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Call for Entries

Minnesota Medicines Annual Writing and Photo Contests

Capture a
moment

Taken a photo that tells a story? Or
reveals the beauty or drama of a place
and time? Enter it in Minnesota Medicine’s

contest.

T R—— photography contest.

DEADLINE:
May 5, 2014 DEADLINE:
: May 12, 2014

Both contests are open to practicing and
retired physicians in Minnesota and adjacent
states, physicians in Minnesota-based residency
programs and students in Minnesota medical
schools. The best submissions will be published
in the July 2014 issue of Minnesota Medicine.

For more information or to enter go to:
www.minnesotamedicine.com/contests
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nurturing of physician

Preparing effective, confident, and leaders. The Physician

influential physician leaders working Leadership College at

for the betterment of patient care. St. Thomas provides tools for
physician leaders to grow and

The Physician Leadership College is designed for be more effective as leaders.

physicians who have had significant leadership — Andrew Dorwart, MD, President,

experience and who anticipate an increasing role and Stiltwater Medical Group (HealthPartners)

greater opportunity within their organizations.

Our experience and research reveals that effective,
influential, and confident physician leadership requires
competence in four main leadership areas:

“| strongly recommend the

Leading self

program to anyone who is
Leading teams thinking about becoming a
Leading the organization more successful leader.”

Leading others

— William H. Fabian, MD, FACC, President,
The 2014 program also offers: Metropolitan Cardiology Consultants

e A Significant Leadership Capstone that integrates
learning with real-life leadership conditions to deepen
learning and directly benefit each physician’s practice
and organization

e A convenient and affordable blended
learning experience

2014 Cohort Now Forming
For.more information contact
Marlin Meendering at (651) 962-4614, or
visit the Physician Leadership College
— website at http://bit.ly/On2k29
v Executive Education
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EDITOR’S NOTE
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Charles R. Meyer, M.D., Editor in Chief

How could
something that
was spoken of only
Sotto voce among
friends in the "60s
vault into such
legitimacy in the
21st century?
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The marijuana debate

went to college during the early coun-
Iterculture years—when long hair and

beards were scary to the older genera-
tion, when rejection of the Vietnam War
was merging with rejection of society,
when Bob Dylan was growling out the
mantras for the hip generation and when
most college campuses had a pungent haze
hovering over them. In many ways, the
source of that haze, marijuana, became
a symbol of the rebellion students were
embracing. Enticing, enjoyable and illegal,
smoking pot was what you did when you
abandoned your parents’ world. I never
quite joined the counterculture. My hair
was longish but never hippie-grade. My
politics were liberal but to the right of the
Students for a Democratic Society. And
although I tried it (yes, Bill, I did inhale), I
never quite got into pot.

So for a product of the ’60s like me, the
recent legalization first of medical mari-
juana and then of recreational marijuana
in some states seems like a bit of a trip.
How could something that was spoken of
only sotto voce among friends in the "60s
vault into such legitimacy in the 21st cen-
tury? Did the tuned-out generation and
their musical gurus have a lock on truth
that staid society is only now discovering?

Mary Jane’s journey to legality has been
and continues to be rocky. Since 1970,
when the Food and Drug Administration
placed marijuana in Schedule I, where it
keeps company with heroin, federal efforts
to suppress usage and distribution have
been couched in military jargon. The heat
of the war on drugs that lumped Colom-
bian drug lords with possessors of dime
bags of grass has varied from the torrid
efforts of the Reagan administration to the
lukewarm dabblings of the Clinton years.

Despite President Obama’s hints that
some relaxation of federal prosecution of
marijuana offenders might occur, users,

growers and distributors continue to be
caught and prosecuted. This triggers a
tricky balancing act in the states that have
legalized pot for medicinal use and in
Colorado and Washington, which have
approved it for recreational use. As Alyson
Martin and Nushin Rashidian explained in
their recent book The New Leaf: The End
of Cannabis Prohibition, the United States
has “four distinct stances on cannabis
within its borders. Seventeen states have
decriminalized simple cannabis possession
and use. Twenty states and Washington,
D.C., have legalized cannabis for medical
use alone. Colorado and Washington have
legalized and regulated cannabis for gen-
eral use by adults 21 and over. And finally,
the federal government maintains that
cannabis possession for any purpose is a
crime in every state”

Even though pot smoking has achieved
a social acceptability in some circles to the
point that a recent New York Times article
suggested that we needed an Emily Post
to “codify” the etiquette of pot smoking at
parties, the debate is far from over even in
states with legalized marijuana. Is the drug
safe or at least safer than alcohol? What
will easier availability do to the black mar-
ket? Will it be a “starter drug” for young
people and fuel the use of harder drugs?
After considering these and other complex
questions, the MMA Board recently voted
not to support legalization for medicinal
purposes or the bill that would legalize
medicinal marijuana that appears to be
stalled in the Minnesota Legislature.

So perhaps Mary Jane is no longer
counterculture, but it remains as contro-
versial as it was when Dylan was singing
“everybody must get stoned.” MM

Charles Meyer can be reached at
meyer073@umn.edu.
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Mayo Clinic’s Transform Symposium addresses tough questions, focuses on results
and engages attendees to catalyze practical innovation for health and health care.
Join this growing community of thought leaders, innovators and disruptors all
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Marijuana for PTSD study inches closer

A researcher at the University of Arizona may soon begin
studying whether marijuana is effective in treating post-
traumatic stress disorder (PTSD) among veterans.

The study by Sue Sisley, M.D., will look at whether smoking
or vaporizing marijuana can help reduce PTSD symptoms in 50
veterans who have not been helped by medication or psycho-
therapy. Sisley will test five different potencies of the drug in
a placebo-controlled, triple-blind, randomized crossover pilot
study funded by the Multidisciplinary Association for Psyche-
delic Studies (MAPS).

In March, the Department of Health and Human Services
became the second government agency to give approval for the
study, allowing for the purchase of research-grade marijuana
from the federal government’s only marijuana farm at the Uni-
versity of Mississippi.

According to a timeline on the MAPS website (www.maps.
org), the study received approval from the Food and Drug Ad-
ministration in 2011. Researchers must still get approval from
the Drug Enforcement Agency before testing can begin.
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Gateway to smoking?

Young people who use e-cigarettes are more likely to smoke
conventional cigarettes, according to a study published March 6
in the Journal of the American Medical Association Pediatrics.

Researchers from the University of California, San Fran-
cisco, analyzed data on teenagers who completed the 2011
and 2012 National Youth Tobacco Survey.

Among the findings, use of e-cigarettes was associated with
higher odds of being a current or past cigarette smoker. The au-
thors stated: “Use of e-cigarettes does not discourage, and may
encourage, conventional cigarette use among U.S. adolescents.”

Source: Dutra LM, Stanton AG. Electronic cigarettes and
conventional cigarette use among U.S. adolescents. JAMA Pediatr.
Published online on March 6, 2013. Available at: http://archpedi.
jamanetwork.com/article.aspx?articleid=1840772. Accessed March
7,2014.

Parents unaware of kids’ drug use

A survey commissioned by the Hazelden Betty Ford Foundation
has found U.S. parents are not concerned enough about the
potential for their children to use or abuse drugs and alcohol.

Nearly 60 percent of parents of youths ages 12 to 24 years
said they were not concerned about their children’s possible
abuse of alcohol or other drugs. One in four said their homes
have prescription painkillers in unlocked cabinets and 54
percent said they have alcohol out in the open.

Respondents also said they wouldnt know whom to contact
if their child had a drug problem. Only 20 percent said they
would seek help from a primary care physician.

The survey of 2,454 parents was conducted by Q Market
Research.

Source: A matter of concern: Survey finds parents underestimate
risks of alcohol or other drug use. www.hazelden.org/youth.
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type 2 diabetes.

lose when used alone for 52 weeks.
is not indicated for the management of obesity. Weight change was a secondary end point in linical trials.
4In the 8 clinical trials of at least 26 weeks' duration, hypoglycemia requiring the assistance of another person for treatment occurrediin 11 Victoza®-treated patients.

Reductions
up to -1.1%*

A change with powerful, long-lasting benefits
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Weight loss
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Low rate of
hypoglycemia©

A 52-week, double-blind, double-dummy, active-controlled, parallel-group, multicenter study. Patients with
type 2 diabetes (N=745) were randomized to receive once-daily Victoza® 1.2 mg (n=251), Victoza® 1.8 mg
(n=246), or glimepiride 8 mg (n=248). The primary outcome was change in A1C after 52 weeks.

The change begins at VictozaPro.com.
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Indications and Usage

Victoza® (liraglutide [rDNA origin] injection) is indicated as an adjunct
to diet and exercise to improve glycemic control in adults with type 2
diabetes mellitus.

Because of the uncertain relevance of the rodent thyroid C-cell tumor findings to
humans, prescribe Victoza® only to patients for whom the potential benefits are
considered to outweigh the potential risk. Victoza® is not recommended as first-
line therapy for patients who have inadequate glycemic control on diet
and exercise.

Based on spontaneous postmarketing reports, acute pancreatitis, including fatal
and non-fatal hemorrhagic or necrotizing pancreatitis has been observed in
patients treated with Victoza®. Victoza® has not been studied in patients with a
history of pancreatitis. It is unknown whether patients with a history of pancreatitis
are at increased risk for pancreatitis while using Victoza®. Other antidiabetic
therapies should be considered in patients with a history of pancreatitis.

Victoza® is not a substitute for insulin. Victoza® should not be used in patients
with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis, as it
would not be effective in these settings.

Victoza® has not been studied in combination with prandial insulin.

Important Safety Information

Liraglutide causes dose-dependent and treatment-duration-dependent
thyroid C-cell tumors at clinically relevant exposures in both genders of
rats and mice. It is unknown whether Victoza® causes thyroid C-cell
tumors, including medullary thyroid carcinoma (MTC), in humans, as
human relevance could not be ruled out by clinical or nonclinical studies.
Victoza® is contraindicated in patients with a personal or family history of
MTC and in patients with Multiple Endocrine Neoplasia syndrome type 2
(MEN 2). Based on the findings in rodents, monitoring with serum calcitonin
or thyroid ultrasound was performed during clinical trials, but this may
have increased the number of unnecessary thyroid surgeries. It is unknown
whether monitoring with serum calcitonin or thyroid ultrasound will
mitigate human risk of thyroid C-cell tumors. Patients should be counseled
regarding the risk and symptoms of thyroid tumors.

Do not use in patients with a prior serious hypersensitivity reaction to Victoza® or
to any of the product components.

Postmarketing reports, including fatal and non-fatal hemorrhagic or necrotizing
pancreatitis. Discontinue promptly if pancreatitis is suspected. Do not restart if

Victoza® is a registered trademark of Novo Nordisk A/S.
© 2013 Novo Nordisk All rights reserved.
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liragluticle (rDNA origin) injection

pancreatitis is confirmed. Consider other antidiabetic therapies in patients with a
history of pancreatitis.

When Victoza® is used with an insulin secretagogue (e.g. a sulfonylurea) or
insulin serious hypoglycemia can occur. Consider lowering the dose of the insulin
secretagogue or insulin to reduce the risk of hypoglycemia.

Renal impairment has been reported postmarketing, usually in association with
nausea, vomiting, diarrhea, or dehydration which may sometimes require
hemodialysis. Use caution when initiating or escalating doses of Victoza® in
patients with renal impairment.

Serious hypersensitivity reactions (e.g. anaphylaxis and angioedema) have been
reported during postmarketing use of Victoza®. If symptoms of hypersensitivity
reactions occur, patients must stop taking Victoza® and seek medical advice
promptly.

There have been no studies establishing conclusive evidence of macrovascular risk
reduction with Victoza® or any other antidiabetic drug.

The most common adverse reactions, reported in >5% of patients treated with
Victoza® and more commonly than in patients treated with placebo, are headache,
nausea, diarrhea, dyspepsia, constipation and anti-liraglutide antibody formation.
Immunogenicity-related events, including urticaria, were more common among
Victoza®-treated patients (0.8%) than among comparator-treated patients (0.4%)
in clinical trials.

Victoza® has not been studied in type 2 diabetes patients below 18 years of age
and is not recommended for use in pediatric patients.

There is limited data in patients with renal or hepatic impairment.

In a 52-week monotherapy study (n=745) with a 52-week extension, the adverse
reactions reported in > 5% of patients treated with Victoza® 1.8 mg, Victoza® 1.2 mg,
or glimepiride were constipation (11.8%, 8.4%, and 4.8%), diarrhea (19.5%,
17.5%, and 9.3%), flatulence (5.3%, 1.6%, and 2.0%), nausea (30.5%, 28.7%, and
8.5%), vomiting (10.2%, 13.1%, and 4.0%), fatigue (5.3%, 3.2%, and 3.6%),
bronchitis (3.7%, 6.0%, and 4.4%), influenza (11.0%, 9.2%, and 8.5%),
nasopharyngitis (6.5%, 9.2%, and 7.3%), sinusitis (7.3%, 8.4%, and 7.3%), upper
respiratory tract infection (13.4%, 14.3%, and 8.9%), urinary tract infection (6.1%,
10.4%, and 5.2%), arthralgia (2.4%, 4.4%, and 6.0%), back pain (7.3%, 7.2%, and
6.9%), pain in extremity (6.1%, 3.6%, and 3.2%), dizziness (7.7%, 5.2%, and
5.2%), headache (7.3%, 11.2%, and 9.3%), depression (5.7%, 3.2%, and 2.0%),
cough (5.7%, 2.0%, and 4.4%), and hypertension (4.5%, 5.6%, and 6.9%).

Please see brief summary of Prescribing Information on adjacent page.
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Kicgazlﬂ (liraglutide [rDNA origin] injection)
x Onl
BRIEF EUMMARY. Please consult package insert for full p information.

WARNING: RISK OF THYROID C-CELL TUMORS: Lwa?\unde causes dose-dependent and treatment-
duration-dependent thyroid C-cell tumors at clinically relevant exposures in both genders of rats and
mice. It is unknown whether Victoza® causes thyroid G-cell tumors, including medullary thyroid carci-
noma (MTC), in humans, as human relevance could not be ruled out by clinical or nonclinical studies.
Victoza® is contraindicated in patients with a gersona\ or family history of MTC and in patients with
Multiple Endocring Neoplasia syndrome type 2 (MEN 2). Based on the findings in rodents, monitor-
ing with serum calcitonin or thyroid ultrasound was performed during clinical trials, but this may have
increased the number of unnecessary thyroid surgeries. It is unknown whether momlormgi with serum
calcitonin or thyroid ultrasound will mitigate human risk of thyroid C-cell tumors. Patients should be
counseled regarding the risk and symptoms of thyroid tumors [see Contraindications and Warnings
and Precautions]

INDICATIONS AND USAGE: Victoza® is indicated as an adjunct to diet and exercise to improve glycemic
control in adults with type 2 ciabetes mellitus. Important Limitations of Use: Because of the uncertain
relevance of the rodent thyroid C-cell tumor findings to humans, Prescmhe Victoza® only to patients for
whom the potential benefits are considered to outwe\Fh the potential risk. Victoza® is not recommended as
first-line therapy for patients who have \rade%uale‘g ycemic control on diet and exercise. Based on spon-
laneous postmarketing reports, acute pancrealits, including fatal and non-fatal hemurrha?  or necrotizing
pancreatitis has been observed in patients treated with Victoza®. Victoza® has not been sluied in patients
with a history of pancreatitis. tis unknown whether patients with a history of pancreatits are al increased
risk for pancreatitis while using Victoza®. Other antidiabetic therapies should be considered in patients with
a history of pancreattis. Victoza® is not a subsfitute for insulin. Victoza® should not be used n patients with
type 1 iabetes melltus or for the ireatment of diabetic ketoacidosis, as it would not be effective in these
settings. The concurrent use of Victoza® and prandial insulin has not been studied
CONTRAINDICATIONS: Do not use In patients with & personal or family history of mecuHarﬁ thyroid car-
cinoma (MTC) or in patients with Multiple Endocrine Neoplasia syndrome 1yﬁe 2 (MEN2). Do not use in
patients with a prior serious hypersensitivity reaction to Victoza® or to any of the product components
WARNINGS AND PRECAUTIONS: Risk of Thyrnid C-cell Tumars: Liraglutide causes dnsg—peFendent
and treatment-duration-oependent thyroid C-cefl tumors (acenomas and/or carcinomas) at clinically rele-
vant exposures in both genders of rats and mice. Malignant thyroid C-cell carcinomas were detected in rats
ana mice. A statistically significant increase in cancer was observed in rals recewm% liraglutide at 8-times
clinical exposure compared o conirols. It is unknown whether Victoza® will cause h{rg\d C-cell fumors
including meduHan{ thyroid carcinoma (MTC), in humans, as the human relevance of liraglutide-induced
rodent thyroid C-cell tumors could not be determined by clinical or nonclinical stuies. In the clinical trials
there have been 6 reported cases of thyroid C-cell hyperﬁ\aswa among Victoza®-treated patients and 2 cases
m‘cumgaramr—lrealed patients (1.3 vs. 1.0 cases per 1000 patient-years). One comparator-treated patient
with MTC had pre-treatment serum calcitonin concentrations >1000'ng/L suggesting pre-existing disease
Allof these cases were diagnosed affer thyroidectomy, which was prompted byabnorma\ results on routing,
protocol-specified measurements of serum calcitonin. Five of the six Victoza® treated patients had elevated
calcitonin concentrations al baseling and thruu?hﬁul the trial. One Victoza® and one non-Victoza®-treated
Rﬁhem developed elevated calcitonin concentralions whilg on treatment. Calcitonin, a biological marker of
ATC, was measured throughout the clinical development program. The serum calcitonin assar used in the
Victoza® clinical frials had a lower limit oljuanlmcaﬂun (LLOGQ) of 0.7 ng/L and the upper limit of the refer-
ence range was 5.0 ng/L for women and 8.4 ng/L for men. At Weeks 26 and 52 n the clinical trials, adjusted
mean serum calcitonin concentrations were higher in Victoza®-reated patients compared to placebo-lreated
patients but not compared fo patients receiving active comparator. At these timepoints, the adjusted mean
serum calcitonin values (~1.0 n([]/L) were [ust above the LLOQ with between-group differences In adjusted
mean serum calcitonin values of approximately 0.1 ng/L or less. Among patients with Prerlrealmem seium
calcitonin below the upger limit of the reference range, shifts to above the upper limit of the reference range
which gerswsted in subsequent measurements occurred most frequently among patients Ireated with
Victoza®1.8m /da% In trials with on-treatment sérum calcitonin measurements out to -6 manths, 1.9% of
patients treated with Victoza® 1.8 mg/day developed new and persistent calcitonin elevations above the
uug)er limit of the reference range compared to 0.8-1.1% of patients treated with control medication or the
0.6:and 1.2 mg doses of Victoza®. In trals with on-treaiment serum calcitonin measurements out fo 12
months, 1.3% of patients treated with Victoza® 1.8 mg/day had new and persistent elevations of calcitonin
from below or within the reference range to above the upper limit of the reference range, compared to 0.6%
0% and 1.0% of patients treated with Victoza® 1.2 mg, placebo and active control, respectively. Otherwise
Victoza® did not produce consistent dose-dependent or time-Gependent increases in serum calcitonin
Patients with MTC usually have calcitonin values >50 ng/L. In Victoza® clinical trials, among patients with
pre-treatment serum calcitonin <50 ng/L. one Vicloza®-lieated Fanerl and no comparator-treated patients
developed serum calcitonin >50 ng/L. The Victoza®treated patient who developed serum calcitonin >50
ng/t had an elevated pre-reatment Serum calcitonin of 10.7 ng/L that increased to 30.7 ng/L at Week 12 and
5 5n?/L at the end of the 6-month tial. Follow-up serum calcitonin was 22.3 ng/L more than 2.5 years after
the last dose of Victoza®, The largest increase in Serum calcitonin in a comparator-lreated patient was seen
with glimepiride i a patient whose serum calcitonin increased from 19.3 n/L at baseline to 4.8 ng/L at
Week 65 and 38.1 ng/L at Week 104. Among patients who began with serum calcitonin <20 ng/L, calclionin
elevations to >20 HQ%L accurred in 0.7% of Victoza®reated patients, 0.3% of placebo-reated patients, and
0.5% of active-comparator-treated patients, with an incidence of 1.1% among patients treated with 1.8 mg/

