Dravet
Syndrome and Storage Diseases

have genetic etiologies) 39%
|« Structural (caused by neona-
—| tal brain damage such as cortical
wmp, dysplasia and microcephy) 15%

* Secondary (caused by trau-
ma, infection, toxic exposure, or

MARGARET GEDDE,
presented findings at the
‘Marijuana for medical

professionals’ conference, hypoxia —lack of oxygen) 14%
Denver, September 2014.

Colorado

H Other State / Country

PATIENTS FROM OUTSIDE COLORADO accounted for most of Dr.
Margaret Gedde’s pediatric epilepsy patients. Chart shows
patients per month making initial visit from July 2013 to
June 2014. Colorado patients (lower half of each bar) are
outnumbered by those from out of state (upper portion of

e Unknown 36%

Gedde reviewed patients’ records to compare seizure fre-
quency during three four-week periods: baseline (the four
weeks prior to starting treatment); within 16 weeks of start-
ing cannabinoid treatment; and at the most recent office
visit or report.

The outcome measure was divided into six categories:

Worse: an increase of 25% or more.

Same: between 25% increase and 25% decrease in seizure
number.

Some fewer: at least 25%, up to 50% reduction in seizures.

Alot fewer: at least 50%, up to 80% reduction in seizures.

Greatly reduced: At least 80%, up to 100% reduction in
seizures.

Gone: 100% reduction; patient was seizure free for at least
4 weeks.

Gedde defined “responder” as a patient having 50% or
greater seizure reduction.

Gedde found that all seizure types were reduced by can-
nabinoids at roughly the same response rate. And all groups
had a net reduction of other AEDs during the study.

Seizures in patients with storage diseases responded espe-
cially well to cannabinoids

Adverse effects reported for CBD at therapeutic doses
were sleepiness and increased drooling that resolved. At
above optimal doses there were reports of excessive sleepi-
ness, increased seizures or new seizure types.

THCA at therapeutic doses caused no adverse effects. At
above optimal doses parents reported excessive sleepiness,
increased seizures or new seizure types

The benefits of CBD listed by Gedde: Improved cogni-
tion and interactions. Better sleep and appetite. Better gut
function (relief of chronic constipation).Improved immune
resistance. Better muscle tone —improvements in both hy-
pertonia and hypotonia. Better fine and gross motor control.
Relief of anxiety. Faster recovery after seizures. Shorter,
less severe seizures

THCA was reported to promote improved alertness, cog-
nition, language, sleep.

Each group was able to reduce or eliminate concomitant
pharmaceuticals. Most commonly reduced were clobazam,
clonazepam, levetiracetam, valproic acid, and zonisamide.

Gedde’s “Take Aways”

* About 10% doing worse and 10% seizure free.

* All groups reduced AEDS while, largely maintaining sei-
zure control.

* Many patients benefit from lower doses.

*All four cannabinoid combinations were associated with
reduction of seizures.

e Patients having difficulty using cannabis products may
be more likely to present to emergency departments than
those who are doing well.

Gedde said she would like to hear from clinicians who
might want to aggregate data. She she looked forward to
the day when doctors can prescribe standardized cannabis
preparations. She foresees “Compounding pharmacies will
stock standardized preparations of cannabinoids and other
cannabis compounds. Physicians will order customized ra-
tios and combinations of cannabis compounds. Specialized
pharmacists will compound customized cannabinoid medi-
cations.

W High Ratio CBD:THC -
Charlotte’'s Web

W High Ratio CBD:THC -
Other Local Strains

B High Ratio CBD:THC -
Imported Hemp

M Low Ratio CBD:THC

THC-A

B THC-A + High Ratio
CBD:THC

VARIETIES OF CANNABIS OIL USED BY GEDDE’S PATIENTS are listed
by percent. High ratio CBD:THC Charlotte’s Web was avail-
able to 55%. “All four cannabinoid combinations were as-
sociated with reduction of seizures” in the cohort she studied.

bar). As of September 2014 Gedde was seeing “between
four to six families per week, about two-thirds from out-of-
state” at her offices in Colorado Springs and Buena Vista.
Map shows patients’ original states of residence.

Update April 2015

O’Shaughnessy’s: How has your practice changed
in the six months since you presented your results?

Gedde: Now that Charlotte’s Web is available to all, we
start with the Charlotte’s Web. If we haven’t gotten the
full results we were looking for, we can bump it up a bit
until we see a little more seizure and then we really can’t
go higher. That’s when we bring in the THCA to try to get
full control.

Another thing you can do is to change the ratio of THC —
basically add THC to the CBD oil to get, say, a 10-to-1
ratio or even a 4-to-1.

There are a couple of patients who have added a lot of
THC because of another issue. Like one child is very, very
sensitive to light; it triggers the seizures. And the parents
found that adding a significant amount of THC stops that.
So that child is actually taking more THC than CBD.

O’S: That’s very interesting. Have you seen any other
specific cases where one cannabinoid or terpenoid seems
to have a specific advantage or disadvantage?

Gedde: There was one other who added a lot of THC
also —it might have been for the gut. Those kids who are
getting mostly THC, they’re going to be high, really. We’ll
have parents say “we added more THC but she was high
so we didn’t want to do that.” So we shift our ratio again.

O’S: What are the adverse symptoms of THC? Wouldn’t
it have an anti-depressant effect for the suffering children.
Why do the parents pull them off it? What do the kids do?

Gedde: It depends on how severe their condition is.
For kids who go to school — most of our kids, especially
once they’re school-age — they’re going to school, usually
a regular school with a special program in place, an IEP
(independent educational program). With too much THC,
they can’t focus. They’re not cognitively as smart. You’ll
see the cognitive deficit of them being high, if you will. We
need more scientific terms to talk about the effects.

There definitely is a motivation to just use the CBD if
possible because so many people want to go home and
now they’ve got laws in their home states. So some people
say, let’s just get off the THCA because we’re not going to
be able to use it in Utah or wherever.

0’S: What percentage of your patients are Charlotte’s
Web users?

Gedde: About two-thirds. Many are on another oil,
Haleigh’s Hope. Just about everybody has come back off
of the others like Bluebird Botanical, made from imported
hemp. Everybody who was on that basically has switched
over to the Charlotte’s Web.

O’S: Why is that? Is it more effective? Is it cheaper?

Gedde: There is a perception and probably a reality
that the Bluebird, up until now, has been from imported
hemp. So there’s more of a question of quality. And the
Charlotte’s Web is batch tested, you get the lab report with
it, whereas with the Bluebird, whatever is on the label is
what we’re going by.

Also, in cents per milligram it is less with the Charlotte’s
Web. So it is probably all of those. Patients will say, “we
want to try the one that we came here for.” And it does
seem like they do well when they switch over... I am more
comfortable, too, having locally grown, we know it’s
organic, and it does seem more consistent and we can dose
up higher more easily because of the costs...

Some kids who would become a little high —so THC
wasn’t working during the day —the parents maybe add a
little bit of THC at bedtime when it’s less of an issue.

Now, for children who are severely impaired —not
going to school, and they’re really not even talking or even
paying much attention— then the parents will talk about “T
think he was a little high but he was happy so what’s the
problem?” They’ll say things like that.

So if a child is not trying to perform or do anything
specific, if THC brings more alertness and interaction and
smiling and giggling, the parents say “Fine, he was a little
high and it was good, no problem.
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grams per milliliter (mg/ml) and is 30-to-1
CBD-to-THC. We test it to get the precise
ratio and for residual solvents. That oil is
diluted with organic, food-grade olive oil
down to 50 mg per milliliter.”

November 2014: The Shipping News

The harvest in Wray turned out to be a
bumper crop, but in early November, cit-
ing the advice of counsel, the Stanleys an-
nounced that they would not be shipping
CW oil to patients residing in states other
than Colorado or California. Paige Figi, in-
terviewed at the time, said “We’re trying
to pass the federal bill so we can ship this,
and trying to pass state laws so patients can
receive it.”

Nothing in Figi’s background prepared
her to become a political organizer (al-
though she did take a few pre-med courses
at Colorado State). “Ten thousand bills are
introduced and 1% get passed. Many are
just to get media attention for their cause.
This is different. We are in this for passing
it, not just for attention.”

Charlotte, at age eight, has osteoporo-
sis from longterm use of pharmaceutical
AEDs has broken each of her legs in the
past year. Her mother attributes her frail
bones to “permanent side effects of seizure
drugs that never worked for her.”

Charlotte’s twin sister Chase has handled
the family tragedy “in the most stand-up
way,” says Figi. “She is Charlotte’s care-
giver. She’s a natural caregiver —a very
strong kid who has had to deal with a lot.
And she has gotten to see Charlotte im-
prove.”

