EDITORIAL

Medical cannabis
Gilbert J Fanciullo MD, MS

Aggarwal, et al. have presented in this issue of the
Journai of Opioid Management an epidemiological
survey accomplished via a retrospeciive chart
review of 139 adult patients with chronic pain
accessing treatment with medical cannabis.! This

- manuscript is timely and important since there is an

expanding body of both laboratory and clinical liter-
ature often supporting the efficacy of cannabis in
mitigating pain even in patients with neuropathic
pain.*? Medical cannabis programs now exist in 13
States in the United States and these authors report
that numbers of authorized medical cannabis users
in the State of Washington are in the 20,000 range. A
recent survey in Canada has shown that 10 perfect
of patients with chronic non-cancer pain currently

- used cannabis for pain relief.* With such a large

. number of users of medical cannabis, there is a con-
cerning but not unexpected paucity of data enabling
a risk-benefit analysis not only for providers wishing
to facilitate an informed decision by their patients but
for patients suffering from intractable chronic pain.

Proponents of medical cannabis, including
Aggarwal et al.? cite its safety but there are clearly
uncertainties of safety, compaosition and dosage. In
France the Department of Health has advised
cannabis smokers of the respiratory risk associated
with the common practice of adding glass beads or
sand to cannabis-in order to increase its weight by
sellers.” Cannabis has been linked in a dose-depen-
dant manner with elevate rates of myocardial infarc-
tion and cardiac arrhythmias. It has been implicated
in the occurrence of depression, anxiety, psychosis,
bipolar disorder, and an amotivational state. It has
teratogenic effects on the developing perinatal
brain, is associated with chronic bronchitis, reduced
lung density, lung cysts and has been linked to can-
cers at eight sites.® The evidence supporting all of
these risks is controversial. The actual risk of their
association with cannabis use may be proven or dis-
proven. It may be possible to diminish risk such as
the possible carcinogenic and respiratory risk by

using vaporizers. There is importantly evidence of
abuse, misuse, and addiction now supported by
fMRI findings.”

While there is some high quality data addressing
efficacy, there is little high quality data describing
safety and many important questions remain unre-
solved. State medical cannabis laws bypass the usual
FDA drug approval pracess which may include
small animal testing, large animal testing, human
toxicity studies, dose response studies and efficacy
and side effect studies and jump directly to post-
marketing surveillance studies. Ideally, the analgesic
constituents of inhaled cannabis will ultimately be
identified; the proper sequence of new drug assess-
ment can be followed; and, the active analgesic
ingredient(s) can be administered like any other
drug. While awaiting these developments, many
patients who right benefit from the use of inhaled
cannabis will suffer intractable pain. Patients and
their caregivers with specified medical conditions
are, and many believe appropriately, being given
exemptions from criminal prosecution to obtain or
grow cannabis for their own use, at their own risk.
Others believe that advocacy is a poor substitute for
scientific analysis.®

Evidence based guidelines do not exist to guide
practitioners in the wunse of medical cannabis.
Guidelines for the use of opioids address risks and
benefits, risk stratification, dosage, use when driv-
ing, use in pregnancy, monitoring, and a variety of
other issues that pertain to the use of medical mari-
juana.” Despite a dearth of quality studies, it is still
possible to make recommendations regarding the
use of medical cannabis based on existing evidence
and expert opinion. _

The study by Aggarwal et al. has several limita-
tions. The apparent disregard of the cognitive, psy-
chomotor, and “high” (euphoria) or dysphoria asso-
ciated with cannabis use; the scientific validity of the
survey instrument; what may appear as a strong bias
of the authors towards medical cannabis in the
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manuscript and especially; the lack of support for
conclusions reached by the authors. Aggarwal et al.!
opine that their data helps to “deconstruct mytholo-
gies about the kinds of patients accessing medical
cannabis including their young age or their propen-
sity to malinger or feign disease”. ‘This statement is
not clearly supported by the material presented in
this manuscript. Aggarwal et al.! cite similarity of
medical cannabis use to opioid use for chronic pain.
They present a heterogeneous population of chron-
ic pain patients that likely includes patienis abusing,
misusing, addicted to, and or diverting cannabis
similar to an opioid prescribed chronic pain popula-
tion. To assume this is not the case is to repeat the
same errors made when initially using opioids to
treat chronic pain. Risk stratification, careful assess-
ment of pain relief, function, compliance and mood
are essential elements of a medical cannabis care
model,

Society has placed the burden of deciding who is
an appropriate candidate for the use of a nonstan-
dardized drug, with unproven efficacy, unknown
safety concerns, and without rational guidelines on
clinical providers. Aggarwal et al.* have heiped by
providing a snapshot of a clinical practice of chronic
pain patients using cannabis and reporting pain
relief and lack of side effects. This is an excellent
starting point for further research. Clinical practice
guidelines for the use of medical cannabis in
patients with chronic pain should be a priority for
States with medical cannabis programs.