day of Victoza®. The clinical si[gmﬁcance 0f these findings is unknown. Counsel patients regarding the isk 'y

for MTC and the symptoms of thyroid tumors (e.% amass in the neck, dysuha%\a‘ dyspnea or persistent
hoarseness). |t is unknown whether monitoring with serum calcitonin or thyroid ultrasound will mm?ale the
potential risk of MTC, ang such momlurm% may increasg the risk of unnecessary procedures, due to low test
specificity for serum calcitonin and a high background incidence of thyroid disease. Patients with thyroid
nodules noted on physical examination or neck imaging obtained for otfier reasons should be referred o an
endocrinologist for further evaluation. Although roufing monitoring of serum calcitonin is of uncertain value
in patients treated with Victoza® if serum calcitonin is measured and found to be elevated, the patient should
be referred o an endocrinologist for further evaluation. Pancreatitis: Based on spantaneaus post-
marketing reports, acule pancreatitis, |nclud|ni1 fatal and non-fatal hemorrhagic or
necrotizing pancreatitis, has heen observed in pafients treated with Vicloza®. After initia-
tion of Vicloza® observe patients carefully for signs and ;ym?lnms of pancreatitis
(including persistent severe ahdominal gam, sometimes radiating 1o the back and which
may or may not e accompanied by vomiting). If pancreatitis is suspected, Victoza® should
promptly be discontinued and appropriate mana[g’emgm should be Initiated. |f pancreatitis
Is confirmed, Victoza® should not be restarted. Consider antidiabetic therapies oiher than
Vicloza® in patients with a history of pancreatitis. In clinical frals of Vicloza®, there have been 1
cases of pancreatitis among Victoza®-ireated patients and 1 case in a comparator (glimepiride) reated
patient (2.7 vs. 0.5 cases per 1000 patient-years). Nine of the 13 cases with Victoza® were reported as acute
pancreattis and four were reported as chronic pancreatitis. In one case ina Victoza®-treated patient, Eancre—
atis, with necrosis, was observed and led to death; however clinical causality could not be esta

Some patlents had other risk factors for pancreatitis, such as a history of cholelithiasis or alcohol abuse. Use
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mg once-daily, placebo, and glimepiride 4 mg once-daily; A double-blind 26 week add-on to F\imepiride
trial compared Victoza® 0.6 mg daily, Victoza® 1.2 mg once-daily, Victoza® 1.8 m% oncg-daily, placebo, and
rosiglitazong 4 mg onoe-daily; A 26 wegk add-on to metformin + %I\‘mep[r\de trial, compared double-blind
Victoza® 1.8 mg once-daily, double-blind F\aceho‘ and open-label insulin glarglne onne-da\\(/:‘A double-
blind 26-wegk add-on to metformin + rosigitazone frial compared Victoza® 1.2 mg once-daily, Victoza® 1.
mg oncg-dan%and placebo; An open-label 26-wegk add-on to metformin and/or sulfonylurea trial com-
pared Victoza® 1.8 mg onc_e—daﬂg and exenatide 10 mcg twice-daily; An open-label 26-wegk add-on f
metformin rial compared Victoza® 1.2 mg once-daily, Victoza® 1.8 mg once-daily, and sitagliptin 100 mg
once-daily; An open-label 26-week trial compared insulin detemir as add-on to Vict oza’ﬁt&m[gfmelformm
to continued treatment with Victoza® + metiormin alone. Witharawals: The incidence of withdrawal due
adverse events was 7.8% for Victoza®-treated patients and 3.4% for comparator-treated patients in the five
double-blind controlled trials of 26 weeks duration or longer. This difference was driven by withdrawals
due to gastrointestinal adverse reactions, which occurred in 5.0% of Victoza®-treated patients and 0.5%
of comparator-treated patients. In these five trials, the most common adverse reactions leading to with-
drawal for Victoza®™treated patients were nausea (2.8% versus 0% for comparator) and vommng 51.5%
versus 0.1% for comparator), Withdrawal due to qastrointestinal adverse events mainly occurred during
he first 2-3 months of the trials. Commoan adverse reactions: Tables 1, 2, 3 and 4 summarize common
adverse reactuons_(hypo?ycemua is discussed separately) reported in seven of the eight controlled trials
of 26 weeks duration or onqer Most of these acverse reactions were gastrointestinal in nature. In the five
double-blind clinical trals of 26 weeks duration or longer, gastrointestinal adverse reactions were reported
in 41% of Victoza®-freated pafients and were dose-related. Gastrointestinal adverse reactions occurred in
17% of comparator-treated patients. Common adverse reactions that occurred at a higher incidence among
Victoza®-treated patients included nausea, vomiting, d\arrhea‘vdyspeﬁma and constipation. In the five dou-
ble-blind and three open-label clinical trials of 26 weeks duration or longer, the ercenla%e of patients who
reported nausea declined over time. In the five double-blind trials approximately 13% of Victoza®-treated
gatlems and 2% of comparator-{reated patients reported nausea durm%_the first 2 weeks of treatment. In the
6-week open-label trial comparing Victoza® to exenatide, both in combination with metformin andjor sulfo-
nylurea, Gastrointestinal adverse reactions were reported at a similar incidence in the Victoza® and exenatide
treamentgroups (Table 3). In the 26-week open-label trial comparing Victoza® 1.2 mg, Victoza® 1 emg and
sitagliptin 100 mg, all in combination with metformin, gastrointestinal adverse reactions were reported at a
higher incidence with Victoza® than sitagiptin (Table 4). In the remaining 26-week tral, all patients received
Victoza® 1.8 m$ +metformin during a T2-week run-in period. During the run-in period, 167 patients (7%
of enrolled total) withdrew from the trial: 76 (46% of withdrawals) of these Patlents doing So because of
astrointestinal adverse reactions and 15 (9% of withdrawals) doing so due to other adverse events. Onl
fhose patients who completed the run-in period with inadequate glycemic control were randomized to 2
weeks of add-on therapy with insulin detemir or continued, unchanged treatment with Victoze® 1.8 mg +
metiormin. During this randomized 26-week period, diarrhea was the 0ﬂ¥adverse reaction reEoned in5%
of patients treated with Victoza® 1.8 mg + metformin + insulin detemir (11.7%) and greater than in patients

treated with Victoza® 1.8 mg and metformin alone (6.9%).
Table 1: Adverse reactions reported in >5% of Victoza®-treated patients in a
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for neutralizing effect against native GLP-1, and thus the potential for clinically significant neutralization
of native GLP-1 was not assessed. Antibodies that had a neutralizing effect on liraglutide in an in vitro
assay accurred in 2.3% of the Victoza®-reated patients in the double-blind 52-week monotherapy trial and
in 1.0% of the Victoza®-treated patients in the double-blind 26-week add-on combination therapy trials.
Amaong Victoza®-treated patients who deve\ofged anti-liraglutide antibodies, the most common Category
of adverse events was that of infections, which occurred among 40% of these patients compared to 36%,
34% and 35% of annbody—ne%_atwe Victoza®-treated, placebo-ireated and active-control-treated patients,
respectively. The specific infections which occurred with greater frequency among Victoza®treated anti-
bo /v-posmve patients were primarily nonserious upper respiratory_fract infections, which occurred among
1% of Victoza®treated antibody-positive patients; and among 7%, 7% and 5% of antibody-negative
Victoza®-treated, placebo-treated and active-control-treated patients, respectively. Among Victoza®-treate
antibody-negative patients, the most common category of adverse events was that of gastrointestinal
events, which occurred in 43%, 18% and 19% of anfibody-negative Victoza®-treated, placebo-freated an
active-control-treated patients, resgeclwe\y. Antibody formation was not associated with reduced efficacy of
Victoza® when comparing mean HbAy. of all antibody-positive and il antibody-negative patients. However,
the 3 patients with the highest titers o gmn-h[aF\utl je antibodies had no reduction in HbAy, with Victoza®
treatment. In the five double-blind clnical rials of Victoza®, events from a somgosute of adverse events
potentially related to immunogenicity ge‘g. urticaria, angiwoede_ma)vocsurred among 0.8% of Victoza®-treated
patients and among 0.4% of comparator-treated patients. Urlicaria accounted for approximately one-half of
the events in this composite for Victoza®-reated patients. Patients who developed anti-{iraglutice antibodies
Were not more hke\?{ 1o develop events from the immunogenicity events composite than were patients who
did not develop anti-liraglutide antibodies. Jnjection site reactions: Injection site reactions (€.0., injection
site rash, erythema) were reported in approximately 2% of Victoza®treated patients in the five double-blind
clinical trials of at least 26 weeks duration. Less than 0.2% of Victoza®-{reated patients discontinued due
o injection site reactions. Papillary thyroid carcinoma: In clinical trials of Victoza®, there were 7 reported
cases of papillary thyroid carcinoma in patients reated with Victoza® and 1 case in a comparator-{reated
patient (1.5 vs. (.5 cases per 1000 patient-years). Most of these papillary thyroid carcinomas were <1 cm
in 8(eatest diameter and were diagnosed in Surgical pathology specimens after lhyrmdeclom}; prompted by
in mg|$ on Frqtom\-spemfled scregning with serum calcitonin or thyroid ultrasound. Hypoglycemia An the
eight clinical frials of at least 26 weeks duration, hypoglycemia requiring the assistance of another person for
treatment ocourred in 11 Victoza®-reated patients (2.3 cases per 1000 patient-years) and in two exenatide-
treated patients. Of these 11 Victoza®treated patients, six patients were concuml_lanﬂy using metformin
and a sulfonylurea, one was concomitantly using a sulfonylurea, two were concomitantly using metformin
blood glucose values were 65 and 94 m%/dt) and two were usmg Victoza® as monotherapy (one of these
patients was undergoing an intravenous glucose tolerance test and the other was r_esewm? insulin as treat-
ment during a_hOSFlta\ stay). For these two patients on Victoza® monotherapy, the insulin treatment was the
lkely explanation for the hypoglycemia. In the 26-week open-label rial comparing Victoza® to snaghmm,
the incidence of hypoglycemm events defined as symptoms ascom}named by afingerstick glucose <56 mg/
dL was comparable among the treatment groups (approximately 5%).

Table 5: Incidence (%J and Rate {ﬁnisodeslﬂatiem year) of Hypoglycemia in the 52-Week

52-week monotherapy trial Monotherapy Trial and in the 26-Week Combination Therapy Trials
ATVictozz® N =497 Glimeniride N =278 Victoza® Treatment | Active Comparator | Placebo Comparator
Adverse Reaction (%] (%) Monotherapy Victoza® (N=497) |Glimepiride (N = 248! None
Nausea 284 . Patient not able to self-reat 0 —
Diarrhea 171 Patient able to self-reat 97(0.24) 25.0(1.66) —
Homiting_ 109 Not classiieg 12003 24(004) —
[ Constpation g Add-on to Metformin _|Victoza® + Metformin| _ Glimepiride + | Placebo + Metformin
Headache 1 . (N=724) Metormin (\ = 242) (N=121]
Table 2 Adverse reactions repored in 5% of Victoza®-reated patients and occurring Patient not able o self-reat | 01 (0.001) 0 0
more frequently with Victoza® compared to ﬁlaceho: -week combination therapy trials | Patient able to self-{reat 36(0.0) 2.3(087) 25(0.06)
Add-on to Metformin Trial Add-on to Victoza®+ | Insulin detemir + | Continued Victoza® None
ATVictoza® + Metformin | Placebo + Meformin | Glimepiride + Metformin | | Metformin Victoza® + Metformin| + Metformin alone
N=1724 N=121 N=242 (N=163) (N=158%)
[ Adverse Reaction (%) (% %) Patient not able to self-treat 0 0 —
[ Nausea 152 . 3 Patient able to self-reat 92(0.29) 1.3(0.03) —
[ Diarrhea 109 . ./ Add-on to Glimepiride Victoza® + Rosiglitazone + Plagebo +
[ Headache 90 | 5 Glimepiride (N = 695) | Glimepiride (N = 231)| Glimepiride (N =114)
[Vomiting 65 ; 4 Patient not able o self-treat 01(0.003)
Add-on T Glimepride Tial Patent abe o seFreat 75(038) 3012 26(017]
d Al \_/\céozﬁ +695 P\aceboN + 1‘1\TED'\HGE G‘_Rosig\.gazuNne 531 Not classified 09 ‘05] 0’9( ‘02] =0
; %e IeE = 3 et 2 Add-on to Metformin + |Victoza® + Metiormin ] Placeho + Metformin
0 7 9
,Agﬁl:erase Reaction 7/% (b (2/06) Rosiglitazone + Rmigg%nne None + R?ﬁigli%z]nne
Diarrhea 72 22 - = =
MConstioat Patient not able to self-reat —
rpson 3 ; — Pallet el 0 sl e R - 00
Add-on fo Metformin + Glimepiride Notclassifie 1 06(001) = 110003 |
V\ctGo‘za® 18 d+ meﬁozr%n Péalcebo +é\ﬂety&om}\1n4+ G[\Sa‘rgine +é\ﬂeaorrg\'3n2+ glli.d-nn_lquenormm + m:ngﬁ + Mpt_ll?rmm Insrlhll?'glargme Place[l;?_ + Mgt_lsrmm
+Glimepiride N= imepiride N= imepiride N= imepiride +Glimepiride _+ Metformin + + Glimepiride
[ Adverse Reaction (% (% (% = me (N=232) (N=114)
[Nausea 3 1. [ Patient not able to self-reat 2.2(0.06) 0
[ Diarrhea 5. 1. { Patient able to self-treat 214(1.16) 289(1.29) 167 (0.95;
.@Eha (7] ? [Not classified 0 17(004)
%ﬁm%& gla 5 3. 0. *One patient is an outlier and was excluded due to 25 hypoglycemic episodes that the patient was able to
‘Add-on to Metiormin + Rosiulitazone ) self-reat. This patient had a history of requent hypoglycemia prior to the study.
‘AT Victoza® + Metformin + Placebo -+ Meformin + Rosightazone | 11 a pooled analysis of clinical rials, the incidence rate (per 1,000 patient-years) for malignant neoplasms
Rosialitazone N =355 N=175 gbased on investigator-reported events, medical hlstar{, pagholo%y rePons, and surgwca\ reFons from both
Adverse Reaction % linded and open-label study periods) was 10.9 for Victoza®, 6.3 Tor placebo, and 7.2 for active comparator.
Nausea Aiter excluding éxaplﬂary thyroid carcinoma events [see Adverse Reactions], no particular cancer cell type
Diarthea predominated. Seven malignant neoplasm events were reported beyond 1 year of exposure to study medica-
Vomiling 2. tion, six events among Victoza®-treated patients é4 colon, 1 prostate and 1 nasophar, n%ea\)‘ no events with
Headache 82 lacebo and one event with active comparator co\on)_Causa_Illr has not been esfablished. Laboratory
[ Constipation 51 7 ests: In the five clinical trials of at least 26 wegks duration, mildly elevated serum bilirubin concenirations

Table 3: Adverse Reactions reported in >5% of Victoza®-treated patients in
a 26-Week Open-Label Trial versus Exenatide
Victoza® 1.8 mg once daily +
metformin aﬂdlné 5sullnnylurea