The siblings of seriously ill children
“have more responsibility,” Figi observes.
“They have loss of innocence at a young
age. They watch you to see how you [par-
ents] handle it.”

Matt Figi now works in Afghanistan as a
contractor for the U.S. military. Paige says
that “getting called back home all the time
on emergency leave” made a career in Spe-
cial Forces impossible. “He didn’t want to
go into the Regular Army so he got out and
now he’s a contractor. He’s deployed more
now than when he was in the military.”

“If we have any legal leg to
stand on, how can we not?”

January 2015: the waiting list vanishes

The decision to not ship CW oil to other
states was deeply disappointing to fami-
lies waiting to be supplied, and the Stanley
brothers soon reversed course. “It was not
unanimous,” Joel Stanley recounts. “But
with legal opinions coming down on every
side of the question, and children on the
waiting list dying, we felt, ‘If we have any
legal leg to stand on, how can we not?’”

“Many want to try it but are
still afraid because the DEA con-
siders hemp illegal.”

The national waiting list was 12,662 on
in January 2015 when RoC headquarters
notified everyone that their oil was ready
to ship. The response was very surprising
— “anti-climactic,” to use Heather Jack-
son’s word: only 100 orders were received
right away. Over the next six months the
number rose by “about 3,000, according
to Jackson.

Why did so many people
on the waiting list not order
CW hemp oil when it became
available?

Joel Stanley says, “Many
want to try it but are still
afraid because the DEA con-
siders hemp illegal. Or their
neurologist or the local hos-
pital won’t approve. Others
may have found another op-
tion that worked.”

Ray Mirzabegian agrees:
“People are afraid to order

CHARLOTTE'S

WEBD)

HEMP EXTRACT
w#  INMCT | 1500

Hemp ready for harvest

CBD-RICH PLANTS ARE EXAMINED BY JORDAN STANLEY prior to historic harvest in late September,
2014. Pipe overhead pivots to irrigate circular field. The plants were grown on 17 acres at an
elevation of 3,500 feet. Oil extracted from them would supply some 3,000 patients with CW
Hemp Oil through the Realm of Caring foundation. Photo by Matt Nager.

and use the oil because it’s federally ille-
gal.” The RoC California waiting list had
reached about 1,200 when the Stanleys
decided to ship CW hemp oil across state
lines in January. Only 25 ordered it imme-
diately. As we go to press in late Novem-
ber, RoC is shipping to 325 Californians,
and “several hundred” more are picking up
their oil directly from Mirzabegian.

Mirzabegian’s original plan had been to
open a Realm of Caring Health Center —a
bricks-and-mortar dispensary —in Los An-
geles. The city attorney nixed the project
before it opened. For most of 2015 Mirz-
abegian consulted with patients’ families
by appointment at a North Hollywood dis-
pensary, NoHo’s Finest. In November he
opened the “Center for Complementary
and Alternative Treatments” in Burbank.

Bonni Goldstein, MD, says admiringly:
“Ray has made himself very available —he
gives out his email and phone number—
and he takes hundreds of calls a day. He’s
trying to help those who are non-respond-
ers to Charlotte’s Web.”

With CBD-rich oil available from Colo-
rado, Mirzabegian is growing strains with
various amounts of THCA and THC and
making concentrates which he distributes
under the brand name Canniatric.

“We grow and extract our own THC
strains,” Mirzabegian says. “Our products
are formulated based on parents’ and doc-
tors’ feedback.” In addition to tinctures,
Canniatric makes a 10-gram syringe of
cannabis extract containing 2500 mg THC
and an equal amount of CBD.

As 2015 came to an end, Mirzabegian’s
daughter Emily was “one pill away from
weaning off Topamax,” her last AED.

He thinks his most important role now
is to educate doctors about cannabis in the
treatment of epilepsy. “More doctors are
needed,” he says, leaving unspoken “who
know about the endocannabinoid system.”

The 2015 Harvest

In 2015, according to Joel Stanley, the
company grew Charlotte’s Web plants on
20 acres in Colorado —“more than enough
to supply all the Realm patients with hemp
oil.” At two smaller sites they
grew out different strains
and testing cultivation meth-
ods. Joel estimates that “RoC
members will utilize 50-60
percent of the harvest.”

The company also grew
hemp on 65 acres in Kentucky
for an additional CBD supply
and “to explore other uses —
seed, fiber, ethanol, etc.,” Joel
said. “Although RoC member-
ship is always growing, many
more people are buying CW
products to supplement their

-

diet. As more people realize the potential
general benefits of CBD, the total percent-
age of RoC member sales is decreasing,”
Joel says.

“The specific cultivars for Charlotte’s
Web Hemp Oil are only grown in Colo-
rado,” he adds. Extraction is by alcohol,
as per the original process. “Most RoC
clients prefer the original formulation. We
don’t even grow it out from seeds, we keep
growing from clones and tissue culture.”

The retail price of CW Hemp Oil was

10¢/milligram as of November 2015. RoC
members get a code which discounts it by
50%.

CBD-rich plants grown by the Stanley
Brothers in Kentucky will go into other
CBD products such as topicals, less con-
centrated tinctures, and vape oils. The
company keeps upgrading its technology
for bigger batch sizes. Two supercritical
CO2 extraction machines were used in
2015, Joel said, and a third —“capable of
extracting roughly 620 lbs of pure CBD
per week”— is being delivered.

As for relations with the federal govern-
ment, “The FDA has not contacted us di-
rectly,” Joel says. “Nor were we included
in the FDA warning letters concerning
unapproved labeling claims (as we do not
make any claims). All of our products are
manufactured under strict GMP standards
in an FDA registered facility, as all foods
and supplements sold interstate are regu-
lated by the FDA.”

The Uruguay connection

In 2014 the Stanley Brothers arranged a
partnership with the first Uruguyan farmer
licensed to grow hemp. Their plants will go
into the ground in December 2015 —early
summer in the Southern Hemisphere. (The
2014 presidential election in Uruguay was
in part a referendum on legal marijuana,
which was opposed by the center-right
candidate. Left-leaning Tabore Vazquez, a
74-year-old, pro-cannabis oncologist, won
with a 53-40 margin.)

Uruguay allows hemp to contain up to
1% THC, which Joel Stanley calls “a sig-
nificant advance for hemp farmers. You are

continued on page 45

Colorado Department of Public Health
Junding 9 medical marijuana studies

Amendment 64, passed by Colorado vot-
ers in November 2012, took effect in Janu-
ary, 2014. It legalized the sale of marijuana
to adults over 21 and cultivation of indus-
trial hemp (<0.3% THC). It also mandated
that some of the tax money raised from
marijuana sales go to research projects to
be chosen by the state Department of Pub-
lic Health. Some 70 studies were proposed,
including one by Realm of Caring that
would have involved Charlotte’s Web in a
double-blind, placebo-controlled trial (but
didn’t make the cut).

In October 2014, nine projects were cho-
sen to receive $9 million worth of funding
in the years ahead.

* Do Adolescents and Young Adults with
Inflammatory Bowel Disease Benefit from
Use of Marijuana? Principal investigator:
Edward J. Hoffenberg, University of Colo-
rado School of Medicine.

¢ A Randomized, Double-blind, Placebo-
controlled Crossover Study of Tolerabil-
ity and Efficacy of Cannabidiol (CBD) on
Tremor in Parkinson’s Disease —Maureen
A. Leehey, Department of Neurology, Uni-
versity of Colorado School of Medicine

e Treating PTSD with Marijuana: Clini-
cal and Functional Outcomes —Marcel
O. Bonn-Miller, Dept. of Psychiatry, Uni-
versity of Pennsylvania, and VA National
Center for PTSD

e Cannabidiol (CBD) and Pediatric Epi-
lepsy — George Sam Wang, Department of
Pediatrics, University of Colorado School
of Medicine.

e Medical Marijuana in the Pediatric
Brain Tumor Population (palliative care)
—Nicholas Foreman, Dept. of Pediatrics,
Pediatric Neuro-oncology, Children’s Hos-
pital Colorado

* Use of Medicinal Cannabinoids as Ad-
junctive Treatment for Medically Refrac-
tory Epilepsy (pediatric epilepsy) — Kelly
Knupp, Dept. of Pediatrics, Children’s
Hospital Colorado and University of Colo-
rado School of Medicine.

e A Double Blind, Placebo-Controlled

Cross Study Comparing the Analgesic Ef-
ficacy of Cannabis versus Oxycodone —
Emily Lindley, Dept. of Orthopedics, Uni-
versity of Colorado School of Medicine.

e Colorado Cannabis Cohort: Efficacy,
Safety, and Usage Patterns of Medical
Marijuana for Sleep —Russell Bowler,
National Jewish Health.