Gilbert | Panciullo MD, MS, Professor of Anesthesiology,
Dartmouth Medical School: Director, Section of Pain
Medicine, Department of Anesthesiology, Dartmouth
Hirchcock Medical Center, Lebanon, New Hampshire.
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ORIGINAL ARTICLE

Characteristics of patients with chronic pain accessing treatinent
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ABSTRACT

Objectives: This study was conducted fo better
understand the characteristics of chronic pain
patients seeking treatment with medicinal cannabis
(M),

Design: Retrospective chart reviews of 139
patients (87 males, median age 47 years; 52 females,
median age 48 vearsy; all were legally qualified for
MC use in Washington State.

Setting: Eecgional pain clinic staffed by university
Jaculty. -

Participants: Inclusion criteria: age 18 years
and older; having legally accessed MC treaiment,
with valid documentation in their medical records,
All data were de-identified.

Main Outcome Measures: Records were scored
Jor multiple indicators, including time since initial
MC authorization, qualifying condition(s), McGill
Pain score, functional status, use of other analigesic
modalities, including opioids, and patterns of use
over time, _

Results: Of 139 patients, 15 (11 percent) bad
prior authorizations for MC before seeking care in
this clinic. The sample contained 236.4 patient-
years of authorized MC use. Time of authorized use
ranged from 11 days to 8.31 years (median of 1.12
years). Most patients were male (63 percent) yet

- female patients averaged 0.18 years longer author-

ized use. There were no otber genderspecific trends
or factors. Most patients (n = 123, 88 percent) bad
more than one pain syndrome present. Myofascial

pain syndrvome was the most common didgnosis

{n = 114, 82 percent), followed by neuropaibic pain
(n = &89, 64 percent), discogenic back pain (n = 72,
51.7 percent), and osteoarthritis (n = 37, 26.0 per-
cent), Other diagnoses included diabetic neuropa-
thy, central pain syndrome, phantom pain, spinal
cord trifury, fibromyalgia, rbevmatoid arthritis, HIV
neuropathy, visceral pain, and malignani pain. In
51 (37 percent) patients, there were documented
insiances of major burdles related to accessing MC,
including prior physicians unwilling to authorize
use, legal problems related to MC use, and difficulties
in finding an affordable and consistent supply of MC.
- Conclusions: Data indicate that males and
females access MC at approximately the same rate,
with similar median authorization times. Although
the majority of patient records documented sigrifi-
cant symplom alleviation with MC, major treatment
access and delivery barriers remain.

Key words: cannabis, marifuana, cannabinoids,
chrowic pain, opioids, opiates ‘

INTRODUCTION

Recently, there has been widening interest in the -
viability of the medicinal use of cannabis or mari-
juana, with a call for further research from The
National Institutes .of Health (NTH),! a statement of
support for consideration of the reclassification of.
cannabis’ status as a Schedule 1 substance by the
American College of Physicians (ACP),? and a rec-
ommendation for clinical use of medical cannabis -
(MOC) for symptom relief in seriousty ill patients in
limited and locally implemented peer-reviewed
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treatment trizls in a decade-old report by the
Institute of Medicine (IOM).? The discovery of an
endogenous cannabinoid system with specific
receptors and ligands two decades ago has increased
our undlerstanding of the actions of exogenous
cannabinoids found in cannabis on the human
body.*% The endocannabinoid system, which includes
cannabinoid receptors, endogenous ligands, and
other regulatory molecules, appears to be intricately
involved in normal human physiology, specifically
in the control of movement, pain, memory and
appetite, mood, and inflammation, among other
functions.®** An understanding of the biological
basis of cannabinoid signaling gives the pain spe-
cialist & way to explain why the analgesic effects of
cannabis and cannabinoids have been substantiated
in a number of studies, including randomized, con-
trolled trials.”#!