Exenatide 10 mcg twice daily +
metformin aﬂnl% 2sulmnylurea

with Medications Known to Cause Hypoglycemia: Palwems‘recewmg Victoza® in combin i
an insulin secretagogue (e.g., sulfonylurea) or ingulin may have an increased risk of hypoglycemia. The risk
of hypaglycemia may be lowered by a reduction in the dase of sulfonylurea (or other concomitantly admin-
istered insulin secretagogues) or insulin Renal Impairment: Victoza® has not been found to be directly
nephrotoxic in animal studies or clinical trials. There have been postmarketing reports of acule renal failure
and worsening of chronic renal failure, which may sometimes require hemodialysis in Victoza®-treated
patients. Some of these events were reported in patients without known under}?/\ng renal disease. A majority
of the reported events occurred in patients who had experienced nausea, vomil m% diarthea, or dehydration
Some of the reported events ccurred in ?at\ems Teceiving one or more medicafion known to affect renal
function or hydrafion status. Altered renal function has been reversed in many of the reporled cases with
supportive Iréatment and discontinualion of patentially causalive agents, including Victoza®. Use caution
when initiating or escalating doses of Victoza®

d =2 =
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[ Diarrhea 123 12.
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Table 4: Adverse Reactions in >5% of Victoza®-treated patients in a
26-Week Open-Label Trial versus Sitagliptin
Al Viclnz’\?@ + gmllnrmin

Sitagliptin 100 mg/day +
meformin 11210

tions: There have been Euslmarkelmg reports of serious

reactions and angioedema) in patients treated with Victoza®. If a hypersensitivity reaction occurs, the patient L

should discontinue Victoza® and other susgem medications and Brompﬂ{
edema has also been reported with other GLP-1 receptor agonists. twith al
angioedema with another GLP-1 recegtor agonist because 1 is unknown whether such patients will be pre-
disposed to angioedema with Victoza®. Macrovascular Outcomes: There have been no clinical studies
(ejslabhshmg conclusive evidence of macrovascular risk reduction with Victoza® or any other antidiabetic
rug.
ADVERSE REACTIONS: Clinical Trials Experience: Because clinical irials are conducted under widely
varym? conditions, adverse reaction rates abserved in the clinical rials of a drug cannot be directly com-
pared fo rates in the clinical trials of another d_ruq and may not reflect the rates observed in practice. The
safety of Victoza® has been evaluated in 8 clinical fials. A double-blind 52-week monolheraﬁy trial com-
pared Victoza® 1.2 mg daily, Victoza® 1.8 mg daily, and glimepiride 8 mg daily; A double-blind 26 week
add-on to metformin {rial compared Victoza® 0.6 mg once-daily, Victoza® 1.2 mg once-daily, Victoza® 1.8

B = ormin N=2
in patients with renal impalrment Hynersensitivityﬁgag. _ﬁdverse Reaction 3 /(,% %
h Teactions (6.9, ausea
Beadgsha i 33 1
seek medical advice, Angio- |larnea . Y
se caufon ina patent wilh a hisory of [Vomlling 7

Immunogenicity: Consistent with the potent\a\ly immuno%_emc properties of protein and peptide pharma-
ceuticals, patients treated with Victoza® mag develop anti-firaglutide antibodies. Approximately 50-70% of
Victoza®-treated patients in the five double-blind clinical trials of 26 weeks duration or longer were tested for
the presence of anti-liragfutide antibodies at the end of treatment. Low titers (concentrations not requiring
dilution of serum) of anti-liraglutide antibodies were detected in 8.6% of these Victoza®treated patients.
Sampling was not performed uniformly across all patients in the clinical trials, and this may have resulted
in an underestimate of the actual percentage of patients who developed antibodies. Cross-reacting anti-
liraglutide antibodies to native glucagon-like peptide-1 (GLE—WJ occurred in 6.9% of the Victoza®-freated
patients in the double-blind 52-week monotherapy frial and in 4.8% of the Victoza®-reated patients in the
double-blind 26-week add-on combination therapy trials. These cross-reacting antibodies were not tested

(elevations to no more than twice the upper limit of the reference range) occurred in 4.0% of Victoza®-treated
patients, 2.1% of g\aceho-treated patients and 3.5% of active-comparator-treated Patlents This finding was
not accompanied by abnormalities in other liver tests. The significance of this isolated finding is unknown.
Vital signs: Victoza® did not have adverse effects on blood pressure. Mean increases from baselin in
heart rate of 2 to 3 beats per minute have been observed with Victoza® compared fo Flacebo. The long-term
clinical effects of the increase in pulse rate have not been established. Post-Marke in? Exreriem:e: The
following additional adversg reactions have been reported during post-approval use of Vicloza®. Because
these events are _reForled voluntarily from a population of uncertain size, it is generally not possible to reli-
ably estimate their frequency or establish a causal relationship to drug exposure: Dehydration resulting from
nausea, vomiting and diarrhea; Increased serum creatining, acute renal failure or warsening of chronic renal
failure, sometimes requmn({hemod\a\yﬂs‘ Angioedema and anaphylactic reactions; Allergic reactions: rash
and pruritus; Acute pancreatitis, hemorrhagic and necrotizing pancreatitis sometimes resulting in death.
QOVERDOSAGE: Overdoses have been reported in clinical trals and post-marketing use of Victoza®. Effects
have included severe nausea and severe vomiting. In the event of overdosage, appropriate supportive treat-
ment should be initiated according to the patients clinical signs and symptoms.

More detailed information is available upon request.

For information about Victoza® contact: Novo Nordisk Inc., 800 Scudders Mill Road, Plainsboro, NJ
08536, 1-877-484-2869

Date of Issue: April 16, 2013

Version: 6

Manufactured by: Novo Nordisk A/S, DK-2880 Bagsvaerd, Denmark

Victoza® i covered by US Patent Nos. 6,268,343, 6,458,924, 7,235,627, 8,114,833 and other patents pending.
Victozz® Pen s covered by US Patent Nos. 6,004,297, RE 43,834, RE 41,956 and other patents pending.
©2010-2013 Novo Nordisk ~ 0513-00015682-1 ~ 5/2013
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Opioid prescribing primer

Doctors urged to become knowledgeable about risks

BY CARMEN PEOTA

If there was a take-away
message from a February
educational session at the
University of Minnesota’s
McNamara Center, it was
that physicians need to
know a great deal before
they ever prescribe long-
acting and extended-
release opioids.

That message was deliv-
ered by Gavin Bart, M.D,,
Ph.D,, and Charlie Reznikoff, M.D., both
addiction medicine specialists at Henne-
pin County Medical Center. The two were
asked by the Minnesota Medical Associa-
tion to present curriculum on mitigating
risks related to these drugs, which are often
prescribed for pain.

Reznikoff told audience members to
base decisions about prescribing opioids
on evidence and indications. He also
emphasized the importance of getting to
know patients in order to weigh potential
benefits against potential risks, including
addiction and abuse. To illustrate the chal-
lenge of doing that, he asked the audience
to picture a 25-year-old military veteran
who has PTSD and is an amputee and
complains of pain. The patient would have
a compelling indication for treatment, he
said, but also would be in the highest risk
category for substance abuse.

Bart addressed technical issues, in-
cluding the differences between specific
formulations and brands. He said physi-
cians must do their homework long before
they prescribe or counsel patients. They
need to know about disposal, limitations
of usage and that dose equivalency tables
are problematic. They also need to know
about the indications and potential inter-
actions.

Both presenters said doctors need to be
forthright when talking to patients about
the risk of mixing alcohol and opioids.
Reznikoff said patients need to be told that

Physicians and other health care professionals took part in the seminar on
minimizing the risks associated with prescribing opioids.
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mixing any amount of alcohol and opioids
is dangerous. And Bart said the best ap-
proach is to bluntly state, “If you misuse
this drug, it could lead to death”

A video of the session is available online
at www.mnmed.org (click on Events, then
Education, then CME Webinars). Physi-
cians who view the webinar and complete
the evaluation are eligible for CME credit.

BRIEF ITEMS OF INTEREST | PULSE

FDA approves new

opioid formulation

The Food and Drug Administration’s
February approval of Zohydro
sparked a rash of criticism from
experts across the country. The
drug is the first extended-release
hydrocodone product to be
approved that does not contain
acetaminophen.

A coalition of 40 groups called on
the FDA to revoke the decision,
pointing out that the drug was so
potent a single dose could kill a
child. Critics also noted that the
drug is prone to abuse because it is
crushable.

Zohydro's maker, Zogenix, claims its
product meets the needs of patients
at risk of liver damage if they take
acetaminophen or who aren’t helped
by combination pain drugs.

In a statement, company president
Stephen Farr, Ph.D., said Zogenix
would provide education on safe
use to physicians, patients and
pharmacies and that the company
was developing a noncrushable
formulation.

Minnesota Epilepsy Group is designated as a
level 4 epilepsy center — the highest rating by the
National Association of Epilepsy Centers.

The Minnesota Epilepsy Group offers a wide range of

services including:

Comprehensive diagnosis and evaluation for seizure

disorders in patients of all ages

State-of-the-art neurodiagnositic monitoring

Integration of neuropsychological and psychosocial

assessment with medical treatment

The only magnetoencepalography and magnetic

source imaging center within the region

Multiple surgical procedures for intractable epilepsy

Epilepsy Care for All Ages

Plymouth
West Health
2805 Campus Drive, Suite 610

@ Minnesota Epilepsy Group, P. A.

(651) 241-5290
225 Smith Avenue N, Suite 201
St. Paul, MN 55102

www.mnepilepsy.org

N

Edina
Center for Outpatient Care
8100 West 78th Street, Suite 230

- NATIONAL

. ASSQCIATION
OF EPILEPSY
GENTERS
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Reversing tragedy

PHOTO COURTESY OF LEXI REED HOLTUM

Proposed legislation will increase access to
an antidote to opioid overdose.

BY JEANNE METTNER

hen Sen. Chris Eaton of Brooklyn

Center lost her 23-year-old daugh-

ter Ariel Eaton-Willson to a heroin
overdose in 2007, it was heart-wrenching
and painful. It was also preventable. Eaton-
Willson was in a Burger King parking lot
in Brooklyn Center with another person
when the overdose occurred; but instead
of calling 911 right away, her companion
spent 20 to 30 minutes purging the car of
drug paraphernalia and other incriminat-
ing evidence. Hearing the commotion, the
restaurant manager summoned a nearby
police officer, who called paramedics. At
the scene, the paramedics administered
naloxone (Narcan), a drug that, in sec-
onds, can reverse the effects of an opiate
or opioid overdose. But it was too late, and
Eaton-Willson was pronounced dead a
short time later.
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In February, Eaton, along with Rep. Dan
Schoen, introduced a bill that she hopes
will prevent others from enduring the
same loss. Known as “911 Good Samaritan
+ Naloxone,” the proposed legislation has
two components: It provides immunity to
those who call 911 in good faith to prevent
an overdose death, and it authorizes law
enforcement officers, emergency medi-
cal responders and staff from community
health and social service programs to
administer naloxone if they encounter
someone experiencing an opioid or opiate
overdose. Currently in Minnesota, nalox-
one can only be administered by medical
professionals and paramedics.

During a press conference last Decem-
ber, Eaton called the bill “a simple solution
to a terrible problem,” noting that she
was unaware that her daughter was using
heroin.

Lexi Reed Holtum and her fiancé Steve Rummler, who
died of a heroin overdose in 2011. As vice president of
the Steve Rummler Hope Foundation, Reed Holtum has
been pushing a bill to increase access to naloxone. The
legislation will be known as “Steve’s Law” if it passes.

In 2012, Hennepin and Ramsey coun-
ties reported 129 deaths due to opiate
overdoses—a 40 percent increase from
2010. The estimated number of emergency
department visits attributed to heroin
nearly tripled in the past several years—
from 1,189 in 2004 to 3,493 in 2011. The
jump in ED admissions for “unspecified
opiates/opioids” has been even more stag-
gering—162 admissions were reported in
2004 compared with 1,619 in 2011.

The 911 Good Samaritan + Naloxone
bill has support from multiple organiza-
tions and agencies, including the Min-
nesota Board of Pharmacy, Minnesota
Department of Human Services, Min-
nesota Society of Addiction Medicine,
Minnesota Department of Health and
Minnesota Medical Association. Thus far,
it has encountered no formal opposition.
If it becomes law, Minnesota will join 17
other states and the District of Columbia
in having some form of naloxone legisla-
tion in place.

Quick, safe, life-saving
An opioid antagonist, naloxone binds to
opioid receptors in the central nervous
system, blocking the action of an opioid.
When administered to someone who is
overdosing from an opioid or opiate, it can
reverse the effects of the drug, often im-
proving respiration in just seconds. “The
good news is that it very quickly reverses
the effects of overdose, which is life-saving
and necessary, says Cody Wiberg, execu-
tive director of the Minnesota Board of
Pharmacy. He explains that naloxone
also will cause symptoms of physical
withdrawal, such as agitation, trembling,
nausea, sweating and mood changes in
persons who are addicted to opioids.
“While these things are not pleasant,” he
says, “the alternative is death from respira-
tory depression.”

Naloxone can be injected or inhaled.
When injected, it works almost immedi-



“The good news is that [naloxone] very quickly reverses the
effects of overdose, which is life-saving and necessary.”
— CODY WIBERG, EXECUTIVE DIRECTOR, MINNESOTA BOARD OF PHARMACY

ately. The intranasal formula, which is not
being used in Minnesota, takes effect in
minutes rather than seconds.

Research has shown that administer-
ing naloxone saves lives. A team from
Boston Medical Center, Boston University
Schools of Medicine and Public Health,
and the Massachusetts Department of
Public Health compared deaths in 19 com-
munities before and after they distributed
naloxone to potential “overdose bystand-
ers” (eg, social service staff, families and
friends of opioid users, and opioid users
at risk of overdose) and taught them when
and how to administer it. In an article
published in the British Medical Journal in
February 2013, they reported a 46 percent
reduction in opioid overdose deaths after
distributing the drug. Another article in
the February 2012 Morbidity and Mortal-
ity Weekly Report reported findings from a

-

&
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survey of the 50 community-based opioid
overdose prevention programs known to
distribute naloxone in the United States.
Since 1996, when the first naloxone pro-
gram began, about 53,000 people have
been trained to administer naloxone,
which led to 10,171 overdose reversals.

“These reports point to the fact if some-
one is overdosing from an opiate, this is
the antidote,” says Gavin Bart, M.D., direc-
tor of the Division of Addiction Medicine
at Hennepin County Medical Center. “It
does it quickly; it does it safely. It does not
have street value, it's not a sought-after
drug, no one can get intoxicated off it. It
doesn’t cause any kind of organ damage.
And it works really well”

“Steve'’s Law”
The 911 Good Samaritan + Naloxone leg-
islation (SF 1900 and HF 2307) was intro-

duced on February 25. Lexi Reed Holtum,
vice president of the Steve Rummler Hope
Foundation, which has been helping ad-
vance the bill, expects it to be approved

in both legislative bodies. (At presstime,

it was still alive in both the House and
Senate.) If it is, it will be known as “Steve’s
Law;” named after her fiancé, Steve Rum-
mler, who died in July 2011 after taking
heroin for the first time.

Although Rummler was alone when his
body was found, others were believed to
have been with him when he overdosed.
“We can and must give first responders
and citizens the tools they need to save a
life,” says Reed Holtum. “We would have
preferred that 911 was called and he was
alive than to see someone in jail after his
death—as would every single person who's
lost a loved one to this epidemic.” MM

Jeanne Mettner is a frequent contributor to
Minnesota Medicine.
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Minnesota can learn from Colorado’s experience with medical marijuana. inTerviEw BY KIM KISER

an Kief, M.D., became immersed in the debate over whether to

legalize recreational marijuana in 2012, the year she was pres-

ident-elect of the Colorado Medical Society. That year, voters
approved Amendment 64, a constitutional amendment allowing
anyone over 21 years of age to grow and possess up to an ounce of
cannabis. More than a decade earlier, the state legalized the drug
for medical purposes.

Kief, an internal medicine physician, now speaks
to others around the country about Colorado’s ex-
perience with medical marijuana. She shared some
of the lessons learned as well as her thoughts about
the consequences of legalizing marijuana for recre-
ational use.

Why did you get so involved in this?

I was a chemist before I became a physician. I did
my residency in internal medicine and emergency
medicine. I worked in a big trauma center in Den-

Jan Kief, M.D.

ver and saw lots of people coming in overdosed. 'm
also a mother of five, and when I learned about the
irreparable damage marijuana can do to the brains of adolescents,
I became upset about what was happening in Colorado. I knew
medical marijuana was being abused, and once I started immers-
ing myself in the science I said, “I can’t ignore this.”

You say medical marijuana was being abused.

In what way?

It’s been clearly shown that in medical marijuana states, it’s getting
diverted to children. Seventy-four percent of teens in the Denver
area who are in treatment said they used someone else’s medical
marijuana on average 50 times. At one of the universities in Den-
ver, because the legal age for medical marijuana is 18, it was al-
most considered a rite of passage during your first week of school
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to get a medical marijuana referral. You didn’t have to register
with the state; you just needed a physician’s written referral.

And were many physicians giving these referrals?

A dozen physicians were writing more than half of the referrals.
Most physicians said “No, I won’t touch this” But there was no
guidance on how to deal with it, and our major
malpractice carrier told physicians that if they did
recommend it, theyd be on their own in terms of
protection against claims.

Were there concerns about the way

the law was written?

It has some real big problems. It allows personal in-
home cultivation and allows people to cultivate six
plants. But if it isn’t enough to cover your pain, your
caregiver can get approval for more. Some people
were cultivating over 100 plants in their homes. The
other issue is the caregiver model. In Colorado, a
caregiver can oversee five patients and can petition
to oversee more. Patients are supposed to have a bona fide rela-
tionship with their physician, but people were being bussed in to
Denver from rural areas to get referrals.