 Placebo-controlled, Triple-Blind, Ran-
domized Crossover Pilot Study of the
Safety and Efficacy of Four Potencies of
Smoked Marijuana in 76 Veterans with
Chronic, Treatment- Resistant Post Trau-
matic Stress Disorder (PTSD) —Marcel O.
Bonn-Miller, University of Pennsylvania
and VA National Center for PTSD.

Although Sue Sisley, MD, is not the prin-
cipal investigator on the last-named study,
it is an expanded version of the one that
she and the Multidisciplanary Association
for Psychedelic Studies designed back in
2011, and which the University of Arizona
would not let her conduct.

Sisley was fired from her U of A facul-
ty position in July. She will be seeing 36
veterans with PTSD at a private office in
Phoenix. A NIDA favorite named Ryan
Vandrey will see 40 vets with PTSD at
Johns Hopkins University in Baltimore.
The investigation will take three years
and cost $2,156,000 —making it the most
expensive of the nine studies Colorado is
funding.

The principal investigator, Marcel Bonn-
Miller, was a two-time winner. His other
state-funded PTSD study will look at peo-
ple who obtain marijuana through Colora-
do dispensaries. They need not be veterans,
although the Denver VAMC is listed as a
source of potential study subjects, along
with the University of Colorado and “com-
munity.” The budget is $1,181,127.

Is there anything to add to the under-
standing laid out in Tod Mikuriya’s paper,
“Cannabis Eases Post-Traumatic Stress?”

[Google “Mikuriya PTSD”]

Maybe. Tod didn’t live to see CBD-rich
cannabis become available to his patients.
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Paige Figi wants you...

Paige Figi has been lobbying Congress
to pass the Charlotte’s Web Medical Access
Bill of 2015, which was first introduced in
2014 by Rep. Scott Perry of Pennsylvania.
This interview was conducted by manag-
ing editor Fred Gardner (no relation to the
Colorado Senator).

O’Shaughnessy’s: Where do things stand
with the Charlotte’s Web bill?

Paige Figi: The Senate version of the
Perry bill was introduced by Cory Gardner
of Colorado. Slight language differences,
but they’ll mirror each other when they
get through. We have the support of Orrin
Hatch of Utah. He wrote the Dietary Sup-
plement Act in *94. This bill puts CBD as a
dietary supplement.

0O’S: How does the Gardner CBD bill re-
late to the Rand Paul/Corey Booker/Kristen
Gillibrand bill?

My bill is just a CBD and agricul-
tural hemp de-scheduling bill.

Figi: The CARERS Act is a broad, very
comprehensive bill ... My bill, the Perry
bill, is one component of their bill. Theirs
has multiple components. One of them is
to de-schedule CBD. And my bill is just a
CBD and agricultural hemp de-scheduling
bill. CBD, that component in the plant, is
removed from the Controlled Substances
Act entirely. And agricultural hemp is re-
moved from the Controlled Substances Act
entirely. Separating those two things out
from the umbrella of the whole cannabis
plant that is on Schedule I.

0’S: Don’t you think supporting the
Charlotte’s Web bill will give some politi-
cians cover not to vote for the broader bill?

Paige: Our bill was there before there was
a CARERS Act. There are politicians who
will never, while they’re in office, ever vote
for a comprehensive medical marijuana bill.
They just will never do it. They would have
never allowed for a hemp agricultural bill if
not for Charlotte’s Web —even though it’s
benign and harmless, they still would never
sign onto it and let it pass. But people that
opposed all of this before are saying ‘you
know what, I agree with this now that it’s
CBD and hemp.’ They’re coming on board
with this bill —people who are absolutely
opposed to medical marijuana.

0’S: What do you think the odds are that
it will get through?

Paige: 100 percent.

0’S: 100 percent? And what do you think
the odds are on the CARERS bill?

Figi: I think there is no chance. It has to
go through the Judiciary Committee and
Senator Grassley will not give it his bless-
ing.

O’S: Zero chance?

Figi: 1 wish it would pass. I want it to
pass. I'm in support of it. But when I sit
down with the leadership, especially the
people who have the ability to never let it
see the light of day, I’ve heard from them:

‘I’ll never let this see the light of day.’

That’s what I’ve heard from leadership,
unfortunately.

0’S: Leadership meaning Mitch McCon-
nell?

Figi: Yup. Grassley, McConnell, the other
leaders that won’t let it happen. I think that
if you can pass something now and help
maybe five million people... That’s not
enough, that’s not everybody. That’s not the
CARERS Act. But five million people is a
lot of people —people like my child, cancer
patients...

I have to focus all my attention on what I
know. It’s so time consuming, it’s extremely
difficult.

0’S: How time consuming is it? How
much time do you spend away from Colo-
rado?

Paige: You know, it looks like it’s more.
I’'m leaving for DC on Sunday again, for
this. But I try and only travel when my hus-
band is not in Afghanistan.

O’S: He’s a contractor now?

Paige: He is a contractor for now. So it’s
only the bare, bare minimum that I travel. If
I can get a meeting, I only meet with poten-
tial opposition and leadership—really criti-
cal meetings. I don’t just go chasing down
the halls of the Senate and lobby like crazy.
I only set up these private meetings where
I could be the most effective. I'm very ef-
ficient is what I'm saying, and I don’t like
to be away from my children.

0’S: Who is against your bill?

Paige: There a large, a well-funded lobby
against this bill. I shouldn’t have said our
chances are 100%. Pharmaceutical interests
are lobbying against this bill, saying this
should not exist as a dietary supplement,
wait till it’s available from the pharmaceuti-
cal industry and paid for by insurance.

To a Senator or Congressman who’s afraid
for their career might be swayed —’treat it
like a pharmaceutical’ might seem like a
quick, easy out. But it’s not a quick, easy
out if you’ve got a two year old.

We say: Treat CBD like Vitamin C —a
dietary supplement that shouldn’t be owned
and patented and pharmaceuticalized. It can
be —that process can happen simultane-
ously, however long it takes— but it doesn’t
have to be.

There are legislators who have
said, “I don’t have anyone in my
district that has epilepsy.”

The legislators need to hear from people.
There are legislators who have said, “I don’t
have anyone in my district that has epilep-
sy.” And I'm like “You have one percent of
your district just with epilepsy alone!”

They’re just not hearing from anybody.
We could put a dagger through the heart of
the pharmaceutical lobby, because we have
numbers and we’ve got an army.

0’S: Let me ask you a few questions
about Colorado. Has the influx of patients
slowed down now that you’re able to ship
to so many other states?

Paige: There are still a lot of refugees
who come here for THC and THCA. And
they come here for CBD —even Charlotte’s
Web— because even though they can get
it shipped, they can’t go to the hospital in
Texas or Idaho and tell them they’re using a
Schedule 1 substance. They can’t tell them
at school. They worry about local law en-
forcement because it’s still illegal in their
state. So there’s still refugees coming here.

We’ve lost a lot of advocacy for the coali-
tion because people are like ‘It’s shipped to
my door now. I don’t need to work this hard
to change the laws.” I’'m hoping they realize
this isn’t done until we federally amend the
scheduling.

0’S: How did you finally decide to ship
across state lines?

Figi: The Stanley Brothers decided to
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in Congress

THE CHARLOTTE’S WEB MEDICAL ACCESS AcT OF 2015 would “amend the Controlled Substances
Act to exclude cannabidiol-rich plants from the definition of marijuana, and for other purpos-
es.” It states that “The Federal Food, Drug and Cosmetic Act shall not apply to cannabidiol
or cannabidiol-rich plants as those terms are defined in section 102 of the Controlled Sub-
stances Act as amended by this Act.” Also, “Nothing in this Act shall prohibit or otherwise
restrict any activities related to the use, production, or distribution of marijuana in a State in

which such activities are legal under State law.”

that. Because the state of Colorado Depart-
ment of Agriculture governs the crop and
tests it, inspects it and it meets the definition
of hemp under the federal farm bill, they
believe they’re in their legal rights to ship
it. People are dying, this is ridiculous! The
brothers decided to ship it to support par-
ents. It’s the parents who have to face local
law enforcement and make that decision for
themselves.

I want to push that we have this really
powerful army of voices. And everyone
is kind of scattered on so many different
bills happening. And if we could all align
and push them all, we could be a very, very
scary force. I know there’s a lot of dissen-
sion, but there’s a majority now. If you poll
the country, there’s over 50 percent in sup-
port of medical cannabis. We don’t have
funds, money on our side, but we have the
numbers.

0’S: Do you have any dealings with the
reform groups like Americans for Safe Ac-
cess or NORML?

Figi: I am in touch with them. I’ve heard
two different statements —they’re not in
support of CBD and then they are in sup-
port of some of the CBD states. I’ve heard
different back-and-forth on that.

The hemp industry is fully in support of
these bills. They’ve never been able to get
Orrin Hatch or Lamar Alexander on board
for anything [without us] and they’ve been
trying for 15 years.