Indeed, cannabinoids have been found to have
analgesic effects “in virtually every experimental
pain paradigm.”? From a clinical drug therapy man-
agement standpoint, based on available extensive lit-
erature reviews, there is no risk of lethal overdose
with MC use, the most frequently reported side effect
in the published clinical trials data being miid
euphoria.®?* Additionally, MC dosing guidelines
have also been put forward by clinicians, focusing
on the principles of ‘start low and go slow’ and
patient auto-titration.”>% The recommendation that
patients who wish to use MC be counseled to use
oral ingestion or a vaporizer to avoid any health haz-
ards of smoking has also been published.®

There exists a population of chronic pain patients
who are already on or have already tried opioids
but wish to be treated with MC. This will become an
increasingly important issue for pain management
physicians to address because, as of the writing of
this article, 13 states in the United States have func-
tional MC programs, which legally protect physi-
cians who wish to recommend MC from state or fed-
eral sanction, ™ and several more states are seriously
considering adoption of MC laws. Despite growing
interest in cannabinoid medicine, little health and
life quality documentation exists in the modern liter-
ature on US patients who receive authorizations to
" use MC from licensed physicians in accordance with
state laws to treat chronic pain and illness. Four of
the 13 active state MC programs—OQregon, Nevada,
Colorado, and:Rhode Island—have taken efforts to
Web-publish health statistics collected from their
state registries that describe their MC-using patient

populations. In Washington State, where authorized
MC-using patients number ia the 20,000 range,®
they have not been siudied at all; in California,
where an officially recognized MC patient popula-
tion has existed for 13 years, a small handful of
observational studies, all in the San Francisco Bay
Area, have been published.®?! The studies can be
divided into two groups: access-based and delivery-
based. MC access-based studies are conducted-at
point of medical authorization and involve patient
interviews, chart reviews, and treatment monitoring,
and MC delivery-based studies are conducted at
sites where patients are physically delivered treat-
ment with MC and generally involve directed or ran-
domized patient sampling and administration of sur-
vey mstrumenis, As the focus of this article is on MC
access-based studies in the United States, the peer-
reviewed literature in this area will be briefly
reviewed. Currently, it consists of only three studies.
First, Gieringer (2001)® reported data from a 2,480
patient pane! treated by the late Tod Mikuriya, MD
(1933-2007), a psychiatrist and widely published
cannabinoid botanical medicine specialist. Mikuriya
recorded more than 250 separate indications for MC
under the International Classification of Disease
Ninth Revision (ICD-9) system in these paiients.
One hundred percent of the patients had chronic

_ conditions. On the basis of primary ICD-9 diagnosis,

the largest category of patients interviewed by
Mikuriva (1,133 patients, 45.7 percent) used MC for
analgesia to treat conditions such as migraines and
neuralgias, arthritis, musculoskeletal injuries, and
degenerative disorders. The second largest category
(660 patients, 26.6 percent) included patients who
used MC to treat mood disorders, such as post-trau-
matic stress disorder, depression, bipolar disorder,
and schizophrenia. The third largest category of
patients (136 patients, 5.5 percent) used MC as a
harm reduction substitute for problematic substance
use, such as alcohol dependency (118 patients), opi-
oid dependency (8 patients), and other substance
dependencies (10 patients). Second, Sylvestre et al.
{2006 reported in a prospective observational
study that MC use improved retention and virologi-
cal outcomes in patients who received standard
interferon and ribavirin treatment for hepatitis C
virus (HCV) at Organization to Achieve Solutions in
Substance-Abuse (OASIS), a community-based non-

profit clinic providing medical and psychiatric treat-

ment to recovering problematic substance users in
Qakland, CA. The interferon/ribavirin treatment
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regimen is well-known for inducing painful and
debilitating side effects, including fever, chills, mus-
cle and joint aches, fatigue, headache, nausea, and
depression. The study recruited 71 HCV+ recover-
ing problematic substance users, of whom 22 (31
percent) used cannabis and 49 (69 percent) did not.