Were there unintended consequences as a result of
medical marijuana being legalized?

From 2000 to 2012, we saw hospital cannabis admissions more
than double. It’s part of the potency thing. One of the biggest is-
sues with marijuana now is that it's so potent. In the 1960s, the
level of THC, the psychoactive component, was maybe 2 percent.
It's now more than 10 times that. And in some of the medical
strains we were seeing, it was 48 percent. In an ounce of mari-
juana concentrate, it was 84 percent. Also, auto fatalities involving
drivers who tested positive for marijuana rose by 112 percent,



and drugged driving, where people tested positive for marijuana,
tripled between 2009 and 2012.

Given the experience with medical marijuana,
what were your thoughts when the state legalized
recreational marijuana?
It was very frustrating. The advocacy group for legalization has
big plans. They have infiltrated legislatures and influenced orga-
nizations at all levels. They want to see it legal in 10 more states
by 2017. Physicians didn't take any sort of stand early enough.
The governor appointed a task force in 2013 to make recom-
mendations regarding implementation of Amendment 64. I was
not on that, but it was pretty amazing to look at some of the
people who were. Some big proponents of legalizing marijuana
were on it. Every meeting I attended, they almost didn’t want to
hear about the science.

What was the sentiment among

the medical community?

We had 300 physicians on board with legalization. Their concern
was people being in jail because they possessed small amounts.
The statistics show that among sentenced people in state jurisdic-
tions in 2008, 18 percent were sentenced for drug offenses but
only 0.2 percent for possession. The rest were for trafficking.
Those medical professionals and the public hung their hats on
that issue. They weren't going with the science.

Does the medical marijuana industry

in Colorado still exist?

Yes. Some people still want to get referrals because it’s less ex-
pensive (the standard sales tax applies to medical marijuana; rec-
reational marijuana is subject to sales tax plus special state sales
and excise taxes and, in some communities, local sales and excise
taxes); they can possess up to two ounces rather than just one,
and they only have to be 18. Recreational marijuana is legal for
those over 21.

What can the 15 states that are currently considering
legislation to legalize medical marijuana learn from
Colorado’s experience?

If you're going to do this, you have to have good regulations. You
don’t want home cultivation. Instead, you should have highly
regulated dispensaries. We tried to get it where dispensaries are
owned by the state like some states and municipalities do with
liquor stores. It’s the best way to regulate a substance that can be
abused and help ensure the quality and standardization of the
product. You also want the caregiver to care for only one person
and to make sure the physician really has a relationship with the
patient.

Also, you need to have a baseline list of conditions that a refer-
ral can be written for. If there are too many or if the definition is
too loose, it’s a problem. In Colorado, 94 percent of the more than
150,000 referrals made were for chronic or severe pain. Only

FEATURE

2 percent were for cancer, 1 percent for HIV and 1 percent for
glaucoma. People would say “I have pain” and get a referral. You
need to make the conditions very legitimate and really make it
about compassionate care.

Is there a better approach than legalizing medical
marijuana for helping patients get the benefits?
There’s an organization called Project SAM—Smart Approaches
to Marijuana—that’s calling for rapid expansion of research into
cannabis-based medicines. Marinol is one example. It has been
available in the United States for chemotherapy-related nausea
for several years. Sativex is in the FDA's final stages of approval
for cancer pain, and Epidiolex, which is useful in children with
seizures, is available through the FDA or the manufacturer for
investigational use.

What can physicians do?

That’s a good question. I think we need to be very open to the
science. People look to us for informed opinions and we’re not as
informed as we need to be. Physicians, teachers, parents, journal-
ists, politicians, the faith community all need to come together to
promote research, promote accurate information, promote access
to medications. We need to keep this from becoming another Big
Tobacco. MM

Kim Kiser is senior editor of Minnesota Medicine.
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Taking a stan

What physicians are saying

about legalizing marijuana
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Minnesota Medicine recently invited readers to share their thoughts. We

Physicians do not think alike when it comes to marijuana. But they are thinking.

asked three questions: Should marijuana be legalized for medical purposes in
Minnesota? Should it be legalized across the board as it is in Colorado and Wash-
ington? And would you consider recommending it to your patients if it were legal?
About 40 individuals took the time to respond. Three-fourths were against le-
galizing medical marijuana. A handful favored legalizing it for both medical and
recreational purposes. Some were in favor of legalizing it for one purpose but not

the other.

We found the reasons why physicians think the way they do to be particularly
interesting. Certainly, there are compelling arguments on all sides.
Not all of the physicians who responded shared their names. As one anonymous

writer stated,

“I am personally afraid of speaking out on this matter, yet consider

myself quite knowledgeable about it. Fear relates to silence!” We hope that by
sharing some of the comments we received, we'll encourage those who have hesi-

The editors

On legalizing marijuana for medical purposes

It is suitable for some patients who can-

not tolerate or whose symptoms are not
adequately treated with conventional medi-
cations. For example, nausea and anorexia
from pain medication can be reduced; some
neurological conditions, such as painful
spasms from multiple sclerosis, also improve
with marijuana.

SARA LANGER, M.D.

14 | MINNESOTA MEDICINE | APRIL 2014

We already have “medical marijuana”in
two forms: dronabinol and nabilone. Their
usage should be expanded for many other
problems: chronic pain, neuropathic pain,
migraine, chronic headache, etc. Smokable
marijuana should not be legalized for medi-
cal purposes.

WILLIAM G. DICKS, M.D.

It's less dangerous than many/most of our
drugs and is occasionally helpful. It's stupid
to forbid it based on the old hysterical con-
cept of its “addictiveness.”

BARRY BERSHOW, M.D.

There are legal alternatives for the diseases
that marijuana could help. It's a gateway
drug. | don't believe it should be used.
TERESA JENSEN, M.D.

[ dont know how to prescribe it, and | don’t
think it has been proven to have great ben-
efits. [t will become a drug of abuse that
will need to be followed on the Prescrip-
tion Monitoring Program, like Vicodin and
Percocet.

TERESE SHEARER, M.D.

Marijuana’s medical benefits have not been
rigorously established. The Legislature and
advocates are getting out ahead of the
medical community. Something of this
magnitude shouldnt be rushed through the
legislative session because once the door

is open, it would be very difficult to close.
We need to examine not just the personal



claims of advocates, but we need to exam-
ine it from a community health standpoint.
Do we know what the effects might be? The
current issues with narcotics are difficult
enough.

TIMOTHY EBEL, M.D.

If society wants to legalize marijuana, fine;
but leave the medical profession out of it. It
is a social issue, not a medical one. There is
no medical indication to prescribe marijuana.
If there were, THC should be available in a
quality-controlled and dose-controlled pill.
BRUCE YOUNG, M.D.

Itis not a drug with exact dosages, safety
and efficiency studies and a uniform deliv-
ery system.

GEORGE REALMUTO, M.D.

It should be legal, but with oversight and
clear boundaries.
LISA MATTSON, M.D.

| do not believe there is adequate evidence
to prescribe marijuana for psychiatric and
medical disorders. As a physician, | do not
want to prescribe (or utilize my medical li-
cense to authorize) a substance that has not
be rigorously studied.

KATHRYN LOMBARDO, M.D.

Why not focus on changing legislation to
allow more study?
ELISABETH BILDEN, M.D.

Marijuana is a potent and effective drug

for certain conditions. As an internist, | see
very sick people day in and day out. Many
chronicillnesses including cancer, advanced
vascular, autoimmune, bowel and inflam-
matory illnesses leave patients with chronic
nausea and vomiting and weight loss. For
some patients, traditional anti-emetics
including Zofran are ineffective, while mari-
juana works. We routinely prescribe many
drugs with dramatically worse risk.

R. LUBKA, M.D.

FEATURE

What some physician organizations
are saying about medical marijuana

In Minnesota
Minnesota Medical Association

The Minnesota Medical Association will not support legislation intended to
involve physicians in certifying, authorizing or otherwise directing patients
in the use of medical marijuana outside of clinical trials until it is approved
for use by the Food and Drug Administration and is no longer classified as a
Schedule | drug by the Drug Enforcement Administration.

Minnesota Psychiatric Society

The Minnesota Psychiatric Society is concerned that legitimizing the medical/
psychiatric use of marijuana gives the public—especially children and teens
who are most vulnerable to its neuropsychological effects—the impression
that it is safe. The society recognizes there may be valid arguments for
decriminalizing the recreational use of marijuana; however, it believes
psychiatric patients, who are often extremely vulnerable, will not benefit
from this effort.

Across the nation
American Medical Association

The American Medical Association (AMA) opposes marijuana legalization.

It does call for further studies of marijuana and related cannabinoids in
patients who have serious conditions for which evidence suggests possible
efficacy. The AMA also urges that marijuana’s status as a federal Schedule |
controlled substance be reviewed with the goal of facilitating clinical research
and development of cannabinoid-based medicines and alternate delivery
methods.

American Society of Addiction Medicine

The American Society of Addiction Medicine asserts that cannabis, cannabis-
based products, and cannabis delivery devices should be subject to the same
standards as other prescription medications and medical devices, and that
these products should not be distributed or otherwise provided to patients
unless they have received approval from the FDA. The society also rejects
smoking as a means of drug delivery and recommends that its members

and other physician organizations reject responsibility for providing access to
cannabis and cannabis-based products until they receive approval from the
FDA.

American Academy of Pediatrics

The American Academy of Pediatrics opposes the legalization of marijuana
and supports rigorous scientific research regarding the use of cannabinoids
for the relief of symptoms not currently ameliorated by existing legal drug
formulations.
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Physician organizations on medical marijuana
(continued from previous page)

American Academy of Child and Adolescent Psychiatry

The American Academy of Child and Adolescent Psychiatry opposes medical
marijuana dispensing to adolescents but urges more scientific evaluation and
a risk-benefit analysis by interdisciplinary experts to determine whether there
is any medical indication for marijuana dispensing given the potential harm to
adolescents.

American Academy of Family Physicians

The American Academy of Family Physicians opposes the use of marijuana
except under medical supervision and control for specific medical indications.

American Osteopathic Association

In 2011, the American Osteopathic Association’s House of Delegates passed
a resolution calling on the National Institutes of Health to fund well-designed
clinical trials to investigate marijuana’s medicinal properties.

American College of Physicians

The American College of Physicians supports programs and funding for
rigorous scientific evaluation of the potential therapeutic benefits of medical
marijuana and supports increased research for conditions where the efficacy
of marijuana has been established to determine optimal dosage and route

of delivery. The ACP also urges an evidence-based review of marijuana’s
status as a Schedule | controlled substance to determine whether it should be
reclassified.

American Psychiatric Association

The American Psychiatric Association maintains there is no current scientific
evidence that marijuana is in any way beneficial for the treatment of any
psychiatric disorder. In contrast, current evidence supports, at minimum,

a strong association between cannabis use with the onset of psychiatric
disorders. Further research on the use of cannabis-derived substances as
medicine should be encouraged and facilitated by the federal government.
The adverse effects of marijuana, including, but not limited to, the likelihood
of addiction, must be simultaneously studied. Policy and practice surrounding
cannabis-derived substances should not be altered until sufficient clinical
evidence supports such changes and cannabis-derived substances are
approved by the FDA.
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More problems and issues will surface. We
will be forced, as physicians, to police this
activity, and | do not want to be in that posi-
tion. There is no good science behind the
argument for legalizing this.

DALE E. LOEFFLER, D.O.

There are no medical indications that cannot
be successfully treated with already ap-
proved medication. There’s no consistency in
dosing, and administration is through smok-
ing. There’s no FDA oversight/requlation and
a significant lack of evidence for help and
significant evidence for harm.

DAN SWARTZ, M.D.

| say yes, but not according to the present
bill, only if it were very limited. By “limited”
I mean dispensed at three sites—Duluth,
U of Minnesota and Mayo—and prescribed
by only a handful of physicians. | would not
include chronic pain patients in the system.
[ would also ask the Legislature include
chronic opiate therapy in the same limited
system if they chose to include chronic pain
patients.

DAVID DETERT, M.D.

On making it legal
across the board

| favor decriminalizing marijuana, as that
would diminish the collateral damage
caused by the illegal drug trade.

SARA LANGER, M.D.

From a merely practical standpoint, given
its widespread use and lack of significant
health effects (debatable), too much trea-
sure is squandered on enforcement and

on incarceration. Basically, many innocent
lives have been destroyed by over-zealous
enforcers. The “war on drugs”is a total fail-
ure, foisted on us by, of all things, the right
wing and libertarians who want to get the
government off our backs. It allows sleazy
crooks to get very rich. If it is legalized fully,
it must be highly controlled.

WILLIAM DICKS, M.D.

Legalize it and requlate it like tobacco
and alcohol. | am not convinced that most
“medical” marijuana gets used for medical



purposes. In Los Angeles, for example, there
are more medical marijuana dispensaries
than coffee shops. The problem of prescrip-
tion drug diversion is so big. Let’s not add
this substance to the mix. Let’s just requlate
and tax what is a commonly used product.
DAVID MOSEMAN, M.D,, M.PH.

It will cause as much or more harm as
tobacco and alcohol in terms of death,
destruction, crime, illness, lost productivity,
etc., if legalized.

ROBERT FOOTE, M.D.

It's less dangerous than alcohol.
BARRY BERSHOW, M.D.

It has similar effects as alcohol as a depres-
sant, and it is addictive. It will just add to
the general malaise in society.

TERESE SHEARER, M.D.

Itis going to take some time for Colorado
and Washington to know how this is going
to play out in terms of social and commu-
nity costs. How are these states going to
deal with impaired driving? How are they
going to keep college kids or others from
selling pot to high schoolers? How should
physicians account for risks of medication
interactions with their pot-smoking pa-
tients? How are Colorado and Washington
going to avoid becoming a nexus in the
drug trade? How does legalized marijuana
affect the workforce in those states? Do
you want a “stoned” mechanic to fix your
brakes? The full implications are yet to be
determined. Why do we want Minnesota to
plunge down the waterfall with these two
states?

TIMOTHY EBEL, M.D.

It would lead to increased use in teens
because teens would come to think of it as
acceptable and less risky.

GEORGE REALMUTO, M.D.

Prohibition only ruins people’s lives, with no
upside. And besides, there is a black market
that we want to see go away.

R. LUBKA, M.D.

11 |

It's a gateway drug, especially for adoles-
cents.
JEREMY SPRINGER, M.D.

[ am concerned about addiction, cogni-

tive decline affecting educational and
occupational objectives of individuals and
society, and inconsistency with current anti-
smoking campaigns.

DAN SWARTZ, M.D.

On one hand, we are trying to dissuade
people from using tobacco, and then we
legitimize marijuana, which doesn’t seem
logical. Yet prohibition does not work. What
[ would really like to see is people being
held responsible for their use medically,
economically and socially.

DAVID DETERT, M.D.

On recommending it for
your patients

[ would only use the present forms of THC or
cannabidiol. The term “medical marijuana”
needs clarification. It should be understood
that there’s a dichotomy between smoking
“medical pot”and using pure THCand/or can-
nabidiol. | do not want my patients smoking
pot. Getting high is recreation, not medicine.
WILLIAM DICKS, M.D.

[ wouldn't. | have seen too much drug diver-
sion and am not convinced that thereis a
medical need.

DAVID MOSEMAN, M.D., M.PH.

A e wg(wa Villa

There is no evidence it is any better than
other drugs for the diseases that | treat.
ROBERT FOOTE, M.D.

[ don’t have any patients who have used
it or have told me that it has benefits for
them. [ work in urgent care. It would be
inappropriate for me to prescribe it.
TERESE SHEARER, M.D.

[ would prescribe it if | had good indica-
tions—the same way | prescribe narcotics,
H2 blockers, birth control, etc.

LISA MATTSON, M.D.

I'am not in the type of practice where
marijuana would be indicated, and | will not
plan to prescribe this drug. Still | support
additional research to evaluate its effec-
tiveness and to determine the appropriate
medical indication(s) for which marijuana
might be used. It should then be tested and
approved through the FDA.

ELIZABETH BILDEN, M.D.

For some patients and some diagnoses, the
choice to prescribe is obvious!
R. LUBKA, M.D.

I am not going [to prescribe] something | do

not support or believe in.
DALE E. LOEFFLER, D.O.
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What we know about medical marijuana

BY HOWARD BELL
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ON THE COVER

t Gillette Children’s
Specialty Healthcare
in St. Paul, pediatric

pain and palliative
care specialist Scott

Schwantes, M.D., was

recently talking with the

mother of one of his
patients—an 8-year-
old boy with cerebral

palsy, epilepsy, spasticity,
dystonia, dysautonomia,

irritability and pain.
fed my son marijuana
brownies and it really

helped his dystonia,” the
mom said. “Am | crazy for

doing this?”

Schwantes and his partners have heard

other parents say the same thing. Al-

though he says he cannot tell families to
try this approach, he says some studies
show marijuana can help relieve symp-
toms such as those exhibited by the boy.
“Anecdotally, in our patient population,

marijuana has been helpful,” he says.

It’s also illegal. Physicians can’t prescribe
it even in states where medical marijuanais |
legal because its a Schedule I drug deemed
to have no medical value. That also means
no federal funds are available to study
its potential benefits and clear the air for
physicians who feel stuck in the middle as
more patients turn to marijuana, mostly
in desperation, when conventional drugs

don’t work or aren’t tolerated. “Most

people who smoke it for medical reasons
do so because they don’t have an alterna-
tive that works well,” says J. Michael Bost-
wick, M.D., a Mayo Clinic psychiatrist and
medical marijuana expert who has written

on the subject.
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Medical marijuana timeline

Over the last 5,000 years, medical marijuana has been
embraced, then demonized, only to be embraced again.