0’S: What were the changes that Perry
made in his bill between 2014 and 20157

Figi: They added a sunset provision into
the bill. They made it a little more conser-
vative so that if the sky falls because you
legalized CBD and agricultural hemp, it
will sunset after three years. And then they
changed the name, in the Senate bill to “The
Therapeutic Hemp Medical Access Act—
S.1333.”

O’S: It’s odd to see “cannabidiol-rich” de-
fined in terms of THC content. “Therapeutic
hemp” seems more accurate —although the
Hemp Industry Association thinks it creates
confusion.

Figi: This bill has a big chance of passing.
They just need to hear from people.

0’S: Some observers say that having a
CBD-only law in Florida hurt the chances
of the broader bill, Amendment 2.

Figi: The CBD bill in Florida —the Char-
lotte’s Web bill, they nicknamed it—exist-
ed before Amendment 2. And I don’t feel
that it did hurt, because people were made
aware [of the medical benefits of marijuana]
through the media around the Charlotte’s
Web bill. I think they actually help each
other.

0O’S: What happens next to the federal
Charlotte’s Web bill?

Figi: The bills have to pass out of the

Senate and House Judiciary Commitees.
If you’re in a district of anyone on those
two committees, we should be reaching
out to them. Just educating them and ask-
ing ‘Please co-sponsor this bill. ... When
they’re in Washington, I can explain ‘This
is what you’re signing onto exactly’ and put
them in touch with doctors and law enforce-
ment to answer questions. But first they
need to hear from their constituents.

Also, we need the Democrats who are
for the CARERS bill. If they would see the
importance of this one piece of their bill,
they can help five million people right now.
Once they’re on board, all the Democrats
will see this as something they can support.
Now they see it as a Republican bill, even
though the co-sponsors are bipartisan.

Hemp should be an industry in
this country. Why import it?

O’S: Do you have any allies?

Figi: The Coalition for Accesss, a501(c)4,
is a platform for all the voices backing this
bill. Everyone told me it takes money to
pass a bill and I didn’t believe it because
everybody knows that CBD helps these kids
—it’s not controversial. I'm sad to say that
it does take money. There are very few peo-
ple who don’t want this to pass, but they’re
heavily funded. We have public opinion but
no funding.

I have a leader in each state that collects
advocates. If it’s a large state like Texas and
California, two or three. And they help all
the advocates that contact us either to do
media, go to DC, or when their legislator is
on recess, ask them to co-sponsor it.

So these parents go push our narrow mes-
sage —they show pictures of their children
wearing helmets— and reach out and help
drive up that advocacy number, drive up the
co-sponsorship number.

O’S: Many small reforms get sold to pro-
gressives as “‘a first step” towards bigger
reforms. And then they turn out to be all we
get —the last step, not the first. So there’s
reason to fear that a CBD-only bill could
take the wind out of the sails of the medical
marijuana movement, like some people say
Obamacare took took the wind out of the
sails of Single Payer Healthcare.

But this situation could be different be-
cause so many people are educated about
cannabis and know that THC is beneficial
and in many cases necessary. And especial-
ly if you, Paige Figi, are committed to keep
pushing for the CARERS Act.

Figi: Absolutely. And why make the
farmers wait? The farmers don’t care about
THC. They want this crop. Hemp should be
an industry in this country. Why import it?
And the kids need CBD. Why is it ethical to
make them wait?
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Introduced by Senators Paul, Gillibrand and Booker

ASA pushing the CARERS Act

Steph Sherer, Executive Director of Ameri-
cans for Safe Access, helped educate Kirsten
Gillibrand of New York and Cory Booker of
New Jersey on the need for changes in fed-
eral law to make marijuana available as a
medicine to all who need it. It’s understand-
able why Sherer strongly supports the CAR-
ERS Act —she had a hand in writing it.

Some backers of the CARERS Act fear that
bills legalizing CBD will enable politicians
to mollify constituents who want access to
medical marijuana. These skeptics point to
the 2014 vote in Florida, in which a ballot
initiative to legalize medical marijuana (the
whole plant, starring delta-9-tetrahydrocan-
nabinol) fell less than 2% shy of the 60%
needed for passage.

Governor Rick Scott had stated that he
would never allow any kind of medical
marijuana bill to be enacted in the Sunshine
State. But during the campaign, strate-
gists convinced him that signing SB-1030
(dubbed “Charlotte’s Web” by the media),
would make his opposition to medical mar-
ijuana seem less inhumane. With a stroke of
the pen, Scott transformed his image from
arch foe of medical marijuana to pro-CBD

What 1t woulc

By Mike Liszewski

On March 15, 2015, U.S. Senators Cory
Booker (D-NJ), Rand Paul (R-KY), and
Kirsten Gillibrand (D-NY) introduced the
Compassionate Access, Research Expan-
sion, and Respect States (CARERS) Act
—the first comprehensive piece of medi-
cal marijuana legislation to be introduced
in the U.S. Senate. Americans for Safe Ac-
cess was honored to have played a role in
shaping direction of the bill, and many of
the patient-focused issues we brought up
were addressed in the final legislation.

The bill's introduction comes just a few
months after passage of the Rohrabach-
er-Farr Amendment, which was guided
through the conference committee by the
leadership of Senator Mikulski (D-MD).
The Rohrabacher-Farr Amendment argu-
ably should have defunded the prosecution
of the Kettle Falls Five by the US Attor-
ney for Eastern Washington, but the de-
nial of their motion to dismiss shows that
there is some legal dispute as to whether
Rohrabacher-Farr  Amendment will end
federal prosecutions. There is no question
that such prosecutions would end under the
CARERS Act, which states:

“Notwithstanding any other provision
of law, the provisions of this title relating
to marihuana shall not apply to any per-
son acting in compliance with State law
relating to the production, possession,
distribution, dispensation, administration,
laboratory testing, or delivery of medical
marihuana.”

Prior to introduction of the CARERS Act,
many Senators have avoided taking an offi-
cial position on medical marijuana because
there was no legislation in the Senate on
the issue. Now Senators must confront it.

Patient advocates and other stakeholders
have an opportunity to discuss each of the
bill's issues in a substantive way. Rather
than decry any perceived shortcomings,
patient advocates can make strategic use of
their time lending support to help get the
bill heard before the Senate Health, Educa-
tion, Labor, and Pensions Committee and
offering suggested amendments to improve
the bill.

To help better understand the bill, below
is some section-by-section analysis (skip-
ping Section 1, which is simply the title of
the bill):

2. Federalism in Drug Policy

This is the section quoted above. It allows
all state-legal medical marijuana conduct

centrist. (See cartoon below by Andy Mar-
lette of the Penascola News-Journal.)

In signing. Scott said, “As a father and
grandfather, you never want to see kids suf-
fer” —as if aunts and uncles just might.
“Charlotte’s Web will ensure that children
in Florida who suffer from seizures and
other debilitating illnesses will have the

medication needed to improve their quality
of life.”

A very skeptical, previously reliable source
in Washington source says, “Feinstein and
Grassley don’t want Charlotte’s Web, they
don’t want farmers here growing crops to
produce CBD, they want this thing locked up
for the pharmaceutical industry.”
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IN THE SENATE OF THE UNITED STATES

March 10,2015
Mr. Booker (for himself, Mrs. Gillibrand, and Mr. Paul) introduced the following bill; which was read twice and
referred to the Committee on the Judiciary

Section 1. Short title

2015” or the “CARERS Act of 2015”.

A BILL

To extend the principle of federalism to State drug policy, provide access to medical marijuana, and
enable research into the medicinal properties of marijuana.

This Act may be cited as the “Compassionate Access, Research Expansion, and Respect States Act of

to continue to exist without any federal in-
terference. Unlike the Department of Jus-
tice's August 2013 Cole Memo or even the
Rohrabacher-Farr Amendment to the DOJ
budget, this protection is both binding and
permanent. ASA was successful in mak-
ing certain that testing labs were included
along with producers and dispensers. The
exemption from the Controlled Substances
Act does two additional things:

1) It will provide 280e tax relief to medi-
cal marijuana businesses (which should re-
sult in lower prices for patients) and

2) It will allow state programs to go on
unimpeded, regardless of where marijuana
is placed in the CSA, because the CSA will
no longer apply in those states where medi-
cal marijuana is legal under state law.

Section exempts state programs
from the Controlled Substances
Act, so they could continue to
operate regardless of any poten-
tial implications of Schedule 11
status.

This section creates binding and un-
equivocal legal protections from federal
interference for anyone abiding by their
state’s medical marijuana law.

It is unclear whether or not dual-licensed
medical/adult-use businesses would be
covered, but it appears they would for the
medical portion of their business.