“The authors noted that the cannabis used by

patiemts in the study “was often obtained with out-
side medical approval through local ‘cannabis
clubs®™ (1,058). They showed that the cannabis-
using group of treated patients were significantly
mare likely to remain on curative HCV treatment for
at least 80 percent of the projected treatment dura-
tion (95 percent of cannabis users versus 67 percent
of nonusers) and were three times more likely (54
percent of cannabis users versus 18 percent of non-
users) to be classified as sustained virological
responders {(no detectable virus 6 months after the
end of treatment). Finally, O’Connell et al, (2607)3!
reported on the demographics, social characteris-
tics, and patterns of cannabis and other drug use in
4,117 patients seeking access to MC at a thoracic
surgeon’s private practice in the San Francisco,
California Bay Area during the period 2001-2007
based on data gathered from structured clinical
interviews. Seventy-seven percent of the MC patients
were male, 69 percent were Caucasian, and their
median age was 32 years. Nearly all were already
established cannabis users who self-medicated for a
“mix of physical and emotional symptoms” (p. 5).
Investigators found that, in this patient panel, once
patients had established cannabis as their substance
of choice, subsequent consumption of alcohol, and
to a lesser degree, tobacco, diminished (p. 4). As a
whole, these three MC access-hased studies in
California documented MC use in patients with
chronic pain, patients endergoing poorly tolerated
curative treatments, and patients with histories of
problematic substance use.

To better understand the medical geography of
MC access in Washington State, the present study
was conducted to document MC utilization at a
regional pain clinic. The present study is similar to
the previous studies published on the Mikuryia,
OASIS, and O'Connell patient panels in that it pres-
ents a comprehensive report and analysis of the
total population of patients being managed with MC
at a particular clinic. However, it differs from previ-
ous studies in that the patient panel presented here
is unique population of patients—namely, those with
chronic pain who present mainly via referral to a

subspecialty pain management clinic who have
been authorized to use cannabinoid botanicals as
part of their pain management regimen. The pur-
pose of this study was ultimately to gain a better
understanding of the characteristics of this patient
population, including factors such as gender, age,
reasons for seeking trearment, diagnoses, levels of
functionality, and how the use of MC impacted the
use of other medications, including opioids.

STUDY DESIGN AND PROCEDURES

The study was sited at a regional pain clinic staffed
by University of Washington (UW) faculty. One of
the authors (GTC) provides access to MC treatment,
information, and management to qualifying patients
at this clinic. In conducting this study, the investiga-

 tors acted as agents of the UW, and the chief adminis-

trator of the regional medical center with which the
clinic is affiliated signed a letter of cooperation trans-
ferring study oversight responsibilities from the hos-
pital institution to the UW IRB. Only 19 researchers in
the United States have the necessary licenses to con-
duct research with cannabis supplied by federal
agencies,® and of these, only two licensees have a
currently active clinical research study. In this study,
MC was not supplied to qualifying patients; patients
only received medical authorization to engage in
the use of MC use at the clinic, which they ulti-
mately procured from various state-approved chan-
nels. The study was approved by the UW Human
Subjects Division, Application No, 33067, with an
approved Waiver of Health Insurance Portability
and Accountability Act (HIPAA) Authorization, and
a federal Certificate of Confidentiality (NCCAM 08-02)
was issued by the NIH's National Center for
Complementary and Alternative Medicine,

The study was conducted in 2007-2008 and based
at a purposefully chosen office-based physical med-
icine and rehabilitation, neurology, and pain medi-
cine outpatient clinical practice and referral site in
southwest Washington State, where a proportion of
patients are undergoing authorized MC treatment

_under the care of a state-licensed physician and UW
faculty member. Retrospective chart reviews of the

complete population of MC-using patients at this
clinic were conducted, focusing on issues related
to chronic pain management and functionality. All
clinical data collected from charts were de-identified:;
patients’ home zip codes were used to determine

-geographic areas from which patients traveled to
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access treatment (using the initial three digits of a
zip code if the geographic unit formed by combin-
ing all zip Codes with the same three initial digits
contains more than 20,000 people). A code number
was assigned and tagged to each chart and any
information that linked the code numbers with the
identities of the patients was held in confidence by
the medical practice.

The study began by separating out the charts of all
patients at the clinic, ages 18 and older, who have
access to MC treatment through valid documenta-
tion provided by treating physicians included in
their medical records. These were the only inclusion
criteria. Any patient who may have been also taking
the cannabinoid receptor type 1 blocker drug

rimonabant, first marketed by the pharmaceutical
company Sanofi-Aventis and available from interna-
tionzl sources, would be excluded. Medical records
were scored for health indicators such as time since
first MC authorization, qualifying condition(s), McGill
Pain score records, functionality, chronic pain man-
agement, opioid and other pain medication usage
and change over time, and screened for any issues
related to MC cannabis access (previous barriers,
referrals from physicians unwilling to provide docu-
mentation, etc). See Figure 1 for the official study
chart review daia collection form. All diagnostic data
collected from charts was verified by one of the
authors (GTC), who serves as the medical director of
this clinic and is fellowship-trained in pain medicine.