28““ B[: First reported use of medical marijuana in China.

15“0 B[} Earliest written references to medical marijuana in Chinese
Pharmacopeia.

1542 British doctors begin using marijuana as an analgesic, anti-spasmodic and
anti-emetic.

1854 Marijuana added to the U.S. Pharmacopeia. Physicians routinely prescribe
marijuana cigarettes and extracts to treat anorexia, headaches, insomnia and
sexual dysfunction.

Early 1900s medical use of marijuana begins to decline because of increasing
availability of synthetic pharmaceuticals, potency variability and unreliable supply
sources.

1935 The film Reefer Madness depicts marijuana smokers as addicted
maniacs and Killers.

Forty-eight states have laws that regulate marijuana.

1932 Marijuana Tax Act causes further decline in prescribing medical marijuana.
The American Medical Association opposes the Marijuana Tax Act, fearing it
would limit research on its benefits for treating a variety of conditions.

1942 Marijuana removed from the U.S. Pharmacopeia, eliminating its last vestige
of legitimacy as a therapeutic drug.

1964 The principal psychoactive ingredient in cannabis, THC, is identified
and synthesized.

197" Congress makes marijuana a Schedule | drug, a class reserved for street
drugs with abuse potential and “no currently accepted medical use.”

1975 A man with glaucoma becomes the first American to receive government-
supplied marijuana for a medical disorder.

1973 New Mexico passes the first state law recognizing the medical value of
marijuana.

The federal government’s Compassionate Use Program begins supplying free
marijuana to seriously ill patients who might benefit from it.

198“ National Cancer Institute tests dronabinol (Marinol), a synthetic THC,
on cancer patients.

1985 Food and Drug administration approves dronabinol.

1988 Researchers discover a THC protein receptor located on human nerve
cells—cannabinoid receptor 1 (CB1). Soon after, the same researchers discover
a cannabinoid receptor 2 (CB2) on white blood cells and immune tissue. The
search for cannabinoid-based pharmaceuticals begins.



1991 In an anonymous survey by the American Society of Clinical
Oncology, 53 percent of respondents say marijuana should be available
by prescription.

The federal government suspends the Compassionate Use
Program because it undercuts Bush administration
policy against use of illegal drugs.

1932 Israeli researchers discover the
brain’s first endogenous cannabinoid
and call it anandomide, from the
Sanskrit word ananda meaning
eternal bliss or supreme joy.

1998 California becomes
first state to legalize medical
marijuana.

1932 New England Journal

of Medicine publishes editorial
calling for marijuana to be
reclassified a Schedule Il drug
to acknowledge it has some
medical use.

1939 Institute of Medicine
publishes its first meta-analysis
on the medical effects of
marijuana.

Dronabinol reclassified as a
Schedule Ill drug to increase
availability to patients.

Canada begins funding research
on medical uses for marijuana.

2“[]3 Institute of Medicine
publishes its second meta-
analysis listing several medical
conditions for which marijuana
appears to have benefit.

2[][]4 Drug Enforcement
Administration instructs the
Department of Health and Human
Services to review marijuana for possible
rescheduling.

2““8 American College of Physicians calls
for making marijuana a Schedule Il drug, the same
classification as opioid narcotics, and supports use of
nonsmoked forms of medical marijuana.

2[]14 20 states plus the District of Columbia have legalized medical use
of marijuana, which remains a Schedule | drug “with no currently accepted
medical use.”

Sources: Bostwick JM, Blurred boundaries: the therapeutics and politics of

medical marijuana, Mayo Clinic Proceedings, February 2012, 172-186; Robson PJ,
Therapeutic potential of cannabinoid medicines, Drug Test Analysis, 2014, 6, 24-30;
ProCon.org
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The human cannahinoid system

In 1988, researchers discovered that the human body produces
its own cannabinoids that attach to cannabinoid receptor sites
throughout the body. The “endocannabinoid system” (ECS)
affects nearly every physiologic function in the body by regulating
neurotransmission between synapses.

The cannabinoids in marijuana exert their effects on the body

and brain by attaching to these cannabinoid receptor sites. THC,

a cannabinoid found in marijuana that produces the high users
experience, attaches to cannabinoid receptor 1 (CB1), which is found
mostly on cells in the brain, spinal cord and gut. CB1 helps regulate
movement, pleasure, learning, memory, processing, attention and
appetite. Recreational marijuana smokers may get the munchies
when THC attaches to the CB1 receptors that govern food intake,
according to J. Michael Bostwick, M.D., a Mayo Clinic psychiatrist
and medical marijuana expert.

Another cannabinoid in marijuana called cannabidiol (CBD) attaches
to cannabinoid receptor 2 (CB2), which is also found in the brain,
but mostly on cells in the gut and on white blood cells. CB2 helps
regulate digestion, inflammation and immune response, as well as
cardiovascular, reproductive and endocrine function.

The ECS’s widespread influence explains why marijuana has been
used for thousands of years to treat many conditions, Bostwick says.
“And it's why discovery of the ECS has ignited interest in cannabis-
based medicines and prompted high hopes for developing many
new drugs that will eliminate the need for or interest in using smoked
cannabis.”

Researchers have found CBD switches off the malignant effects of
the virus that causes Kaposi's sarcoma and regulates movement

of white blood cells important in immune defenses. CBD also has
anti-seizure effects and reduces anxiety and psychotic symptoms,
prompting some to speculate that it could someday be used to treat
psychotic disorders.

THC relieves pain, relaxes muscles, prevents nausea, stimulates
appetite, reduces intraocular pressure, acts as a bronchodilator and
inhibits the growth and spread of lung cancer. CBD does the same
for breast cancer. Both have anti-inflammatory effects.

Most of this research is still at the molecular stage or being

done in animals. It may lead to the development of cannabinoid
pharmaceuticals to treat ileus, inflammatory bowel disease,
neuropathic pain, tumor growth and metastasis, hypertension,
anxiety, psychosis and immune dysfunction. “We need to figure out
how synthetic cannabinoids can modify the function of the ECS with
potential implications for helpful treatments in a plethora of diseases,”
Bostwick says.

To prevent the cognitive clouding and memory impairment marijuana
causes, researchers are trying to create cannabinoid drugs that
attach only to CB2 receptors, which are nearly absent from the brain
and therefore don’t cause these cognitive side-effects. Another line of
research is developing drugs that attach to CB1 receptors, but only
those outside of the brain.

Nobody knew about the ECS in 1970 when the federal government
banned medical research on marijuana by making it a

Schedule | drug. “It’'s sad and frustrating that there are so many
barriers to translating what we’ve learned about the endocannabinoid
system into beneficial pharmaceuticals,” Bostwick says.—H.B.
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Smoking your medicine

Smoking is the primary way medical
marijuana is used in the states where it’s
legal, although state dispensaries also sell
marijuana-infused baked goods and other
edibles. Thus far, 20 states and the District
of Columbia have legalized medical mari-
juana use in some way.

Physicians in those states can recom-
mend that their patients enroll in their
state’s medical cannabis program. To
qualify, a patient must have an approved
condition for which conventional treat-
ments either didn't work or caused intoler-
able side effects.

A growing body of evidence from lab
studies and human clinical trials shows
that smoked marijuana can reduce
symptoms in a wide range of conditions
including severe chronic pain, peripheral
neuropathy, intractable nausea and vomit-
ing, MS spasticity, cancer, epilepsy, severe
anorexia, PTSD, glaucoma, hepatitis C
infection (and undergoing antiviral treat-
ment), HIV/AIDS, rheumatoid arthritis,
ALS, Crohn’s disease, cervical dystonia,
inclusion body myositis, spinal cord dam-
age with intractable spasticity, Parkinson
disease and Huntington disease.

Its most commonly accepted—and
studied—use is for relieving nausea and
improving appetite. Robson’s review of
the therapeutic potential of cannabinoid
medicines published in Drug Test Analysis
earlier this year cited a number of clinical
studies done in the 1970s and *80s that
showed THC and cannabidiol could al-
leviate both nausea and vomiting through
different pharmacological mechanisms.
Thomas Flynn, M.D., an oncologist with
Minnesota Oncology in Minneapolis, says
some of his younger chemotherapy pa-
tients have told him “smoking marijuana
is especially helpful for nausea when stan-
dard anti-emetics weren't fully effective”

Cannabis is also used to reduce pain in
people with multiple sclerosis when other
treatments are ineffective or not tolerated.
Robson noted that clinical trials in the
United Kingdom showed that four weeks
of treatment with either synthetic THC
(dronabinol or nabilone) or a marijuana
extract called nabiximols (Sativex) signifi-



cantly lowered pain scores as compared with placebo.
They also reduced spasticity and improved sleep. A
double-blind trial using Sativex for intractable central
neuropathic MS pain was so convincing that the re-
sults were the primary basis for approving Sativex in
the United Kingdom in 2010. (It is not yet approved in
the United States.)

For treating PTSD, the evidence is thinner and
more anecdotal, but many states include it on their list
of authorized conditions. In New Mexico, which cre-
ated its medical cannabis program in 2007, 42 percent
of the enrolled patients smoke marijuana to relieve
PTSD symptoms. “We've known for years that many
PTSD patients smoke marijuana to help them cope
with symptoms,” says Steven Jenison, M.D., a medical
cannabis expert who directed the program from 2007
to 2009. “Now there’s compelling evidence that sup-
ports their experience”

Clinical and lab studies suggest that cannabinoids
may reduce PTSD symptoms by attaching to can-
nabinoid receptors in the amygdala, the part of the
brain that controls fear conditioning, memory stor-
age and retrieval, arousal, mood, sleep, anxiety and
depression. A team of investigators from Germany,
the United States and the United Kingdom reported
in Drug Test Analysis in 2012 that marijuana works
better than antidepressants for alleviating some symp-
toms. Last month, the Department of Health and
Human Services signed off on a study of marijuana to
treat PTSD symptoms in veterans. Researchers from
the University of Arizona will evaluate the effects of
five different potencies of smoked or vaporized mari-
juana in 50 veterans, assuming they receive clearance
from the DEA.

A thicker stack of studies shows marijuana’s po-
tential for treating epilepsy. Certain cannabinoids in
marijuana reduce seizure intensity and frequency in
some types of epilepsy. “We've known for years that
cannabinoids help prevent seizures in research ani-
mals,” says Ilo Leppik, M.D., a neurologist who directs
the University of Minnesota’s Epilepsy Research and
Education Program. “In neuroscience, animal re-
search often translates well to humans.

Some of LeppiK’s patients have told him they some-
times smoke marijuana and it seems to reduce seizure
frequency and intensity. “They ask me what I think.

I tell them I can’t recommend it. We know there’s a
cannabinoid receptor in the brain associated with
seizures. But we need to study the potential of specific
cannabinoids, not whole marijuana”

The UK. drug company that created Sativex is
doing just that—testing what it calls Epidiolex, a
highly purified liquid cannabidiol extracted from
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marijuana plants, to treat pediatric epi-
lepsy syndromes. Unlike THC, cannabidiol
doesn’t have psychoactive effects. Robson’s
review found that in animal studies, sev-
eral cannabinoids, especially cannabidiol,
have shown significant anti-convulsant
properties. The company expects to begin
Phase 2 clinical studies of Epidiolex in the
latter half of 2014.

Several studies show THC and cannabi-
diol have anti-inflammatory effects, which
may explain why some medical marijuana
smokers say it relieves symptoms of in-
flammatory bowel disease. In the lab, can-
nabinoids show promise for treating sev-
eral gastrointestinal conditions. As Mayo
Clinic gastroenterologist Michael Camil-
leri, M.D., wrote in his 2008 review in Gut:
“Cannabinoids may benefit patients with
irritable bowel syndrome by inhibiting
intestinal motility and secretions by dock-
ing onto cannabinoid receptors in the gut
and acting as a physiological brake” He
qualified that statement by saying “Further
clinical trials are required to assess the po-
tential impact on disease”

Cannabinoids may reverse hepatic fi-
brosis and have anti-tumor effects in the
liver as well. Animal studies show can-
nabinoids shrink tumors and slow metas-
tasis in colon, liver and pancreatic cancer.
“They have been reported to have remark-
able growth-inhibiting effects on pancre-
atic cancer cells;” Camilleri wrote.

Marijuanas anti-inflammatory effects
also may explain why many medical mari-
juana smokers use it for arthritis pain. In
a randomized double-blind trial of 58
rheumatoid arthritis patients comparing
Sativex to placebo, most had significant
improvements in pain, movement and
quality of sleep after only five weeks of
treatment. That same study, which was
published in Rheumatology in 2006,
showed that in many patients the THC
and cannabidiol in Sativex actually slowed
rheumatoid arthritis progression, based on
a standard measure of rheumatoid arthritis
disease activity.
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Not ready for prime time?
The American Medical Association
(AMA), Institute of Medicine and Ameri-
can College of Physicians agree that spe-
cific cannabinoids show potential. But that
doesn’t mean they support smoking whole
marijuana, which many view as an impre-
cise “shotgun” way to treat anything be-
cause it contains 400 different chemicals.
Leppik says smoking marijuana has so
many downsides that even if Minnesota

phrenia and other psychoses in those
predisposed to the conditions. “Marijuana
doesn’t cause schizophrenia,” Bostwick
says. “But in those predisposed to it, it may
cause schizophrenia to appear earlier and
perhaps be harder to treat”

Exactly why isn’t known. But Bostwick
says some studies have noted an associa-
tion between schizophrenia and excessive
amounts of an endocannabinoid called
anandamide in cerebrospinal fluid. Mari-

“Most people who smoke marijuana for
medical reasons do so hecause they don't

have an alternative that works well

—J. MICHAEL BOSTWICK, M.D.

legalizes medical marijuana hed tell his pa-
tients not to smoke it. “They’re still going
to have seizures, and theyd need to stay
high all the time in order to maintain a
steady dose. Smoking itself is harmful, and
in epilepsy it’s important to minimize side-
effects from whatever drugs they’re taking
because side-effects can aggravate the
condition.” Leppik says he is irritated with
the recent flurry of media stories about
marijuana as a miracle cure for seizures.
“They do a great disservice because they
create false hope”

Another concern is that whole mari-
juana might increase the risk for earlier
and more intense emergence of psychoses,
including schizophrenia, especially in sus-
ceptible adolescents and young adults. A
2011 meta-analysis by Kuepper published
in BMJ looked at the results from three
dozen studies of young people in Sweden,
New Zealand and the Netherlands and
found a strong link between regular mari-
juana use and later development of schizo-

juana may further deregulate an already
deregulated endocannabinoid system.

A Swedish longitudinal study of 50,000
people reported in BMJ in 2002 showed
that over a 27-year period, the more
marijuana people used in adolescence, the
more likely they were to develop schizo-
phrenia. Those who had used cannabis
more than 50 times were six times more
likely to develop schizophrenia. Several
studies published in the past year have
shown connections between marijuana use
and psychiatric disorders. One by Griffin-
Lendering in Addiction showed an increase
in psychosis among adolescents using
marijuana. Another by Kuepper in PLoS
showed marijuana increasing dopamine in
users (increased dopamine is a risk factor
for psychosis).

Although many believe the psychosis
concern has been overstated, psychiatrists
remain concerned. Charles Schulz, M.D.,
head of the University of Minnesota’s psy-
chiatry department, says he’s talked with



a number of colleagues around the state
who are worried about the possible link.
Minnesota’s Psychiatric Society and the
American Psychiatric Association both
oppose using marijuana to treat psychiat-
ric conditions. “There are no scientifically
controlled studies that clearly demonstrate
marijuana has any therapeutic effects for
any psychiatric condition,” says Carrie
Borchardt, M.D., the society’s president and
a child and adolescent psychiatrist at Chil-
dren’s Hospitals and Clinics of Minnesota.
“Claims that marijuana improves anxiety
and depression are anecdotal,” she says,
noting that many studies show marijuana
can actually worsen anxiety and depression.
Borchardt also points to several studies
connecting regular marijuana use in ado-
lescence with a long-term drop in overall
intelligence, memory impairment and an
increased rate of dropping out of school.
“Legitimizing the medical use of mari-
juana gives children and teens who are
especially vulnerable to its effects the im-
pression that it’s safe” She says one study

found teens who used marijuana to be at

a six-fold increased risk for developing
schizophrenia. “These are people who did
not have signs of the disorder earlier—and
after they develop it, there’s no undoing it”
Gavin Bart, M.D,, Ph.D., an internist
and addiction medicine specialist at
Hennepin County Medical Center who
directs their Addiction Medicine Pro-
gram, recently traveled on a U.S. Embassy-
sponsored public health mission to Papua
New Guinea, where marijuana grows wild
and is freely available. “At the country’s
only psychiatric hospital,” Bart says, “the
No. 1 reason for admission is marijuana-
induced psychosis. It may have to do with
a genetic predisposition combined with
dose. But if it’s all dose-related, thats a
problem for using marijuana medically”
Marijuanas effects differ greatly among
individuals. Where it may make one
person happy, it may make another sad.
Where one person feels relaxed after
smoking it, another may feel anxious.
Sometimes, it causes all of these in the
same person at different times, and its use
often makes normal everyday functioning
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difficult. The American Psychiatric As-
sociation’s DSM-5 includes a diagnosis of
“cannabis use disorder,” characterized by
an inability to fulfill work, school or fam-
ily responsibilities.