3. Rescheduling of Marijuana

The rescheduling portion of the bill is
probably the section that will get the most
criticism from patient advocates and oth-
ers. While placement in Schedule II does
not appear to be appropriate based on its
widespread medical acceptance and low-
er abuse potential than other Schedule II
substances like cocaine and methamphet-
amine, it would show that the U.S. gov-
ernment has finally accepted that there is
medical use for marijuana.

Placement on Schedule II could also po-
tentially open up health insurance cover-
age to medical marijuana therapy, but that
would not happen automatically. There are
some who have expressed concerns that if
marijuana were placed in Schedule II that
it would mean pharmacies would have to
take over distribution and that pharmaceu-
tical companies would take over produc-
tion.

However, Section 2 of the bill, complete-
ly exempts state programs from the CSA,
so they could continue to operate regard-
less of any potential implications of Sched-
ule II status.

4. Exclusion of Cannabidiol from Defi-
nition of Marijuana

The concept of this section of the bill
similar to Rep. Scott Perry's HR 5226 from
the 113th Congress, but has been slightly
modified. This language would completely
remove derivatives of marijuana with less
than 0.3% THC content from the CSA,
which would help enable transportation of

StEPH SHERER, Executive Director of Ameri-
cans for Safe Access, speaking at ASA’s
“Unity Conference” in Washington, DC,
March 28. Sherer launched the group in
2002, with support from dispensary opera-
tors. Only four dispensaries had representa-
tives at the 2015 conference. ‘“Now we have
trade associations,” one of them explained.

high-CBD extracts across state lines.

States that have not already passed full
medical marijuana laws or CBD-only laws
would still need to pass such laws for pro-
tections to be complete in those states. It
is a fairly safe assumption that most, if not
all remaining states without CBD protec-
tions would adopt such laws in the wake of
federal passage.

5. CBD Determination by States

This section was inspired by a similar
provision in the S. 134, Industrial Hemp
Farming Act of 2015, which had a safety
valve provision for states that allow more
than 0.3% THC in their CBD laws. ASA
provided the Senate offices with language
that will protect the patients in states that
allow 0.5% to 5% THC in their CBD laws,
such as Alabama, Florida, Iowa, Missouri,
South Carolina, Tennessee, and Virginia.

6. Banking

The banking section of the bill used Rep.
Perlmutter's HR 2652, the Marijuana Ac-
cess to Banking Act of 2013, as its basis.
The provision would allow anyone acting
in conformity with their state marijuana
laws to be able to access banking ser-
vices. This section would exempt banks
from filing suspicious activity reports on
marijuana businesses. It would explicitly
forbid the federal government from penal-
izing marijuana businesses or incentivizing
banks to discriminate against legal mari-
juana businesses.

7. Research

ASA urged the Senate sponsors to make
sure that the two biggest barriers to medi-
cal marijuana research in the US were ad-
dressed, the Public Health Service Review
Process and the NIDA monopoly on the
supply of available research marijuana.
The Obama Administration has already
removed the Public Health Service review.
The CARERS Act would end the single
source monopoly for federal marijuana
made available for FDA-approved re-
search. This will help ensure that a greater
variety of marijuana is available to help
foster meaningful research in the U.S.

8. Veterans

ASA also urged the bill sponsors to in-
clude a section that would allow VA doc-
tors to fill out state medical marijuana rec-
ommendation forms.

Mike Lisziewski is government affairs
director for Americans for Safe Access.
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Senate Drug Caucus investigates

the political potential of cannabidiol

By O’S News Service

The Senate Caucus on International Nar-
cotics Control was created in 1985 (the
height of the Ronald Reagan era) and giv-
en special powers to issue subpoenas and
call hearings. Chairman Chuck Grassley
(Republican, Iowa), arranged for a hearing
June 24, 2015 on “Barriers to Cannabidiol
Research and Potential Medical Benefits.”

After opening statements by Grassley
and his Democratic counterpart, Dianne
Feinstein of California, three Senators who
have introduced CBD-related bills —Orrin
Hatch, Kirsten Gillibrand, and Cory Book-
er laid out their views. Then came testi-
mony by Joe Rannazzasi of the DEA, Dr.
Douglas Throckmorton a deputy director
at FDA, and Dr. Nora Volkow, the direc-
tor of NIDA. Booker and Gillibrand joined
Grassley and Feinstein in questioning the
agency officials.

Grassley recounted the basic story —kids
with epilepsy getting seizure relief from “a
substance called cannabidiol, or CBD...
a compound derived from the marijuana
plant that can be administered in the form
of an oil. It’s not smoked, and it can’t be
used to get high.”

Desperate parents are “buying CBD
products that haven’t undergone the usual
testing for safety and efficacy associated
with new medicines, and in many cases
haven’t been evaluated for concentration
or purity. Sometimes these products may
be helping children, but sometimes they
have no effect, or may even cause harm.”

Grassley described GW Pharmaceuticals’
Epidiolex, which is “undergoing FDA-ap-
proved clinical trials to treat two rare forms
of pediatric epilepsy. I’'m glad that one of
the sites at which it’s being tested is the
University of lowa.”

Earlier in the year Grassley and Feinstein
had urged the Department of Justice and
the Department of Health and Human Ser-
vices Department to get rid of impediments
to CBD research. Grassley took credit for
HHS dropping its requirement that the
Public Health Service approve all studies
involving cannabinoids. PHS approval had
not been required “for any other Schedule
I substance,” Grassley noted. (Indeed, the
requirement had been imposed by HHS un-
der Donna Shalala in the Bill Clinton era.)

Dianne Feinstein

Even the staunchest Drug Warriors in
Congress have constituents whose epilep-
tic children have been helped by CBD. Di-

SEN. OrRrRIN HarcH (REP.-UTAH), introduced
the “Therapeutic Hemp” Act, which would
remove CBD from the Controlled Substanc-
es Act. In 1994 Hatch wrote the Act in which
Congress defined “dietary supplement” and
advised the Food and Drug Administration
that dietary supplements were to be regulat-
ed as the former. The dietary supplement in-
dustry has been booming ever since. In Utah
it’s a $7 billion bnsiness.

Hatch told the Senate Drug Caucus that
he wants to see the medicine that reduced
Charlotte Figi’s seizures —cannabidiol —
available as a dietary supplement.

Y

SENATORS CHUCK GRASSLEY (REPUBLICAN, IowA) AND DIANNE FEINSTEIN (DEMOCRAT, CALIFORNIA)

at the Senate Caucus on International Narcotic Control’s June 24 hearing on “Barriers to
Cannabidiol Research and Potential Medical Benefits.”

anne Feinstein said she did, too. But “I’ve
heard from other constituents, like Cathe-
rine Jacobson, who, after researching can-
nabidiol as a treatment, went to a medical
marijuana dispensary to obtain it for her
six-year-old son who has epilepsy. Instead
she was given plant material, not cannabi-
diol in any form that her son could ingest.

“Ms. Jacobson is still trying to find a safe
and reliable form of cannabidiol to treat
her son, but is worried about a lack of data,
the high variability in oils, dosing, and can-
nabidiol’s potential interaction with other
medications. All of this points toward the
need for research and regulation.”

Orrin Hatch

The Senator from Utah began his testi-
mony with the story of Charlotte Figi, and
his words echoed her mom: “I understand
the desire for caution. We’re Congress. We
act slowly. But we must remember that
these are people whose lives we’re dealing
with... for whom a five- or 10-year delay is
not an inconvenience but a potential death
sentence.

My home state of Utah —cer-
tainly no redoubt of hippie liber-
alism— was the very first state to
legalize CBD.

“Given that CBD produces no psychoac-
tive effect, I frankly see no reason why it
should remain illegal under federal law...
Parents who wish to obtain CBD to treat
their suffering children risk federal pros-
ecution for the sole reason that CBD is de-
rived from the cannabis plant. Never mind
that it produces no high, never mind that
it actually counteracts the effects of THC.
Under current law, because it is derived
from the cannabis plant it is unlawful.

“To remedy this situation I’ve recently
co-sponsored bipartisan legislation with
Senators Gardner, Wyden, Alexander, and
others, to exempt CBD from the defini-
tion of marijuana under federal law. Our
bill, 13-33, will allow parents to obtain
this life-changing therapy without threat of
federal prosecution. It will enable parents,
if they choose, to use a therapy that has
shown great success in reducing seizures
in children for whom all other treatments
have failed.

“Now I want to reiterate that CBD can-
not be used to get high. That point is criti-
cal. It’s what differentiates CBD from all
these other attempts to legalize marijuana,
whether for medical purposes or other-
wise. CBD is not a camel’s nose under
the tent for advocates of full marijuana
legalization. Fifteen states have now le-
galized CBD. These include some of the
most rock-ribbed conservative states in the
country such as Alabama, Oklahoma, and
Texas. In fact, my home state of Utah —
certainly no redoubt of hippie liberalism —

was the very first state to legalize CBD.
“And I continue to oppose marijuana and
efforts to legalize its use. I remain uncon-
vinced by claims that it is safe and that the
side effects it causes are no big deal...”