UNIVERSITY OF WASHINGTON
Chart Review Data Collection Form
“Cannabinoid Medical Geography in Washington State: Health
Access in a Convenience Sample”

Researcher: Sunil Aggarwal, Medical Student, Doctoral Candidate,
Department of Geography, Box 353550, University of Washington, Seattie,
WA 98105. Tel 206-375-3785, Email: sunila@u.washingion.edy -

Co-investigator: Gregory Carter, MD, MS. Professor of Rehabilitation
Medicine, University of Washington, Department of Rehabilitation Medicine,
1059 NE Pacific Street, Box 356480, Seattle, WA 98105-8480. Tel: 206-598-

4590, Email: gicarter@u.washington gdu

Faculty Supervisor: Jonathan Mayer, PhD., Professor of Epidemiclogy and
Geography, International Health Program, Adjunct Professor of Medicine
{Infectious Diseases), Family Medicing, and Health Servicss, University of
Washington Box 353550, Seattie WA 98195 USA, Tel +1 206 543 7110 Fax

+1 206 543 3313, Email: imaver@u.washington.edu

Age Gender Ethnicity ZIp

Time since first reedical marijuana suthorization:

Qualifying condition(s), and brief history of present ilinesses (subjective vs. objective
findings): : :

McGill Pain score records over time:
Functionality over thme:

Chronic pain mapagement over time:

Opioid and other pain medication usage and change over time:

Any issues related to medical marijuana documentation access (previous barriers,
refermals from physicians unwitling to provide documentation, etc.):

Figure 1. Chart review data collection form. Additional pages attached as needed.
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RESULTS
Diagnostic and treatment characteristics

One hundred thirty-nine patients’ medical charts
with valid documentation for their authorized MC use
were identified, assigned a code number, 1 through
139, in random order, and reviewed. No patients
were excluded due to concomitant use of a cannabi-
noid receptor-blocking drug. In many cases, med-
ically relevant corroborating information supporting
patients’ diagnoses, such as such as mechanisms of
injury, findings from imaging studies, surgical histo-
ries, and other etiological data, were collected in the
chart review and summarized (see Appendix).

Demographic characteristics

The group consisted of 87 (63 percent) males
with a median age of 47 years and 52 (37 percent)
females with a median age of 48 years. Males
ranged in age from 18 to 69 years old, and females
ranged in age from 22 to 84 years old. Very litile
data on ethnicity were available.

Geographic characteristics

The MC-using patient population had home
addresses that were predominantly (71.9 percent) in
the same three-digit zip cade area as the clinic site.
Fewer and fewer patients from increasingly more
distant three-digit zip code areas accessed MC treat-
ment at the pain clinic. See Figure 2 for a map of
patient home three-digit zip codes demonstrating
distance-decay in estimated travel-to-clinic distances
in this patient sample.

MC treatment duration characteristics

While all 139 patients had authorizations for the use
af MC from this clinic, 15 patients (10.8 percent) had
documentation of prior MC authorization from outside
physicians also included in their medical records. In
tota], the sample contained 236.4 patient-years of
authorized MC use, with one of the authors (GTC)
serving as the primary authorizing physician for 2254
(95.3 percent) of these patient-years. Patients ranged
in authorization lengths from 11 days to 8.31 years.
The median number of GTC—authorized patient-years

Patient Sample Home ZIP Codes,
Randomly Distributed Within Washington
State 3-digit Zip Code Areas

[ . 11Dot=0.08

Fatiant Count

Saurce: U8, Census Cartographic Boundary Fites, 2000

Figure 2. Map of patient hoine three-digit zip codes. This map was generated by utilizing the first three digits of patients’
home zip code addresses to generate 138/0.06 = 2,300 dots, which were then spatially randomly distributed within each
of their respective three-digit zip code boundary regions, One patient’s home Zp code was in IL and is not shown here.
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in the sample was 1.12 years. Sixty percent of the
GTG—authorized patient-years in the sample were in
male patients, but female patients had on an aver-
age 0.18 years (~2 months) greater of authorized MC
use than male patients.