As for addiction, contrary to the 1936
film Reefer Madness, women don't cry
for it and men don’t die for it. Physical
addiction is rare; psychological addic-
tion is more common. Bart says the 2013
National Household Survey on Drug Use
and Health shows that among regular
marijuana users, one in 11 met the criteria
for being addicted to it during that year,
compared with one in 21 alcohol users
and one in eight prescription opioid users.
“During the second half of 2013,” he says,
“16 percent of all admissions to Twin
Cities-area addiction treatment programs
were for marijuana addiction”

More study needed

For all of those reasons and more, Bart be-
lieves it’s too early for marijuana to enter
the House of Medicine. “We need clinical
trials that compare marijuana to approved
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Synthetic cannabinoids

Minnesota physicians can prescribe two pills that contain pure THC, the
cannabinoid in marijuana that creates the high recreational users seek
and is also medically useful. Dronabinol (Marinol) and nabilone (Cesamet)
were approved by the FDA in 1985 for preventing chemotherapy-induced
nausea and severe weight loss caused by HIV/AIDS. Both are on most
hospital formularies.

Thomas Flynn, M.D., an oncologist with Minnesota Oncology in
Minneapolis, says he and other oncologists he knows sometimes
prescribe dronabinol for cancer-related nausea and anorexia. “It works,” he
says, “but usually not as well as the highly effective 5HT3 antagonists like
ondansetron, granisetron and palenosetron.”

Dronahinol (Marinol) also has more side effects, including a high

or feeling of dysphoria that elderly patients in particular don'’t like. For those
reasons, dronabinol and nabilone have never been first-choice treatments.
“We only use them if the 5HT3 drugs aren’t working or aren’t tolerated,” he
says.

Nahilone (Cesamet) is sometimes also used for cancer pain. Flynn

says he and his colleagues don't use it because they have more effective
drugs to control pain. A 2014 report by Robson on the therapeutic
potential of cannabinoid medicines published in Drug Test Analysis showed
nabilone sometimes relieves cancer pain to a degree equivalent to codeine,
but that it causes sedation and cognitive clouding in most patients.

Pediatric pain and palliative care specialist Scott Schwantes, M.D., has
prescribed dronabinol for his end-of-life patients at St. Paul’s Gillette
Children’s Specialty Healthcare to reduce neuropathic pain, anxiety, nausea
and spasticity. “It was moderately effective sometimes,” he says. But he
agrees that better drugs are available.

Nabiximols (Sativex), a third synthetic cannabinoid, is not yet approved in
the United States but has been approved in 22 countries including Canada
to treat spasticity caused by multiple sclerosis, as well as cancer pain and
neuropathic pain. It's currently in Phase 3 clinical trials in this country for
treating persistent pain that can’t be controlled with other medications.

Sativex is an oral spray containing one part THC and one part cannabidiol
(CBD), another compound in marijuana that shows therapeutic promise.
Unlike THC, CBD does not cause euphoria, dysphoria, cognitive clouding
or sedation. It also reduces anxiety, which pure THC can cause.

Sometimes called “liquid medical marijuana,” nabiximols is an extract
made from marijuana plants. The U.K. drug company that makes Sativex
grows the plants in its own greenhouses (something that is not allowed

in the United States). The drug is absorbed rapidly through the mucosa,
offering the same rapid-onset advantage as smoked marijuana but without
the side effects or the risk for addiction.

Nabiximols, dronabinol and nabilone are examples of how compounds in
marijuana can be turned into therapeutic drugs, according to J. Michael
Bostwick, M.D., a Mayo Clinic psychiatrist and medical marijuana expert.
“You get a quality-controlled standardized potency without having to inhale
a smoke containing hundreds of compounds,” he says. “And there’s little
evidence of abuse or addiction because these cannabinoid preparations
aren’t much fun to take.”—H.B.
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medications, not to a placebo,” he says.
“And then we need standardized quality,
purity and doses. What’s a physician sup-
posed to tell a patient? Here, take this joint
and smoke it? How much? How fast? How
long before you exhale?” He adds that

the people dispensing it in states where
medical marijuana is legal don’t even have
training in medicine or pharmacology. In
addition, no one in those states is tracking
adverse effects. “Before we let marijuana
in the door,” Bart says, “we need to learn
the same things we learn about every other
drug before it gets approved and used—
and we shouldn’t be placing physicians

in the awkward position of gatekeeper

for something that has legislatively been
deemed ‘medicine’ It’s too soon to call
marijuana a medicine”

But all medicines have risks, Bostwick
points out. Many routinely prescribed
drugs cause a long list of adverse effects
including mental clouding, memory im-
pairment and mood changes—effects that
sometimes are so adverse that patients
turn to marijuana instead. States that have
legalized medical marijuana have decided
that whatever the risks may be, the benefits
outweigh them for patients with serious
chronic conditions who couldn’t be helped
with conventional treatments. Meanwhile,
Bostwick says, “the [federal] government is
essentially blocking research on the medi-
cal benefits of cannabinoids, which could
yield an armada of pharmaceuticals to
treat many conditions”

One way to encourage research is to
reschedule marijuana. “I think everyone
agrees smoking marijuana isn’'t good for
patients,” Schwantes says. “But if com-
pounds in marijuana help our patients,
then we owe it to our patients to study
them?” The AMA, the American College
of Physicians and the editorial boards of a
number of peer-reviewed medical journals
have called for changing marijuana to a
Schedule II drug so the NIH will fund ran-
domized controlled trials. Until this hap-
pens, Leppik says, “the medical marijuana
discussion will be based on very little sci-
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MMA NEWS

MMA not supportive
of medical marijuana

legislation

fter 15 years without a policy on the controversial topic of

medical marijuana, the MMA now has a position that calls

for more research to be conducted before it would consider
supporting legislation to make the drug available to patients.

Since the late 1990s, the MMA has taken a nonposition on
the issue. Even when the 2009 Legislature voted to approve the
use of medical marijuana (only to be vetoed by then Gov. Tim
Pawlenty), MMA leadership remained neutral.

However, this year, legislation has gained momentum partly
because of the growing number of families with heart-wrenching
stories of children suffering from seizures who could benefit from
legalizing the substance.

“Although we've discussed this in the past, we have not passed
a policy that would guide us on legislative action,” says Robert
Meiches, M.D., MMA CEO. “We decided that with the pending
legislation at the Capitol, it’s time again to hear from members
and discuss the pros and cons of taking a position”

28 | MINNESOTA MEDICINE | APRIL 2014

J. Michael Bostwick, M.D., a professor of psychiatry
at the Mayo Clinic College of Medicine, provided
an overview on medical marijuana for the March 4
policy forum in Eagan.

The pros and cons came through several avenues: a
March 4 policy forum in Eagan; an email survey to all members
on March 7; a discussion by the MMA’s public health committee
on March 11; and then a formal vote by the board of trustees on
March 15. Each time, the majority voted not to support the
current legislation.

“We don’t have the evidence and the science to really say where
it works well and where it doesn’t, and we don’t have a way of
knowing at this point in time what the availability of the drug is
and the product that’s being used,” Board Chair Dave Thorson,
M.D,, told Minnesota Public Radio after the board’s decision.

No. 1 topic
Medical marijuana has certainly been a hot topic this spring (see
Viewpoint on page 34).

The March 7 email survey generated the largest response
from members in MMA history. Nearly 900 physician members
weighed in on the topic with 46 percent asking the MMA to op-
pose legalizing medical marijuana. Thirty-three percent wanted
the MMA to support it, 9 percent said the MMA should not take
a position and 10 percent said they didn’t know. The results of this
large survey mirrored the sentiments of participants at the
March 4 forum.

The press has closely monitored each step
the MMA has taken on the issue, featur-
ing stories on each metro-area television
network, multiple articles in the dailies and
numerous updates on the radio.

The MMA's position is based on the fact
that there is a lack of research on the drug
in the United States. As part of its policy,
the MMA’s board voted to call “for further
adequate and well-controlled studies of marijuana and related
cannabinoids in patients who have serious conditions for which
preclinical, anecdotal, or controlled evidence suggests possible
efficacy and the application of such results to the understanding
and treatment of disease.”

In addition, the MMA “urges that marijuana’s status as a fed-
eral Schedule I controlled substance be reviewed with the goal of
facilitating the conduct of clinical and public health research and
development of cannabinoid-based medicines, and alternate de-
livery methods””

Until marijuana is FDA-approved and is no longer classified in
Schedule I by the Drug Enforcement Administration, the MMA’s
leaders say they cannot support legislation intended to involve
physicians in certifying, authorizing or directing people toward
medicinal marijuana outside of scientific clinical trials.

As this issue went to press, the Legislature continued the debate
the topic. It had passed through only one committee and ap-
peared to be stalled for the session.



Day at the Capitol 2014

Dozens of physicians, medical students and residents descended on the state Capi-
tol in St. Paul on March 13 as part of the MMA's annual Day at the Capitol.

The MMA's legislative team briefed participants on top priorities for the session.
Then, physicians, students and residents met with their representatives and sena-

tors to discuss health care issues.

Sen. Julie Rosen (R-Fairmont) spoke to the group on a range of topics including
the advanced practice registered nurses’ push for independent practice, prohibiting

minors from using tanning devices and medical marijuana.

O sen. John Marty
(DFL-Roseville)
meets with Mac
Baird, M.D., and
Laurel Ries, M.D.
@ Dayat the
Capitol attendees
were briefed on a
number of health
care bills currently
working through
the Legislature.
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@ Rep. Tom Huntley (DFL-Duluth)
spoke with medical students
before the event.

 Medical student Nathan
Beerling went over proposed
legislation with Rep. Ernie Leidiger
(R-Mayer).

O Lisa Mattson, M.D., and Lisa
Erickson, M.D., conversed with
Rep. Sarah Anderson (R-Plymouth)
outside the House chambers.

@ sen. Julie Rosen (R-Fairmont) reviewed several health care bills with the group.
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LEGISLATIVE UPDATE

TOP MMA PRIORITIES

Where things stand midway through the session

PRIORITY: Physician-led team-based care
The MMA supports a collaborative practice framework among
physicians and other health care providers. Advanced Practice
Registered Nurses (APRNSs) are pushing for more independence
(for example, allowing them prescribing authority). Collaboration
is crucial to ensure that patients receive the best care possible by
the right practitioner. We support physician-led team-based care.

Status: This legislation continues to move through House and
Senate committees and will be laid over for possible inclusion in
an omnibus bill later in the session.

PRIORITY:
Battling
prescription
opioid misuse
The MMA supports
strengthening the Min-
nesota Prescription
Monitoring Program
so that alerts are sent
to prescribers on pa-
tients who may be
“doctor shopping” The
MMA also supports
“911 Good Samaritan
+ Naloxone” legisla-
tion that is designed to
reduce the number of
opioid overdose deaths
by providing immunity
to those who call 911 in
good faith to save a life

and increasing public
access to the antidote
naloxone. The law would allow first responders to carry naloxone
and make the drug available through community-based agencies
that work with intravenous drug users.

Status: The naloxone portion of the bill is moving forward.
However, some law enforcement officials have questioned the 911
Good Samaritan part.

PRIORITY: Regulating e-cigarettes

The MMA supports prohibiting the use of e-cigarettes in public
indoor spaces such as workplaces and bars by expanding the
Freedom to Breathe Act. The MMA is also looking at additional
regulations for retailers such as requiring tobacco sellers to obtain
a license to sell e-cigarettes and place the product behind their
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counters. Requiring ingredient disclosure on the product’s pack-
aging is another option being considered.

Status: This legislation is moving through House and Senate
committees. The Senate bill contains one key provision that the
House bill does not—adding e-cigarettes to the state’s Freedom to
Breath indoor air quality laws. The House bill contained the same
language upon introduction, but it was stripped in the face of op-
position from e-cigarette retailers. The House bill does, however,
include a provision that would ban the use of e-cigarettes in all
state-owned buildings.

PRIORITY: Prohibiting use of
tanning beds by minors
The MMA supports legislation to prohibit the use of indoor tan-

ning devices by minors, require a warning notice be provided to
each consumer, update posted warning signs and create a licens-
ing fee for tanning facilities to pay for enforcement.

Status: This appears to be moving quite quickly and was sched-
uled for a House vote in March. The bill received support from
the tanning industry, which has historically opposed the bill.



PRIORITY: Restoring the newborn
screening program
The MMA is urging the Legislature to restore the state’s newborn
screening program to its prior nation-leading status by removing
the arbitrary retention periods for test samples and data estab-
lished in 2012.

Status: The bill continues to move through both House and
Senate committees.

PRIORITY: Cost and quality data for
hospitals and clinics
The MMA supports eliminating Provider Peer Grouping (PPG)

and focusing more attention on the all-payer claims database
(APCD) as the tool for creating public comparisons of the cost
and quality of care provided by hospitals and clinics.

Status: Legislation to indefinitely suspend PPG and designate
new uses for the state’s APCD continues to move quickly through
committees.

MMA NEWS

PRIORITY: Expediting the provider tax
phase-out

In 2011, legislators voted for the phase-out and eventual repeal
of the provider tax (December 31, 2019). The 2 percent tax has

driven up the cost of health care and falls more heavily on sick
and low-income Minnesotans. The MMA will continue to lobby
to ensure the repeal and will oppose any efforts to use the Health
Care Access Fund, which is funded by the tax, for any new pur-
poses.

Status: The MMA has heard rumblings that some legislators
might try to use these funds for other projects, but nothing con-
crete has progressed.
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PRIORITY: Aligning clinical data sharing
The MMA supports legislation that would bring the Minnesota
Health Records Act into alignment with HIPAA, the existing
federal standards governing the sharing of health information.
Enhanced information sharing is crucial to the functioning of
accountable care organizations, health care homes and total cost
of care arrangements. Appropriately shared clinical data will in-
crease the quality of patient care and decrease costs.

Status: It is not likely that this bill will get a hearing.
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News briefs

LT | o MMA leaders meet

o with Minnesota
Congress members
While attending the AMA’s

National Advocacy Con-

ference in early March,
several MMA members

MMA board member Doug Wood, M.D., (left)
and MMA President Cindy Firkins Smith, M.D.,
met with Rep. Collin Peterson (DFL-Seventh
District) in early March to discuss SGR.

met with Minnesota’s Con-
gressional representatives
to push for the repeal of
the Medicare Sustainable Growth Rate formula.

MMA President Cindy Firkins-Smith, M.D., MMA board
member Doug Wood, M.D., AMA board member Maya Babu,
M.D, and MMA CEO Robert Meiches, M.D., met with Rep. Betty
McCollum (DFL-Fourth District) and a representative for Sen.
Amy Klobuchar. The following day, Smith, Wood and Meiches
met with Sen. Al Franken, Rep. Collin Peterson (DFL-Seventh
District), a representative from Rep. Tim Walz’ (DFL-First Dis-
trict) office and a representative for Rep. Erik Paulsen (R-Third
District).

U of M report: health care homes deliver quality,
lower costs

A recent University of Minnesota study shows that the MMA-
backed health care home concept, which emphasizes preventive

and coordinated care, is transforming primary care in Minnesota.

Researchers from the U of M’s School of Public Health have
found that health care home-style clinics reduced Medicaid costs
and outperformed other clinics on quality measures during a
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three-year period. Furthermore, researchers found that health
care home clinics outperformed non-health care home clinics
during 2010 to 2012 on measures of care related to cancer screen-
ing, asthma, diabetes, vascular care and depression.

In addition, health care homes are providing access to care for
Medicaid enrollees with more severe conditions and from disad-
vantaged populations.

According to a report from the Minnesota Department of
Health and the Minnesota Department of Human Services,

43 percent of all primary care clinics in Minnesota are now certi-
fied as health care homes. These clinics serve nearly 3.3 million
Minnesotans.

The MMA urged the inclusion of health care homes in the
2008 health care reform bill. In fact, the MMA included the con-
cept in its 2005 Physicians Plan for a Healthy Minnesota.

“It’s great to see the solid results by the U of M study;” says
Janet Silversmith, MMA director of health policy. “It proves that
we can improve the patient experience and improve quality while
lowering costs.”

MMA leadership nomination process continues
The nomination process for the MM A’s 2014-15 leadership con-
tinues through April 25.

The following needs to be filled: the president-elect position,
three board of trustees positions, and two AMA delegate and two
alternate delegate positions. One of the trustees must be from the
North Central Trustees district; the other two can be from any-
where in the state.

In order to keep a representative balance on the board, the
nominating committee will seek nominees from non-primary
care specialties and large groups.

The nominating committee will meet in early May and recom-
mend a slate of candidates for each position in July. The MMA’s
first member-wide electronic election will occur in mid-July and
close 30 days later. Results will be announced at the 2014 Annual
Meeting in Brainerd in September.

Contact Shari Nelson (at snelson@mnmed.org) with questions
or to submit your nominations by April 25.

MMA launches contest to promote Choosing Wisely
On April 1, the MMA launched a video contest. The idea is for
members to create short videos to promote the Choosing Wisely
campaign to a physician audience.

Members are asked to submit videos, five minutes or shorter,
by July 1. Winners will be chosen by the MMA’s Choosing Wisely
Task Force. The top three will receive $100, $200 or $300 gift
cards. In addition, MMA members will be able to vote for their
favorite video. The winner of this People’s Choice award will re-
ceive $100.

For more details on the contest, go to www.mnmed.org/
ChoosingWisely.



Annual Meeting new and
improved in 2014

A new, updated MMA Annual Meeting
will replace the suspended House of Del-
egates this year. The MMA is planning a
completely revamped event for Friday and
Saturday, September 19 and 20, at Mad-
den’s on Gull Lake in Brainerd.

It will feature national speakers; a gu-
bernatorial debate; CME programs that
are relevant to practicing physicians;
activities for young physicians, students,
residents and fellows; policy discussions
and a meeting of the new Policy Council.

Mark your calendar and watch for more
details. It’s an event you won’t want to
miss.

For more information, visit www.
mnmed.org/AbouttheMMA/AnnualMeet-
ing.

Duluth student receives medical
award

Fourth-year medical student Mark Berg-
strand received the MMA Foundation’s
2013 Medical Student Leadership Award.
Bergstrand, a student at the University of
Minnesota Medical School, Duluth cam-
pus, was nominated by Ruth Westra, D.O.,
M.PH,, chair of the department of family
medicine and community health Duluth,
and Ray Christensen, M.D., associate dean
for rural health.