23 and DC

Sen. Kirsten Gillibrand of New York, had
also met with parents of children suffering
seizure disorders, and said she had come
to understand that cannabis (not just CBD)
could be beneficial in treating a wide range
of disorders (not just epilepsy). Gillibrand
said that 23 states and Washington, DC,
had passed medical marijuana laws that
could not be fully implemented “until we
change our outdated federal laws.”

Without referring to the CARERS Act,
Gillibrand said, “Let’s pass a new, mod-
ern law on medical marijuana that respects
state laws and respects modern scientific
research.”

Nor did Cory Booker of New Jersey
use the occasion to pitch the more com-
prehensive bill. He described constituents
whose children had been helped by CBD
and found themselves forced to choose
between breaking the law or seeing their
children go without the best anti-seizure
medicine. “There is a moral urgency here,”
he said.

“Although this hearing is limited to
CBD,” Booker added, “I do not want to
lose sight of the government’s overall poli-
cy on medical marijuana. Other Americans
are dealing with other conditions. We need
to consider the issue as a whole.”

Throckmorton of the FDA

Douglas Throckmorton, MD, is deputy
director for regulatory programs in the
Center for Drug Evaluation and Research
at the FDA. He testified:

“FDA is the agency that is responsible
for the assessment and regulation of new
drugs in the United States, including drugs
derived from plants like marijuana. The
Food, Drug and Cosmetics Act requires
that those drugs be shown to be safe and
effective for their intended use before be-
ing marketed.

“In addition, drugs must be shown to
be manufactured consistently, lot-to-lot,
with high quality. Because many factors
influence the make-up of plant materials,
such as temperature, time of year, location
grown, this essential part of drug develop-
ment presents special challenges when the
drug is derived from a botanical source like
marijuana.

“To address these challenges, FDA has
published guidance to investigators to
give recommendations about the types of
studies to be conducted when developing
drugs from plants... In addition to work-
ing directly with investigators to support
their studies, FDA has several [expediting]
mechanisms... such as ‘fast track designa-
tion,” ‘accelerated approval,” ‘priority re-

view,” and ‘breakthrough’ designation.

“Wherever possible we are applying
these tools to the development of the prod-
ucts derived from marijuana and cannabi-
diol. For example, fast-track designation
was granted to an investigation of cannabi-
diol, Epidiolex, being developed for a rare
form of childhood epilepsy.”

Throckmorton said that, according to the
manufacturers, “20 Epidiolex intermedi-
ate-sized expanded access programs have
been authorized to treat approximately 420
children.”

He saw it as a win-win: “Importantly,
these children are getting access to an in-
vestigational product under close medical
supervision, and the data obtained from
their use of the investigational agent is be-
ing collected to help support drug develop-
ment.”

Exposing Scammers

Throckmorton said, “We are also mind-
ful of protecting consumers. In February of
2015, FDA took action against marketed,
unapproved drug products that were mak-
ing egregious health claims, including
products that allegedly contained cannabi-
diol and other compounds from marijuana.
For example, products containing cannabi-
diol were advertised nationally making un-
substantiated claims as being effective in
the treatment of conditions such as breast
cancer, rheumatoid arthritis, and ebola in-
fection.

“We analyzed the products and found
that many did not even contain the ingre-
dients listed on their labels. For example,
when we tested products that allegedly
contained cannabidiol, around one-third of
those products, in fact, contained no can-
nabidiol...

“These products and their marketing can
create false hope in those seeking relief
from serious medical conditions for them-
selves or their loved one. Moreover, it can
divert patients from products with demon-
strated safety and effectiveness.

Cannabinoids 101

Dr. Nora Volkow, the head of NIDA,
gave the Senators a fast introduction to the
endocannabinoid system. “Cannabidiol has
a very low affinity for these receptors,” she
said reassuringly, “and is devoid of rewir-
ing or pleasurable effects...

“Pre-clinical research has indeed sug-
gested that CBD may have a range of ther-
apeutic effects, most notable of which are
anti-seizure, neuroprotective, anti-inflam-
matory, analgesic, anti-tumor, anti-psy-
chotic, and anti-anxiety relieving proper-
ties. Most of the recent public interest has
focused on the potential value of CBD in
the treatment of seizure disorders. And in-
deed, multiple studies using animal models
have shown that CBD reduces the severity
of seizures. And ongoing studies are in-

text continues on next page

Doucras THROCKMORTON, MD, Deputy Direc-
tor for the Center for Drug Evaluation and
Research, Food and Drug Administration



—38—0’Shaughnessy’s » Winter 2015/16

Senate Drug Caucus continued from previous page

vestigating its mechanism of action. In the
meantime, clinical case studies and reports
from patients have provided suggestive ev-
idence that CBD may be effective in treat-
ing children with drug resistant epilepsy...

“The evidence is insufficient to arrive at
a firm conclusion. This is likely to change
in the near future,” Volkow said, citing the
“ongoing clinical trials being conducted by
GW Pharmaceuticals to test the efficacy of
Epidiolex in pediatric epilepsy.”

“NIH identifies CBD as an in-
teresting target for therapeutic
studies that go beyond its value
as an anti-seizure medication.”

Volkow seemed relieved to be talking,
for a change about possible benefits. “NIH
[National Institutes of Health] identifies
CBD as an interesting target for therapeu-
tic studies that go beyond its value as an
anti-seizure medication... NIH institutes
are funding work on the therapeutic value
of cannabinoids, including CBD, in the
treatment of neurologic, psychiatric, im-
munological, metabolic, and oncological
disorders.”

Volkow concluded: “It appears that CBD
is a safe drug with no addictive effects.
The preliminary data suggests that CBD
may have therapeutic value for a number
of medical conditions. Addressing barri-
ers that slow clinical research with CBD
would accelerate progress.”

Questions and Answers

Grassley said that each Senator could
ask seven minutes’ worth of questions. He
started with one for Volkow. “NIDA,” he
said, “is the agency responsible for provid-
ing researchers with marijuana to support
CBD research. NIDA does so by contract-
ing with the University of Mississippi to
grow multiple strains of marijuana and re-
cently NIDA, in consultation with the Drug
Enforcement Administration. dramatically
increased the supply of research marijuana
grown at the university.

“However, there is still a question about
whether the arrangement as it currently
exists will continue to meet the needs for
research-grade marijuana. Do you believe
that it would be beneficial to allow NIDA
,n coordination with the DEA, to grant
more than one contract to approved entities
to grow marijuana for research?”

Volkow was unequivocal: “The answer is
yes. I think it would be beneficial.”

In the 1980s, Grassley recalled, there was
a program under which the drug Marinol
[synthetic THC] was used experimentally
by some 20,000 cancer patients prior to
approval by FDA. Could large numbers of
patients use Epidiolex, too?

“Absolutely,” said Throckmorton. “That
program was a precursor to the current ex-
panded access program through which 400
children are getting access to Epidiolex
now. It’s a program set up by the manufac-
turer to work with an individual physician
or medical center to allow access to an in-
vestigational product.”

Cannabidiol Research
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JosepH RanNNAzZzIs1, Deputy Assistant Admin-
istrator of Drug Diversion with the Drug En-
forcement Agency.

Dr. NorA VoLkow, Director, National Insti-
tute on Drug Abuse.

Grassley asked, “Is there any reason that
more children couldn’t be enrolled in that
program?

Throckmorton explained: “The manufac-
turer has to make the decision to set up an
expanded access program. In this case, GW
Phamaceuticals has made that decision and
so they’re making the product available.

“The product is available under medical
supervision, so it requires that the patient
be under care of a physician to watch for
side effects, to monitor for adverse effects
and efficacy... and report back to us.

“It also requires that institutional review
boards be aware of and approve the admin-
istration of this investigational drug to the
patient.

“The fourth thing for a controlled sub-
stance like this is that the manufacturer
would need to work with the DEA and
make certain that there was authorization
to manufacture enough of that controlled
substance. I know that the DEA has made
that step possible in this case, so that’s
not an issue here today. But, so as long as
those four conditions are met, and so long
as other reporting requirement are met by
the manufacturer, FDA has approved 99
percent of these expanded access programs
since 2010. We don’t get in the way. And
they are being used broadly.

Grassley made reference to the CARERS
Act without naming it. “There are legisla-
tive proposals before Congress to change
marijuana from Schedule I to Schedule 11,”
he said. “ Some believe that these propos-
als will make CBD products being sold on
the black market immediately available
under federal law.” He directed his ques-
tion to Throckmorton: “Would moving
marijuana to Schedule II change the legal
requirements that CBD-based medicines,
like all medicines, have to be approved by
the DEA and the FDA before being pre-
scribed by doctors? And if not, could you
describe the federal regulations that would
govern the approval process for a medicine
developed from a Schedule II substance.