Chronic pain characteristics

Using diagnostic and medical historical chart data,
chronic pain documented in each MC-using patient
was classified according to #ts syndromic nature and
type. The following classes were used: Myofascial
Pain Syndrome (MPS), Diabetic Neuropathy (DN),
Neuropathic Pain Syndrome (NPS), Central Pain
Syndrome (CPS), Phantom Pain (PP), Spinal Cord
Injuty (SCD, Fibromyalgia Syndrome (FMS),
Osteoarthritis (OA), Rheumatoid Arthritis (RA),
Discogenic Back Pain (DP), HIV Neurcpathy (HIV),
Visceral Pain (VP), and Malignant Pain (MP). This
classification scheme is based on chronic pain etiol-
ogy and is drawn primarily from a recent classifica-
tion scheme advanced by pain management
researchers Ramamurthy et al.?® Results are shown
in the Appendix. Most patients (# = 123, 88 per-
cent) had more than one chronic pain syndrome or
type present.

With regards to the distribution of chronic pain
syndromes diagnosed in the patient population,
myofascial pain syndromes were the most common
(r = 114, 82 percent), followed by neuropathic
pain syndromes (n = 89, 64 percent), discogenic
back pain (# = 72, 51.7 percent), and osteoarthritic
pain (= 37, 26.6 percent). Central pain syn-
dromes were present in 32 patients (23 percent),
fibromyalgia pain in 19 patients (14 percent), vis-
ceral pain in 14 patients (10 percent), spinal cord
injury pain in 8 patients (6 percent), rheumatoid
arthritis pain in 6 patients (4 percent), diabetic neu-
ropathic pain in 5 patients (4 percent), malignant
pain in 5 patients (4 percent), phantom pain in 1
patient (1 percent), and HIV neuropathic pain in 1
patient (1 percent).

Characteristic access and delivery hurdles

Although patient records frequently docu-
mented significant symptom alleviation with MC
and improved tolerance compared to other pain
medications, the medical records of 37 percent of
the patients in the sample (n = 51) had docu-
mented instances of major hurdies related to

accessing MC, such as: prior physicians unwilling
to authorize use, legal problems related to MC use,
and difficulties in finding an affordable and consis-
tent supply of medicine. Although not all jegal
issues are detailed, the specific legal problems
documented in the charts all stem from charges of-
possession, culdvation, or use of cannabis. In
some cases, patients had prior MC authorizations
which were not honored by authorities, and in
other cases, patients had no MC authorizations in
place prior to their legal problems but had previ-
cusly been unable to find physicians willing to
approve of this treatment modality.

DISCUSSION

The 139 patients accessing MC treatment for
chronic pain at the study clinic in rural Washington
State were a group of severely ill patients with
extensive injurious and pathogenic exposures,
including 14 with traumatic brain and closed head
injuries, nine with HCV, four with past history of
gunshot wounds (one in the head), three with past
history of shrapnel wounds, five with spinal cord
injuries, one with amyotrophic lateral sclerosis (ALS),
one with primary lateral sclerosis (PLS), one with
myotonia congenita, one with HIV, and 19 with
fibromylagia syndrome,

There was a predominance of males (63 percent)
in the clinic’s patient population who were access-
ing treatment with MC, a trend seen in all prior pub-
lished demographic data on the American MC-using
patient population studied at access®-3! and delivery
sites.?** The reason for the predominance of males
using MC is not clear, although there are many pos-
sibilities. Males are known to suffer more traumatic
injuries resulting in chronic pain, which is reflective
in our study population. Further, male patients may
be willing to take greater risk with accessing a
recently legalized treatment that still has consider-
able social stigma, with potential for criminal sanc-
tion, still attached. Other gender-specific factors
could zlso be at play. Nonetheless, the male and
female median ages did not significantly differ. Data
also indicate that males and females are accessing
MC at equal rates, given the similarity in median
authorization times in males and females.