Bergstrand, chair of the MMA’s Medi-
cal Student Section, comes from a family
of physicians. He and his wife, Maria,
will both graduate from the University of
Minnesota Medical School in 2014. His
sister is also enrolled at the University of
Minnesota Medical School, Duluth cam-
pus. Their father, Paul Bergstrand, M.D.,
is a family physician in Alexandria. The
family was featured in “A family tradition”
in the January 2014 edition of Minnesota
Medicine.

The Medical Student Leadership Award
has been presented annually by the MMA
Foundation since 2003.

Barbara Daiker

Mandy Rubenstein

Kathleen Baumbach

.
Teresa Knoedler
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MMA in action

Barbara Daiker, MMA manager of quality, presented
“Reaching the Triple Aim: How to measure what is im-
portant to your practice” at the Minnesota Medical Group
Management Association’s winter conference in Minne-
apolis in early March. The conference was also attended by
Terry Ruane, MMA director of membership, marketing
and communications, and MMA managers of physician
outreach Mandy Rubenstein, Kathleen Baumbach and
Brian Strub.

Teresa Knoedler, MMA policy counsel, attended the
March meeting of the Minnesota Board of Medical Practice.

Robert Meiches, M.D., MMA president, Dave Renner,
MMA director of state and federal legislation, Juan
Bowen, M.D., president of the Zumbro Valley Medical So-
ciety (ZVMS) and John Shonyo, ZVMS executive director,
met with Mayo Clinic leadership in late February.

In early March, Meiches, Dave Thorson, M.D., MMA
board chair, Daiker and Janet Silversmith, MMA director
of health policy, met with AMA leadership and Minnesota
Community Measurement to discuss a pre-diabetes mea-
sure.

In mid-February, the MMA and Twin Cities Medical
Society (TCMS) co-hosted a lunch-and-learn on “What
we know and what to tell patients about e-cigarettes” at
the University of Minnesota Medical School, Twin Cities
campus. Staff attending included Juliana Milhofer, MMA
policy analyst, Evelyn Clark, MMA manager of grassroots
and political engagement, Strub, Baumbach and the TCMS’s
Nancy Bauer.

In late February, Rubenstein and Baumbach met with
Steve Gerberding and Terry Tone, clinic administrators at
Affiliated Community Medical Centers in Willmar.

In separate meetings, Rubenstein met with Mary Hondl,
clinic administrator at Regional Diagnostic Radiology in
Sartell, and William Worzala, clinic administrator at St.
Cloud Orthopedics in Sartell. She and Patrick Zook, M.D.,
president of the Stearns Benton Medical Society, attended
a seminar at St. Cloud Hospital to learn about funding op-
tions for the Central Minnesota Circle of Health. They also
met with Central Minnesota Circle of Health to discuss the
launch of their medication safety campaign for 2014-2015.

APRIL 2014 | MINNESOTA MEDICINE | 33



MMA NEWS

VIEWPOINT

March madness

o matter where you turned in March,
you found someone eager to discuss
medical marijuana.

During the first week of March alone, I
felt I spent more time talking to the media
than practicing medicine. The Minneapolis
Star Tribune, St. Paul Pioneer Press, nearly
all of the local television stations, Minne-
sota Public Radio and the Associated Press
all wanted to talk about medical marijuana
and what the physicians of Minnesota
thought about it. And interest came from
beyond the state’s borders. Our views on
legalizing marijuana garnered attention in
newspapers from Alaska to South Carolina
and all points in-between.

Lawmakers wanted to talk about it,
too, sometimes in lieu of other health care
matters. Our legislative team often would
begin meetings discussing one of the
MMAs priorities only to get sidetracked
with a question on what we thought of
therapeutic cannabis.

If only there was this much interest in
the MMASs priority issues. Medical mari-
juana, as sexy a topic it may be, is not one
of our top priorities at the Legislature
this year. We are also taking on other is-
sues such as promoting team-based care
and resisting independent practice by
advanced practice registered nurses, pro-
hibiting the use of tanning devices by mi-
nors, regulating e-cigarettes and battling
prescription opioid misuse. These issues
will directly affect our practices, yet they
aren’t receiving a pittance of the coverage
focused on medical marijuana.

Up until our board voted on a policy in
mid-March (see page 28), we didn’t have
an official opinion on medical marijuana.
The MMA first discussed the subject in
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the late 1990s. We decided at that time

not to take a position. We maintained that
nonposition until this year. With pending
legislation, we felt we needed to revisit it—
thus the impetus for the March 4 policy
forum. Although it turned out to be a spir-
ited debate, with both sides making valid
arguments, we decided to take an extra
step to gather more opinions.

So, three days after the forum we sent
out a survey to all of our active members.
The responses flooded in, more than 200
in the first 15 minutes. The survey elicited
an 11 percent response rate (nearly 900 re-
spondents). A normal, acceptable response
rate is around 2 percent, so receiving more
than five times that really drives home the
fact that the media and politicians were
not the only ones intrigued by the issue.
Doctors were, too.

The MMA strives to focus on the is-
sues that most directly affect its members
and their practices. That’s why our leg-
islative and policy team deliberates over
this extensively—to make sure we are
working most efficiently on behalf of the
profession. We want to make an impact.
And we do. It just becomes more challeng-
ing to work on the issues that affect your
practices when contentious issues such as
medical marijuana threaten to pull us off

course.

Dave Thorson, M.D.
MMA Board Chair

If only there was this
much interest in the
MMA's priority issues.
Medical marijuana, as sexy
a topic it may be, is not
one of our top priorities at

the Legislature this year.
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WE NEED TO RESCHEDULE CANNABIS

A sane solution to an irrational standoff

BY J. MICHAEL BOSTWICK, M.D.

s state after state legalizes medical

marijuana, the United States is mov-

ing back to the future. Prior to the en-
actment of the Controlled Substances Act
(CSA) in 1970, multiple formulations of
cannabis-based medications were used as
standard treatments for many of the same
indications for which medical marijuana is
now touted to be beneficial. For more than
a century, cannabis was listed on the U.S.
Pharmacopeia; but with the advent of the
CSA, it was branded a Schedule I drug, a
designation indicating that it had no medi-
cal value and a high risk of abuse."

The Schedule I designation spat in the
face of 5,000 years of cannabis use in folk
medicine throughout the world. And while
folk medicine per se doesn’t meet federal
standards of what constitutes legitimate
(meaning Food and Drug Administration-
approved) medication, neither does the
science justify the demonization of can-
nabis. In 1970, the chemical structure of
delta-9-tetrahydrocannabinol (THC), the
principal active ingredient in medical mar-
ijuana, had been elucidated for only six
years. That was the extent of our knowl-
edge about the properties of cannabis. We
did not yet understand the ubiquitous na-
ture of the modulatory endocannabinoid
system, as it wasn’t until 1988 that the CB1
receptor would be cloned, and the early
1990s before the CB2 receptor would be
discovered and the extent of the endocan-
nabinoid system appreciated."’

Indeed, the last several decades of scien-
tific discoveries suggest that marijuana is
anything but a product devoid of medical
value. Even as current federal bureaucracy
stymies efficient development of cannabis-
based pharmaceuticals, researchers posit
therapeutic targets for cannabinoids rang-
ing from gastrointestinal disorders and
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cancers to autoimmune dysfunctions and

. 3-6
neurological derangements.

Analyzing our anxiety

Admittedly, the medical marijuana prod-
uct that’s currently available challenges our
ideas about what constitutes a legitimate
medication. First, it is a raw plant con-
taining at least 60 distinct cannabinoids
among nearly 500 discrete chemical
compounds, the vast majority of which

are uncharacterized, let alone studied.”
Moreover, the concentrations of THC

and cannabidiol (CBD), marijuana’s two
known active ingredients, are essentially
idiosyncratic, depending on the strain.”"’
Amateur Luther Burbanks-qua-drug deal-
ers have bred strains containing up to 30
percent THC and minimal CBD in order
to intensify the high the user feels." (The
presence of CBD would otherwise dampen
the effects of THC.) Cultivators have also
developed strains such as Charlotte’s Web,
which minimizes the amount of THC and
maximizes CBD and is purported to be ef-
fective against treatment-resistant epilepsy
in children. Thus, marijuana buyers have
little guarantee of what they are purchas-
ing, whether the drug comes from a dealer
or a state-authorized distributor.

Convoluted bureaucracy

stymies study

Unlike any other medication, medical
marijuana is typically smoked, invoking
intense concern in a profession sensitized
to the health consequences of exposure
to tobacco smoke. Moreover, users decide
for themselves how much is the right
amount, titrating their inhalation to their
symptoms, thereby challenging a system
premised on the prescriber—usually a
physician—decreeing the amount and

frequency of dosing based on approved
standards derived from a series of FDA-
ordained trials designed to establish that
the benefits of a proposed medication out-
weigh its risks. All of this occurs against
the reality that cannabis is the most popu-
lar illicit drug in the United States."

On its website, the National Institute of
Drug Abuse (NIDA) contends disingenu-
ously that research-grade cannabis is read-
ily available for legitimate research.” The
definition of what NIDA considers “le-
gitimate” notwithstanding, the process for
gaining research approval is cumbersome
at best, more byzantine than Byzantium
at worst—a complexity that is the direct
result of cannabis’ Schedule I status. For
starters, to do clinical research using can-
nabis, a would-be investigator must gain
the approval of not one but two federal
agencies: the Drug Enforcement Adminis-
tration (DEA) for issuance of a license and
the FDA for approval of a protocol autho-
rizing use as an Investigational New Drug.
The researcher would then have to petition
a third agency, NIDA, for the right to use
the only federally acceptable research-
grade botanical cannabis, a strain from the
1970s grown to order on a farm under the
auspices of the University of Mississippi.

The petition could then only go forward
when one of two other agencies has au-
thorized the planned research. The three-
stage NIH process would include not only
peer-review but also subsequent review by
both the NIH National Advisory Council
and NIDA’s director “who makes the final
decision on the merit of an application ...
based on peer review, public health signifi-
cance, and institution priorities.” The other
route involves a Department of Health and
Human Services review that would deem
whether or not the proposal has scientific



validity. Only after endorsement by at least
four agencies with multiple independent
reviews—any one of which could jettison
the proposal—could research proceed."
This entire process is laid out on NIDA’s
website, which makes no bones about its
primary and overarching commitment
to pursuing “the science of drug abuse

and addiction”"”

In a list of the types of
cannabis research it funds as part of its
mandate, only one of nine items alludes
to “potential therapeutic uses of THC and
other cannabinoids in treatment of pain,
HIV and addiction”" All the others relate
to the study of some aspect of addiction,
whether it be the effects of marijuana use
on the developing brain, patterns of use
in adolescents, screening for abuse, treat-
ing abuse or exploring the public health
implications of medical marijuana-related
legislation.”

Although one brief paragraph acknowl-
edges potential applications of CBD in
schizophrenia treatment, the website
mainly supports the case for why medical
marijuana is not legitimately medical and
paints a grim picture of THC “artificially
disrupting function of natural cannabi-
Couple all of this with the reality
that there is little financial incentive for

. 3
noids”!

pharmaceutical companies to launch
multimillion-dollar studies on a ubiq-
uitous plant rather than a proprietary
agent—if it were even legal to do so—and
it becomes clear that a would-be investiga-
tor would have to make (ahem) a federal
case to get a study launched."”

Legal yet illegal

The states that have legalized medical
marijuana have essentially gone rogue in
defiance of federal constraints. As Seamon
explains, both federal and state govern-
ments have implemented laws to regulate
marijuana use. In the United States, when
federal and state laws are in disagreement,
the federal statute trumps the state stat-
ute.” With the federal government having
declared cannabis illegal, no matter what
protocols and safeguards individual states
implement to govern the practices of the
physicians they license, practitioners who
prescribe medical marijuana violate fed-

eral law and run the risk of losing their
DEA license or facing criminal prosecu-
tion.” Federal facilities such as those run
by the Veterans Administration do not
permit medical marijuana use, and state
proposals to make hospitals that receive
federal funding into medical marijuana
dispensaries are fraught with risk for the
hospitals.

Although a federal appeals court did
rule in 2000 that forbidding physicians
from recommending medical marijuana
violated their right to free speech,” the
federal courts have otherwise “not directly
addressed the conflict between the CSA
and state medical marijuana laws”* With
states proceeding as if their laws are legiti-
mate and the federal government errati-
cally enforcing its own statutes outlawing
cannabis use for any purpose, patients and
health care providers are left with no clear
guidance.’

A way out of the debacle

With the federal government essentially
disregarding decades of bench research
begging for clinical application and with
states ignoring their obligations to the or-
derly rule of law, there is no readily appar-
ent way out of the current medical mari-
juana debacle. Even though as recently as
June 2011 the DEA refused to reschedule
marijuana, reiterating its decades-long po-
sition that scientific or medical evidence

is lacking to justify such a move,”the only
logical exit is a rescheduling of cannabis to
Schedule II. If this were to happen, prec-
edent would not be set. Heroin, an opiate,
is on Schedule I; opiates routinely used in
medical treatment of pain and arguably
more dangerous than medical marijuana
are Schedule IT and III. Methamphetamine
is Schedule I, while amphetamines—a
mainstay of ADHD treatment—are Sched-
ule II. Indeed, precedent would not even
be set by having legal cannabinoid-based
substances. Dronabinol (Marinol), oral
synthetic THC, and nabilone (Cesamet),
an oral synthetic THC analog, have been
FDA-approved since 1985 and are used for
treating cancer pain and anorexia induced
by chronic illness.'

poINT OF VIEW | COMMENTARY

By rescheduling cannabis, the past and
the future could be reconciled. Schedule IT
status would facilitate development of ad-
ditional cannabinoid-derived medications
with novel formulations and delivery strat-
egies to improve efficacy and minimize
side effects. Research could go forward
with the goal of deriving cannabis-based
pharmaceuticals that would in all likeli-
hood render medical marijuana in its cur-
rent crude, smoked-form obsolete. MM

J. Michael Bostwick is a professor of psychiatry
in the Mayo Clinic College of Medicine.

REFERENCES

1. Bostwick JM. Blurred boundaries: the therapeutics
and politics of medical marijuana. Mayo Clin Proc.
2012;87(2):172-86.

2. Marcoux RM, Larrat EP, Vogenberg FR.
Medical marijuana and related legal aspects. PT.
2013;38(10):612-9.

3. Baker D, Pryce G, Giovannoni G, Thompson AJ.
The therapeutic potential of cannabis. Lancet Neurol.
2003;2(5):291-8.

4. Carter GT, Ugalde V. Medical marijuana: emerging
applications for the management of neurologic disor-
ders. Phys Med Rehabil Clin. N Am. 2004;15(4):943-
54.

5. Grant |, Atkinson JH, Gouaux B, Wilsey B. Medical
marijuana: clearing away the smoke. Open Neurol J.
2012;6:18-25.

6. Piomelli D, Giuffrida A, Calignano A, Rodriguez
de Fonseca F. The endocannabinoid system as a tar-
get for therapeutic drugs. Trends in Pharmacol Sci.
2000;21(6):218-24.

7. DuPont RL. The Selfish Brain: Learning from
Addiction. Center City, MN; Hazelden; 2000.

8. Seamon MJ. The legal status of medical marijuana.
Ann Pharmacother. 2006;40(12):2211-5.

9. Bostwick JM, Reisfield GM, DuPont RL. Clinical
decisions. Medicinal use of marijuana. N Engl J Med.
2013;368(9):866-8.

10. Pavlopoulos S, Thakur GA, Nikas SP, Makriyannis
A. Cannabinoid receptors as therapeutic targets.
Current Pharmaceutical Design 2006;12:1751-1769.

11. Grotenhermen F. Cannabinoids. Curr Drug
Targets CNS Neurol Disord. 2005;4(5):507-30.

12. Cerda M, Wall M, Keyes KM, Galea S, Hasin D.
Medical marijuana laws in 50 states: investigating
the relationship between state legalization of medical
marijuana and marijuana use, abuse, and depen-
dence. Drug and Alcohol Dependence. 2012;120(1-
3):22-7.

13. National Institute on Drug Abuse. Available

at: www.drugabuse.gov/marijuana-research-nida.
Accessed March 1, 2014.

14. Ferro S. Why it’s so hard for scientists to

study medical marijuana. Popular Science. April

18, 2013. Available at: www.popsci.com/science/
article/2013-04/why-its-so-hard-scientists-study-pot.
Accessed March 1, 2014.

15. Summary of class action challenging lawfulness
of the federal government’s policy to punish physi-
cians who “recommend” marijuana to patients.
Available at: https:/www.wamm.org/conant-v-
mccaffrey.pdf

APRIL 2014 | MINNESOTA MEDICINE | 37



COMMENTARY | POINT OF VIEW

WHY WE NEED TO LEGALIZE MEDICAL MARIJUANA

One more potential therapy

BY JACOB MIRMAN, M.D.

am a primary care internist. I am a not a

politician, a law enforcement officer or

a medical policy expert. Yet I feel I have
a valid view that should be considered in
the debate over whether to legalize medi-
cal marijuana. Although the bill being
considered by the Minnesota Legislature
this year may need to be adjusted to satisfy
all concerns, I hope it eventually passes.
Here’s why.

Patients come to me because they need
help. I agree to see them and do my best to
help them. I get paid for it. The buck stops
with me. If I send a patient to a specialist
and he or she is unable to help, the patient
comes back to me and their medical care
is again my responsibility. This is the con-
tract I work under.

When standard approaches do not
help the patient, my responsibility as their
physician does not end. I have to become
creative and look outside of standard
practices. I have to continue learning
and looking for new methodologies. In
our integrative medicine clinic, we have
done that and added a number of modali-
ties including homeopathy, acupuncture,
supplements, herbs and low-level laser
therapy, all of which are done by qualified
specialists. This enables us to help many
more patients than we could with conven-
tional approaches alone. Yet some people
are still not helped. So we have to continue
looking.