Throckmorton said that a scheduling
change “would not affect the drug devel-
opment and approval process... The major
impact would be on the controls that would
be in place over research.”

DiFi Heart GWP

Feinstein asked again if a scheduling
change would have an impact on research.
Throckmorton tried to kick it to the DEA
man: “Well, there are additional controls. I
think as Mr. Rannazzisi said, there —

Feinstein: “Answer that, yes or no.”

Throckmorton: “There are additional
steps, so to the extent that those additional
steps exist they are additional things that
need to happen.”

Feinstein: “Okay, now this company GW
that the 400 children are utilizing the can-
nabidiol, are the doses standardized? Are
they by prescription? How does it work?

Throckmorton: “Absolutely, and I should
have made that clearer. Thank you for that
question. Absolutely, and it’s one of the re-
ally important things about the expanded
access program is it takes place in the con-
text of a drug development program. GW
Pharmaceuticals has developed a formula-

SENATOR KIRSTEN GILLIBRAND, (Democrat,
New York).

tion of cannabidiol with dosing and manu-
facturing information — all of the things that
we’d expect for a drug that you take every
day or are given in a hospital or something
like that. And then, they’re using that exact
same product, the same product that they
would hopefully be able to market once
they’ve provided the clinical trials to us,
that’s the product being given to the chil-
dren under the expanded access program.”

Feinstein (impressed): “Can that program
be expanded now?”

Throckmorton: “The limitations on it are
the ones that I mentioned before, which is
the manufacturers control this. So the FDA
can’t force a manufacturer to do this or not
do this. This is something that they have
chosen to do. There needs to be a physician
that’s able to supervise the patient to make
certain that the adverse events are identi-
fied.”

Feinstein: “Well, that’s very good news,
I think. And my sense is the Senate would
certainly support that.”

Throckmorton: “We’ve had a very good
relationship working very closely with this
manufacturer. I have an expanded access
crew that is trying to do anything we can
to help them.

Feinstein: “Right. Well, I think that’s very
good to hear... I understand that our coun-
try has a patent on cannabinoids, including
CBD, which states that ‘non-psychoactive
cannabinoids such as CBD are particularly
advantageous to use because they avoid
toxicity that is encountered with psycho-
active cannabinoids.” How, if in any way,
will that patent factor into the scientific and
medical evaluation?

Volkow explained that the federal pat-
ent on CBD is specifically for its use as
an anti-oxidant for neuroprotection, and
has nothing to do with its potential as an
anti-seizure medication. [O’Shaughnessy’s
broke the story of the federal patent. Hey,
dude, where’s our Pulitzer?[

Feinstein repeated her admiration for
GW Pharmaceuticals’ approach. Throck-
morton reiterated that the company ‘“has
enrolled fully two trials of children for se-
vere seizure disorders... Those clinical tri-
als are important because they’re going to
form the data that the FDA is going to to
use to [assess] the efficacy and safety of the
product while we make it available under
the expanded access program.”

He ran it by her one more time: The in-
vestigational new drug is being given to
patients under the expanded access pro-
gram by doctors conducting placebo-con-
trolled trials.

Feinstein: “Well, for whatever it’s worth,
I’'m really pleased that FDA is taking that
position and allowing expansion.”

Gillibrand Skeptical

Senator Gillibrand didn’t open with any
niceties. “How many patients nationwide
need access to CBD?” she asked Throck-
morton. He said “I don’t have that infor-
mation.”

“Estimate,” she demanded. “Is it tens of
thousands? Is it hundreds of thousands? Is
it hundreds? I just need to know because
400 patients [a reference to the Epidiolex
patients, down from 420 when first men-

tioned] is not even meeting the need for
New York state. So how many patients
need access to medicine?

Throckmorton: “The challenge is that
we have many medicines approved for the
treatment of seizure disorders. We recog-
nize they have side effects. We recognize
that not all of them work in all patients.
So to identify the subgroup of individuals
that have tried all of those — and they’re not
working for them — I wouldn’t have an esti-
mate. It’s many patients. Rather than trying
to decide what that number is, I really — my
jobis ="

“So what I hear from you is that
having this one drug company
who’s got 400 patients —we’re
solving the problem? That’s out-
rageous!

Gillibrand (with increasing anger): 1
don’t want to limit the access to CBD to
one drug company. It is absurd that we’re
saying that that’s going to solve the prob-
lem. So what I hear from you is that having
this one drug company who’s got 400 pa-
tients — we’re solving the problem?! That’s
outrageous. That’s an outrageous impres-
sion to leave on this committee, because
you have thousands of patients in my state
alone who need access to this medicine and
they don’t all get accepted by the drug tri-
als.

“And when you talk to a parent they
tell you, ‘The other medicines that are
approved for my kid are barbituates that
knock him out and put him in a coma-like
state, that’s not a quality of life I want for
any child.’

“So, let’s be clear. We need to change the
laws to remove impediments so we have
research being conducted across the coun-
try as is being done in other countries like
Canada and Israel. We cannot have only
one place where this plant can be grown. It
needs to be distributed more widely so that
people can get access to the materials they
need to do the research.

“We have to change the Schedule, you
said Schedule 1 to Schedule 2 releases im-
pediments. What are those impediments?
Explain to us what is the difference be-
tween Schedule 1, Schedule 2 in terms of
a researcher’s ability to research this drug
and a drug company’s ability to produce a
medicine that has the protections that Sen.
Feinstein needs for her constituents?”

Throckmorton: “Be happy to talk about
the one particular role that Schedule 1 has
in terms of the FDA, and then I’d ask Mr.
Rannazzisi to talk about the DEA’s role.

When a Schedule 1 product is being stud-
ied they have to report to us any changes
in their protocol. So if they’ve got a clini-
cal trial and they are enrolling a number
of patients and they’re following it for
six weeks, and they decide that they need
to change the conditions of that study so
that instead of three weeks it’s going to be
followed for four weeks —something like
that. Typically those changes come into us
but the trial is allowed to continue to go
forward. For controlled substances, for
Schedule 1 substances, there’s a review
that’s required. The DEA sends that proto-
col change to us. We are on a 30-day clock
to look at that and get an answer back to
the DEA. And then the DEA goes back to
that investigator and says yes the trial can
go forward.

Gillibrand: Is it fair to say the process is
very cumbersome?

Throckmorton: It is not a straight — there
is that additional step. This additional ex-
change that has to happen that doesn’t oc-
cur for products that are in different sched-
ules, less controlled schedules.

Throckmorton explained that Schedule
II products have a high risk of abuse but

continued on next page
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an accepted medical use. For example opi-
oids, approved by the FDA for treatment of
pain in cancer, etc.

Rannazzisi: “The Schedule 1 researcher
has to apply for separate research registra-
tion. He submits protocols. The protocols
basically outline who he is, what his back-
ground is, then what his research is going
to be and under what authority he’s doing
that research. For instance, is he doing it
with an institution? Is he doing it pursuant
to an IND? We get that protocol. We sub-
mit it to FDA for approval. And once it’s
approved it comes back to us. We ensure
that he’s got a secure container to keep his
drugs in, and we explain the paperwork to
him for procurement, and he gets his reg-
istration.”

Gillibrand confronted Volkow: “Given
that NIDA’s mission is to lead the nation
in bringing the power of science to bear
on drug abuse and addiction, what specific
steps is NIDA taking to advance research
into the medical benefits of marijuana? To
put it another way, how can NIDA control
the research supply in medical marijuana
studies that seek to find benefits when the
mission is solely focused on the negative
consequences of marijuana use? And is
there an agency better suited to handle the
research supply of marijuana?

Volkow: “I want to answer that ques-
tion... One of the things that NIDA does
is study the effects of drugs in the human
brain. But the research is not just focused
per se on the negative effects of marijuana,
and in fact as I very explicitly stated, we’re
very interested on doing research that re-
lates to the potential benefits that canna-
bidiol may have on the treatment of drug
addiction.

“Being the only source of re-
search material for marijuana,
that’s not something that NIDA
chose to do.”

“We’re also interested in understanding
how cannabidiol or other cannabinoids
may be utilized for the better management
of pain, as well as for the potential man-
agement of patients suffering from HIV.

“Being the only source of research mate-
rial for marijuana, that’s not something that
NIDA chose to do. There is a law that re-
quires that we be that agency, and we com-
ply with the law.

Gillibrand asked, “Given that marijuana
is a multi-compound botanical substance?
Is it reasonable to expect that marijuana
could ever make it through the FDA ap-
proval process? If not, would it make sense
to develop a new approval protocol for
multi-compound botanical substances such
as marijuana in the FDA?