Geographically, most patients came from the
983 and 985 zip codes, which cover the following
counties in Western Washington: Lewis, Thurston,
Grays Harbor, Pacific, Mason, and Pierce. The spa-

262




tial patterning in the geographic data highlights the
regionality of MC access in the sample, whereby
patients using MC originate predominantly from the

~areas surrounding the clinic rather than just from

any part of the state, regardless of distance.
Although the pain clinic is in a rural setting, it is a
subspecialty referral site, and thus patients who are
referred there for consultation and pain manage-
ment often have not received satisfaciory symptom
contro] in primary care settings. A review of chart
notes in their medical records shows that these
patients on follow-up or in initial self-reports
frequently received satisfactory treatment of their
refractory pain conditions with MC. This is seen,
for example, in the following chart notes from
four patients (quotations taken verbatim from
medical records found in the Appendix). Patient
#101: “He has been using marijuana on his own, as
he feels (it} gives him the best pain relief of anything
that he has used.” 2-3 inhalations on a MJ cigarette
2-3lxl/day, & this improves his pain levels drastically
w/0 incapacitating him.; Patient #7: “using MJ
successfully on a daily basis; pain from 8-9/10—>2-
3/10; needs only ~2-3 inhalations from a MJ ciga-
rette to get pain relief”; Patient #38: “marijuana
daily with no SE; “only thing she i{s now currently
using for pain”®; Patient #67: “She has been using
cannabis in the past and has had excellent results
with respect to her migraine headaches. Using <1/4
oz/week”. Moreover, there was no documentation
in any of the medical records of patient cessation
of MC use due to intolerance or any other medical
reason. '
A standard. classification system for chronic pain
diagnoses was used to describe the patient sample.
Most patients {71 = 123, 88 percent) had more than
one chronic pain syndrome or type present. Male
patients had slightly more chronic pain syndromes
(mean of 2.9) when compared with females (mean
of 2.8}, but it is not possible to determine if this dif-
ference is statistically significant as these are not
randomly drawn samples of all MC-using chronic
pain patients in Washington State. There does not
appear to be any clear correlation between age and
number of chronic pain diagnoses in this patient
sample, as patients with 1, 2, 3, or 4 chronic pain
syndromes are represented at all decades of life.
However, it can be seen that no patient over the age
of 65 had just one chronic pain syndrome present.
The data indicate that myofascial pain syndromes

Fwere the most common in this study population,

followed by neuropathic pain syndromes, disco-
genic back pain, and osteoarthritic pain. These syn-
dromes often involve inflammatory pathophysiclogi-
cal mechanisms, and their treatment with cannabinoid
botanicals is consistent with the known analgesic
and anti-inflammatory pharmacological effects of
cannabinoid medicines .}

The data show that cannabinoid botanicals are
being used to treat muitiple pain syndromes in the
same patient. Although patients presenting with
chronic pain syndromes of multiple etiologies
might raise the possibility that some of these poly-
pain patients have somatoform disorders, the
objective historical data found in their charts helps
to substantiate the diagnoses of true chronic pain
syndromes, rather than simply psychiatric illnesses
manifesting as poly-pain. For example, if a patient
has lumbar radiculopathy from discopathy in addi-
tion to multijoint degenerative osteoarthritis, this
patient may well be suffering from three types of
chronic pain syndromes: neuropathic, discogenic,
and osteoarthritic. Even if there is a somatoform or
psychiatric component to some patients’ chronic
pain, it is worth noting that MC can be used to treat
some forms of psychiatric illness.® This includes
the treatment of depression, which can have a sig-
nificant mitigating effect on pain perception.®
Cannabidiol (CBD), a biologically active compo-
nent of canmabis present to varying degrees in
cannabis strains, has been shown in signal trans-
duction studies to act as an agonist with modest
affinity at human 5-HTla recepto;‘s.43 Thus, CBD

" has useful potential in treating the depression that

often accompanies chronic pain.*

It is clear from the chart review data presented in
the Appendix that many patients had also used or
were currently using other non-cannabinoid anal-
gesics in the course of their treatment at the pain
chinic or at clinics they have previously visited. In the
recorded clinical encounter chart notes, a frequently
observed issue is that these previously or concomi-
tanily used non-cannabinoid analgesic medications
often had bothersome or intolerable side effects for
these patients. The common opioid-related side
effects such as constipation, nausea, reduced appetite,

'sedation, altered mental status, pruritis, and headaches

are repeatedly documented, In the section of the
Appendix where MC-specific chart notes are tabu-
lated, 26 patients’ charts (19 percent) record medical
historical data indicating that MC was better than all
other pain medications that they had used in the past
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and, in some cases, the only medication that they
had found to be effective (see the Appendix chart
notes for Patient #°s 14, 20, 27, 35, 41-42, 48, 51,
52, 75-77, 83, 91, 100-101, 109-110, 114, 122,
124, 126-127, 134, and 136). Additionally, the chart
review also revealed that many patients used MC
adjunctively with opioids and other analgesics such
as Selective Serotonin Reuptake Inhibitors (SSRIs)
and antiepileptics.