Throckmorton: “It’s absolutely reason-
able to expect that marijuana would be
able to be developed as a drug. We’ve done
it before. We’ve approved other plant-de-
rived drugs. We have guidance that we put
out. I have in place a team whose job it is to
help developers who want to develop drugs
from plants— to give them any advice and
help that they can. So, yes, there is a path-
way laid out. Yes, it’s been done.”

Gillibrand: “What’s the timing for that
pathway currently?”

Throckmorton: “What we need is an in-
terested investigator working with us and
doing the studies that we need to have to
be certain that we have a product that’s
well characterized, that’s studied appropri-
ately in a patient population, that we can
identify, so I can give a prescription, I can
tell a prescriber that they can prescribe that
medicine to those patients.”

Gillibrand: “So the current 400-person
study, is that sufficient for you to begin the
process?”

Throckmorton: “This process begins
with conversations about the drug itself. So
in the case of a plant-derived product like

SENATOR CORY BOOKER (Democrat, New Jer-
sey) asked why the DEA was ignoring an
Act of Congress ordering an end to raids on
medical marijuana providers operating le-
gally under state law.

a marijuana product, it would start with a
discussion how they want to develop it,
what patients they want to study it in, what
kinds of treatments they want to measure,
what outcomes they -

Gillibrand: “Is that happening with this
company that you talked about?”

Throckmorton: “That’s already happened
with this company. It happened. And any
additional conversations they need, we’re
having. Any investigator that’s interested
in coming in and talking to us about devel-
oping a drug for marijuana we have a pro-
cess to put them into involving a discussion
with the right review division, specifically
to lay out what kinds of trial designs they’d
need to use.”

Booker of New Jersey

Booker decried “NIDA’s monopoly” on
marijuana for research and cited an in-
stance of egregious delaying.

Volow said she had already expressed
her view: “If there were alternative sources
of cannabidiol, would I support that? The
answer is yes. It should make the research
much more efficient. So some of these de-
lays —

Booker: I only have five minutes, so |
just want to get my answers —

Feinstein (sourly correcting him): You
have seven minutes.

Booker (to Feinstein): 1 have five left.
(Gillibrand taps him under the table as if
to say “Stay cool.” Booker returns his at-
tention to Volkow.) In other words efficien-
cy, effectiveness, availability for research
would be better if it was not a monopoly.

Volkow: Correct.

Booker: And so, does that monopoly ex-
ist for other Schedule 1 drugs?

Volkow: Not to my knowledge.

Booker observed that researchers could
obtain heroin from more than one supplier.
“Why would you treat heroin differently
than you’re treating pot?” he asked. “Why
would that be? Is there any scientific rea-
son whatsoever?

Volkow: There is no scientific reason.
No.

Booker asked Throckmorton if he ac-
knowledged the “chokehold on the ability
for us to conduct research... as a problem?”

Throckmorton said, “I think there are ad-
vantages to broad availability of a variety
of different kinds of marijuana.... Expand-
ing the numbers of growers is one potential
solution.”

Booker asked if moving marijuana to
Schedule II would expedite research.

Throckmorton said yes, not just logisti-
cally but politically. Rescheduling might
kindle “the perception that it is now easier,
it is now something that an investigator
could be interested in doing, could make
a career of, a sort of sense of the possible.
It sends a message that it’s important to do
this and it’s possible to do it.

Booker said, “I’'m going to take that as
a ‘yes,” and turned to Rannazzissi (whose
name he mangled. “One year ago Senator-
Paul and I offered an amendment to a fed-
eral spending bill that would prohibit the
Department of Justice and the DEA from

using taxpayer money to undermine state
medical marijuana laws. The amendment
was ultimately inserted into the House and
Senate omnibus Appropriations Act, which
subsequently passed and was signed into
law. I’'m concerned now, though, that the
DEA is failing to implement this amend-
ment and continuing to erect barriers to
prevent states from making CBD and other
medicines available without federal inter-
ference.

“What steps is the DEA taking to imple-
ment this policy? What assurances can you
give that state medical marijuana programs
are not being undermined by federal laws?
Because I see people moving out of my
state to go to states so that they can get ac-
cess to this medicine, I’'m concerned that
they still have the threat of the DEA en-
forcement.

Rannazzasi said, “I’'m not aware of any
effort to undermine that particular provi-

Fairfax dispensary can reopen

Breyer to DOJ: Acts

“This court has a lengthy history with
this defendant on these issues,” wrote US
District Judge Charles Breyer in an order
filed October 19 allowing the Marin Alli-
ance for Medical Marijuana to reopen be-
cause Congress has changed its spending
priorities.

MAMM proprietor Lynette Shaw first
appeared before Breyer in 1998, when the
US Attorney for the Northern District of
California sought an injunction to close
hers and five other dispensaries (including
the San Francisco and Oakland Cannabis
Buyers’ Clubs).

Back then Breyer granted a preliminary
injunction on the grounds that the federal
Controlled Substances Act took prece-
dence over the medical marijuana law en-
acted by California voters.

Some of the dispensaries remained open,
however, arguing that they were serving
patients whose cannabis use was a matter
of necessity. This argument was rejected
by Breyer, then accepted by the Ninth Dis-
trict Court of Appeal, then rejected by the
US Supreme Court. Breyer issued a perma-
nent injunction in 2002, but Shaw stayed
open for business in the small Marin Coun-
ty city of Fairfax. MAMM had thousands
of members and a business license from
the city.

It wasn’t until 2011 that US Attorney
Melina Haag closed the dispensary by
threatening to seize the property from the
landlord. Slammed with a $3 million claim
from the IRS, Shaw retreated to Los Ange-
les. In 2014, when she returned to the Bay
Area to auction off MAMM memorabilia,
she was at loose ends. Now she plans to
reopen the dispensary at another location
in Fairfax if she can get financial backing.

Greg Anton of Sebastopol is the lawyer
who sought to get the injunction against
MAMM “dissolved” on the grounds that it
violates Section 538 of the Appropriations

US DistricT JUDGE CHARLES BREYER ruled
that Congressional action superceded the
injunction closing the Marin Alliance for
Medical Marijuana. Breyer originally issued
the injunction 2002. The DEA, acting on or-
ders from US Attorney Melinda Haag, finally
enforced in 2011.
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sion within the law. And I’ll go back to the
department and bring this up.”

Booker pressed on: “In April, a spokes-
person for the Justice Department told the
Los Angeles Times that the bipartisan Med-
ical Marijuana Amendment does not pre-
vent it from prosecuting people for medi-
cal marijuana and seizing their property,
including CBD...If you can find out for me
why does the department ignore the clear
intent of Congress for the amendment to
protect marijuana including CBD patients
and providers from prosecution and forfei-
ture.”

Rannazzasi said he would look into it.

Booker’s concern would be addressed in
October when US District Judge Charles
Breyer ruled that the DEA was prevented
by wording in the 2015 Appropriations Act
from interfering with medical marijuana
production and distribution when it is al-
lowed under state law.

of Congress Matter

Act of 2015, also known as the Rohra-
bacher-Farr Amendment after the Santa
Ana Republican and Santa Cruz Democrat
who introduced it. The Amendment for-
bids the Department of Justice (DOJ) to
spend funds to prevent California and 32
other states “from implementing their own
State laws that authorize the use, distribu-
tion, possession or cultivation of medical
marijuana.”

Although Breyer left the injunction
against MAMM in place, “The plain read-
ing of the text of Section 538,” he wrote,
“forbids the Department of Justice from
enforcing this injunction against MAMM
to the extent that MAMM operates in com-
pliance with California law.”

Breyer’s order was sharply critical of the
US Attorney. “Where to start?” he asked
after summarizing the DOJ arguments.
He was appalled by the notion that clos-
ing down an occasional dispensary “may
be presumed to have such a minimal effect
on California’s medical marijuana regime
that it does not ‘prevent’ California from
‘implementing’ its State law.

“This ‘drop-in-the-bucket’ argument is at
odds with fundamental notions of the rule
of law. It has never been a legal principle
that an otherwise impermissible govent-
ment intrusion can be countnanced be-
cause any one defendant is a small piece of
the legal landscape.

“To the extent the Government cites a
few cases addressing Section 538, none are
analogous or even particularly favorable
to the Government’s position,” Breyer ob-
served scornfully. The cases cited by DOJ
all involved individuals or organizations
that violated state law. But DOJ never al-
leged that MAMM had violated state law.
Lynette Shaw treasured her license from
the city and ran a legal operation, accord-
ing to former Fairfax mayor Larry Brag-
man, whose letters of support Breyer cited
in his order.

LYNETTE SHAW may get the last laugh in
her long struggle to operate a medical can-
nabis dispensary in Fairfax, California.
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