Because of the retrospective, nonguantitative
methodology used, it is difficult to make any defini-
tive statements regarding the relationship between
opioid and MC use in this patient population.
Moreover, chart data on comprehensive medication
lists was at times unavailable, not up-to-date, or not
detailed enough to discern patients’ exact chrono-
logical sequence of starting and stopping all their
medications. Nonetheless, some patients’ charts
records clearly note reductions in the dosages of
concomitantly used opioids; ie, Patient #126:
“states openly that he has used marijuana in the past
and it has helped his pain substantially. Tolerates it
much betier than opiates and his use of marijuana
has substantially decreased his dependence on opi-
ates”; Patient #133: “he is using MC to control his
pain with good luck with that. He also uses oxy-
codone and oxyContin, but he tries to limit this.” On
the basis of the underlying pharmacology, it is
known that cannabinoids provide analgesia via spe-
cific, receptor-based mechanisms, independent of
the mechanisms of opioids.

More than one-third of the patents in the study
sample have had past or ongoing hurdles in access-
ing or being delivered cannabinoid botanicals for

medical use, A MC authorization functions in many

ways as an authoerization for medical asylum from
relevant substance control/drug enforcement poli-
cies. However, given the frequent presence of
cannabis possession-related legal problems in this
patient sample, medical amnesty from relevant state
laws for the use of cannabinoid botanicals is imper-
fect and continues to be occasionally disruptable by
law enforcement and other administrative actions,
given that the exact letter of Washington State’s MC
law in its current form only provides an affirmative
defensé for qualifying patients. Additionally, due to
the nonreimbursable cost and general unavailability
of delivery systems, medical-grade cannabis is fre-
quently difficult for patients with documented med-
ical needs to obtain. '

CONCLUSION: CLINICAL RELEVANCE

By providing a medical geographic patient
utilization “snapshot” of 236.4 patient-years of the
use of MC at a regional pain clinic, this study pro-
vides further insight into the applicability of
cannabinoid botanicals in the management of a
broad range of refractory chronic pain conditions
in adults, from myofascial pain and discogenic
back pain to neuropathic pain and central pain
syndromes, With physicians employing proper
chart documentiation of appropriate use, efficacy,
and side effects at patient visits, in a mannet simi-
lar to that used in opioid management of pain,
there will hopefully be additional reports in the
future on MC use in pain management to add to
the clinical database.

Such a literature can grow only if certain stereo-
types and myths about MC use are dispelled
amongst pain management specialists and
their regulators. The results presented here should
help to deconstruct mythologies about the kinds

. of patients accessing MC treatment, including

their young age or their propensity to malinger or
feign disease. One prominent mythology is
that patients who receive treatment with MC are
not “truly sick.”® An examination of the chart
review data, which includes both subjective and
objective diagnostic data substantiating patients’
chronic pain illnesses, helps to deflate this
concern. Further, in this sample, there was a
relatively even distribution among gender and
age, without any significant predominance in
younger, male patients. Additionally, by reviewing
medical records kept at a pain clinic referral
site directed by a physician in academic medicine,
this article should help to dispel stereotypes
and caricatures about valid and invalid treat-
ment with botanical and non-botarical cannabi-
noid medicines, as the legal distinctions berween
the different types of cannabinoid medicines
are sites of active cultural contestation. Efforts
to influence public opinion about cannabinoid
medicines are made by federal law enforcement
spokespersons, as seen in the two illustrations
in Figure 3 of “Dr. Pot” and “Dr. Pat” that appear
on a Drug Enforcement Administration (DEA)
prevention Web site targeted toward adolescent
education entitled “Rx pot: a prescription for
disaster.”# :
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Figure 3. Federal efforts at validating purely chemical
cannabinoid medicines and invalidating purely botanical
cannabinoid medicines. Example of drug prevention edu-
cation on a DEA Web site® targeted towards adolescents.
The text that appears on the page is: “There’™s a lot of hype
about so-called “medical” marijuana. Get to the facts-and
cut through the haze.” And, “The Government has already
approved medications to help suffering patients.”
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