I see marijuana as one more potential
complementary therapy. We can help a
vast majority of our patients with other
methods, but for some, marijuana may be
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the only thing that works. Those patients
will come to you and say: “Doctor, I don’t
know how to put it, but I have to smoke
pot to feel better. My specialists have al-
ready tried everything else and nothing
works” Then they add, “I know it’s illegal,
so don’t put this in the notes, please.”

I've had two such cases. One was a pa-
tient with end-stage breast cancer and the
other a patient with severe MS. I couldn’t
help either of them with the modalities
we have, nor could their specialists. These
patients found their own way to get relief,
albeit an illegal one. In cases such as these,
the law does not make sense. It interferes
with my contract with the patient, and it
forces me to do something that I feel is un-
ethical (suggest they stop the sole effective
therapy) or potentially illegal (suggest they
break the law in order to obtain relief).

Some patients don’t know marijuana
might be an effective therapy. I, on the
other hand, know about it but can’t suggest
it. The law prevents me from treating those
patients the best way I know how. You may
argue that marijuana can be misused. It
can. But so can amphetamines, opioids,
benzodiazepines, Tylenol and every other
drug we prescribe or patients buy over the
counter. Would you deny a patient Tylenol
for their headache because some people
use it to commit suicide? Sure, it’s an ex-
treme example, but misuse of drugs hap-
pens every day.

Prescribing is always a matter of judg-
ment. If we physicians feel a patient may
be suicidal, we should be careful about
suggesting they take Tylenol. Similarly, if
I suspected a patient was asking for mari-
juana for reasons other than what they
claimed, I wouldn’t recommend it. But if in
my judgment the benefits outweighed the

risks in a particular case, I would want to
be able to recommend this treatment—just
as I would any other medication.

A few more people will misuse mari-
juana if it becomes legal and, therefore,
more available. Sorry, but this is not my
responsibility. My contract is only with my
patient.

If law enforcement wants to create more
fail-safes for keeping it out of the hands
of those who may want it for nonmedical
purposes, I'll be happy. Driving under the
influence is illegal, and I'll tell my patient
not to do that, just as I do when I prescribe
other mind-altering drugs.

Those who oppose legalization of medi-
cal marijuana cite a number of reasons for
their argument: not enough research on
the effects of smoke inhalation, the side
effects, the abuse potential, the theoretical
concern about the multitude of alkaloids
in the whole plant that we don’t know
much about, etc., etc., etc. None of their
concerns strike me as any more worrisome
than those associated with other treat-
ments we use all the time. Many of our
treatments have side effects and the poten-
tial for abuse. We deal with those issues,
and not by making the treatments illegal.

The law needs to be changed so doctors
can do what they do best. MM

Jacob Mirman is a primary care internist and

classical homeopath. He is medical director of
Life Medical, an integrative medicine clinic in

St. Louis Park.
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WHY WE NEED TO BE CAUTIOUS ABOUT MEDICAL MARIJUANA

Reefer sadness

BY CAROL FALKOWSKI

arijuana smoke is blanketing the

United States. Medical marijuana

dispensaries outnumber coffee
shops in some communities. And no mat-
ter where you go, there’s no escaping the
debate over whether the drug should be
legalized for medical or recreational
purposes.

Thus far, 20 states and the District
of Columbia have passed laws allowing
medical use of marijuana. An additional
15, including Minnesota, are consider-
ing medical marijuana legislation. Voters
in Colorado and Washington recently
legalized recreational marijuana use, and
Oregon and Alaska may also have full le-
galization measures on the ballot soon.
Faced with the daily barrage of mari-

juana chatter, I find myself rehashing the
most salient issues, listening to multiple
perspectives and wondering what the key
tipping points will be in this historic,
escalating conversation.

Growing use, addiction

More people than ever are using mari-
juana. According to the 2012 National Sur-
vey on Drug Use and Health, more than
111 million people in the United States age
12 and older have used marijuana at least
once in their lifetime, and 31.5 million
have done so in the past year. In 2012, an
estimated 18.8 million people (7.3 percent
of the population) used marijuana in the
past month, compared with 14.6 million
(6.2 percent) in 2003.'

Although most people who use the
drug will not develop an addiction to it,
marijuana is addictive. It is estimated that
9 percent of people who use marijuana will
become dependent on it.” That number

goes up when you talk about those who
begin using it at a young age. About one

in six who start using marijuana in their
teens and 25 to 50 percent of daily users do
become addicted.™ The earlier the age of
onset of use, the more likely the develop-
ment of addiction.

Roughly 18 percent of people age 12
and older who entered drug abuse treat-
ment programs in this country in 2009
reported marijuana as their primary drug
of abuse.” Among those age 14 years of age
and younger, 61 percent indicated mari-
juana was their primary drug of abuse.’

Adolescents most affected
Marijuana use among adolescents is in-
creasing, according to the 2013 Monitor-
ing the Future Study, a national study that
tracks substance abuse among high school
students in the United States. In 2013, 12.7
percent of 8th graders reported using mar-
ijuana in the past year, compared with 11.4
percent in 2012. Among 10th graders, 29.8
percent reported marijuana use in the past
year, compared with 28 percent in 2012.°
And 22.7 percent of 12th graders reported
marijuana use in past month, 36.4 percent
in the past year, and 45 percent at least
once in their lifetime.

The survey also found that more kids
now use marijuana than smoke cigarettes.
Among 12th graders, 16 percent reported
smoking cigarettes in the past month,
compared with 22.7 percent who said they
used marijuana.’

Marijuana was reported as “fairly easy”
or “very easy” to get by 81.4 percent of
12th graders and by 39.1 percent of 8th
graders. Moreover, of the marijuana-using
12th graders in states that allow medical

marijuana, one-third reported obtaining
it through someone who was authorized
to get medical marijuana. Six percent had
their own marijuana authorization. It ap-
pears as if medical marijuana is another
access channel for teens.’

Moreover, the perceived risk of using
marijuana is declining among students at
all grade levels. From 2005 to 2013, the
percentage of students who report being at
“great risk” as a result of regular marijuana
use has fallen from 74 percent to 61 per-
cent among 8th graders, from 66 percent
to 47 percent among 10th graders and
from 58 percent to 40 percent among 12th
graders. Repeated analysis of these data
has demonstrated that when the percep-
tion of risk falls, marijuana use rises.”

Some proponents of legalizing medical
marijuana argue that it would be kept out
of the hands of youths because access to it
would be regulated in the same way access
to alcohol is. Yet in spite of the drinking
age being 21, 68.2 percent of high school
seniors say they have tried alcohol at least
once.” Clearly, efforts to regulate alcohol
access aren't as effective as they should be.

Science has shown that marijuana use
has pronounced effects on the developing
brains of adolescents. This is of particular
significance inasmuch as the areas of the
brain most affected by marijuana (cogni-
tion, memory and learning) are the same
areas of the brain required to help them
successfully transition to adulthood.

A recent longitudinal study found
that regular marijuana use starting dur-
ing the teen years and continuing into
adulthood was associated with a drop in
IQ.° Researchers administered IQ tests
to more than 1,000 individuals at age 13
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and assessed their patterns of cannabis
use at several points as they aged. Subjects
were again tested for IQ at age 38, and the
two scores were compared. Those who
used cannabis heavily in their teens and
continued through adulthood showed

a significant drop in IQ—an average of
eight points for those who met criteria for
cannabis dependence. Those who started
using marijuana regularly or heavily after
age 18 showed minor declines, and those
who never used marijuana showed no
declines.

Modest medicinal effects

The last major comprehensive review of
the scientific literature related to mari-
juana was the Institute of Medicine report,
Marijuana and Medicine: Assessing the
Science Base, which was first published in
1999 and updated in 2003.” It reviewed the
potential health benefits and risks of mari-
juana and its constituent cannabinoids,
assessed findings and included testimony
from experts in multiple disciplines. The
report concluded that further research on
cannabinoid drugs and safe delivery sys-
tems was warranted. Wrote co-principal
investigator John Benson Jr., M.D., dean
and professor of medicine emeritus at the
Oregon Health Sciences University School
of Medicine: “Marijuana’s medical effects
are generally modest, and for most symp-
toms there are more effective medicines
already available on the market”"’

In 1999, dronabinol (Marinol) and
nabilone (Cesamet) were the only FDA-
approved, marijuana-based medications.
Today, nabiximols (Sativex), a chemi-
cally pure mixture of plant-derived THC
and cannabidiol that is formulated as a
mouth spray, is approved for the relief of
cancer-associated pain and spasticity and
neuropathic pain in multiple sclerosis in
the United Kingdom, Canada and other
countries. It is currently in Phase 3 clinical
trials for cancer pain in the United States.

The National Institute on Drug Abuse
summarizes the medicinal argument as
follows: “Many have called for the legal-
ization of marijuana to treat conditions
including pain and nausea caused by HIV/
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AIDS, cancer and other conditions, but
clinical evidence has not shown that the
therapeutic benefits of the marijuana plant
outweigh its health risks. To be consid-
ered a legitimate medicine by the FDA,

a substance must have well-defined and
measurable ingredients that are consistent
from one unit (such as a pill or injection)
to the next. As the marijuana plant con-
tains hundreds of chemical compounds
that may have different effects and that
vary from plant to plant, and because

the plant is typically smoked, its use as a

medicine is difficult to evaluate"'

Reasons for recommendations

In the 20 states in which medical mari-
juana is dispensed, there are variations in
state law and dispensary specifications.
Yet according to a summary by the White
House Office of National Drug Control
Policy, most people who receive marijuana
as medicine—in states that allow it—do
not suffer from chronic, life-threatening
diseases.” Ninety-four percent of medical
marijuana dispensary users in Colorado
reported getting marijuana for severe pain.
Only 3 percent received it for cancer and

1 percent for HIV/AIDS." Yet it is this
very argument—to reduce the pain and
suffering of the very ill with these condi-
tions—that is often advanced to get medi-
cal marijuana legislation passed in the first
place. Once distraught but now grateful
parents tell policymakers they had tried
everything for their severely ill children
with no success, until they administered
marijuana. Personal accounts of others
describe marijuana’s remarkable effective-
ness in relieving their symptoms of certain
medical conditions. I have no reason not
to believe them. Whether they tried the
already available prescription drugs con-
taining marijuana constituents is often
unclear.

I am a staunch defender of the rigorous
process of drug approval in this country
that exists to help ensure that drugs mar-
keted are safe and effective. During my
tenure on the Food and Drug Administra-
tion’s Drug Abuse Advisory Committee,
we reviewed the scientific evidence on
newly developed drugs and made recom-

mendations regarding their safety, efficacy,
abuse potential, approval and labeling. In
spite of the limitations of that process and
the extra steps one must take in order to
conduct research with a Schedule I drug,
which marijuana is, I believe that our
country’s over-the-counter and prescrip-
tion medications are safer because of it.

The economic cost

Many people assume that if the govern-
ment simply collects enough tax revenue
from marijuana sales it will offset the
societal costs of marijuana abuse. Based
on our experience with alcohol, I believe
nothing could be further from the truth.
The Minnesota Department of Health
estimates the annual costs associated with
alcohol use in the state to be $5 billion—
an amount 17 times greater than that col-
lected in tax revenues from alcohol sales
($296 million)." The same pattern holds
true nationally.

Clearly, the costs that stem from al-
cohol, our most widely used addictive
and legal substance, are not offset by the
amount collected in taxes from its sale. Al-
cohol is not a budget-neutral item. There
is no reason to believe things would be
much different with marijuana.

And so?

Despite these arguments, more people
than ever support legalizing marijuana. In
fact, according to the latest Gallup poll,
58 percent of Americans said they are in
favor of it. This compares with only 12
percent when this poll was first adminis-
tered in 1969.”

As I ponder the inevitable expanded use
that would stem from legalizing marijuana
for medical or recreational purposes, I
fear the prospect of more broadly expos-
ing young people to yet another addic-
tive substance with known, sometimes
long-term damaging effects. It seems
inconsistent with protecting and promot-
ing public health. I'm also curious as to
why the government hasn’t fast-tracked
research on cannabinoid constituents and
their development as medications, just as
it fast-tracked AIDS research in the 1990s



in light of the widespread professional and
public outcry to do so.

Because the issues associated with mari-
juana are complicated and the implications
far-reaching, voters and lawmakers need
to proceed with caution. MM

Carol Falkowski is the former director of the
Minnesota state drug and alcohol abuse
agency, and former director of research
communications at Hazelden. She is part

of a 20-member nationwide drug abuse
epidemiology network of the National Institute
on Drug Abuse and author of the book
Dangerous Drugs: An Easy-to-Use Reference
for Parents and Professionals.
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WHY THE MEDICAL COMMUNITY NEEDS TO BE EDUCATED

Medical marijuana—are we ready?

BY CHARLES REZNIKOFF, M.D.

edical marijuana is being pushed on

the medical community by popular

demand, as all 20 of the states (plus
the District of Columbia) that allow its use
have approved it through constitutional
amendments or legislative action. This is
unusual in the world of medicine. I worry
that in our haste to make marijuana avail-
able in Minnesota as a potential therapy,
we are bypassing the normal avenues by
which new medications are approved and
endorsed. Doctors, I believe, are not ready
to take on the responsibility of recom-
mending marijuana. And worse, the medi-
cal references and guidelines we normally
turn to for information are absent.

To better understand how others in the
medical community feel about Minnesota’s
proposed medical marijuana legislation, I
conducted an email survey of physicians
in the psychiatry and internal medicine
departments at Hennepin County Medi-
cine Center, where I work as an addiction
medicine specialist. I asked three yes-or-
no questions and invited comments. (I
assured respondents that their answers
would remain anonymous.) Within seven
days, I received 117 responses (approxi-
mately 50 percent of those who received
the email answered the questions) and

45 comments.

The questions and answers

The first question I asked was: “Are you
familiar with the specifics of Minne-

sota’s medical marijuana bill (ie, how the
marijuana would be grown, distributed,
prescribed and regulated)?” Only four of
117 respondents answered this question
affirmatively. I answered no. In fact, before
writing this article, I opposed the bill with-
out understanding its content. I assumed
that it would be analogous to those passed
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in other states. (California’s medical mari-
juana law was written very loosely such
that the production and distribution of the
drug is poorly regulated; Colorado’s has
much more tightly controlled production
of marijuana. In both states, the indica-
tions for medical marijuana use are broad
to the point of being nonspecific.) At the
time of this writing, Minnesota’s bill was
undergoing revision in various legislative
committees. The revision process is yet an-
other barrier to physicians understanding
the proposed law.

The second question was: “Are you
prepared to weigh the risks and benefits
of marijuana use with your patients, if
they wished to seek medical marijuana?”
Thirteen respondents said “yes” and the
remaining 114 answered “no.” This is
consistent with my experience as one who
teaches medical students and residents
about marijuana use. Nearly 40 percent
of adults have used marijuana,’ yet most
doctors cannot explain its health risks and
benefits. It is not necessary for all doctors
to understand all diseases and their treat-
ments, of course. Many important treat-
ments (chemotherapy for cancer, antiretro-
virals for HIV, for example) are prescribed
only by a group of trained subspecialists.
Medical marijuana could follow this
model, if a subset of doctors developed a
medical marijuana practice. However, I
worry that this will attract unprofessional
or untrained prescribers.

Many primary care doctors worry
that their practices will be overrun with
requests for the drug. And they are cor-
rect to worry: The indications for medical
marijuana include some that are typically
treated in the primary care setting.

I am concerned about the lack of re-
sources available to help doctors learn

about marijuana. There is no standard-
ized curriculum for medical marijuana
prescribing and to my knowledge, there is
no established community standard. The
states in which medical marijuana is legal
do not provide resources or funding to ed-
ucate or regulate marijuana providers. The
authors of the laws in those states either
assume we already know how to prescribe
marijuana or that we will figure it out on
our own. This lack of education poses a
serious problem for the safe use of medical
marijuana.

The third question was: “Do you sup-
port Minnesota passing a medical mari-
juana law as you currently understand it?”
Fifty-eight respondents said “no,” 32 said
“yes,” and 26 refused to answer the ques-
tion. If my survey is any indication, the
percentage of doctors opposing medical
marijuana is greater than that of the gen-
eral public.” Although the first two ques-
tions may have biased doctors in answer-
ing the third question (by pointing out
their ignorance about Minnesota’s medical
marijuana legislation), 91 of 117 respon-
dents still felt comfortable answering the
question. Many who said they disapproved
of the law explicitly stated in their com-
ments that they did so because they lacked
knowledge. The four respondents who
said they understood the bill also said they
supported it. Seven of 13 who said they felt
knowledgeable about marijuana supported
the bill. T applaud the 26 respondents who
abstained from answering on the basis of
their ignorance. I personally have opposed
having medical marijuana in Minnesota
all along; after learning more about the bill
under consideration, I realized that my ini-
tial opinion was not informed but instead
based on my own biases.



Subverting the process

Public health officials indicate that the
perceived risk of using marijuana has
fallen and that the social acceptability of
marijuana has risen, resulting in increased
experimentation by adolescents.’ This

is not without risk for harm: Marijuana
use affects adolescents’ neurocognitive
development, mental health and ability to
drive safely. The rebranding of marijuana
as a medicine may be causing this change
in social perception. More worrisome, the
pathway taken to legalizing medical mari-
juana in states may change how the public
views treating disease, maintaining health
and approving new medicines. The ques-
tion at stake is not solely about the value
of marijuana as a medicine but about the

process by which all medicines are intro-
duced to the public.

I believe marijuana is not a good medi-
cine, but neither is it a terrible poison. Yet
I oppose medical marijuana strongly on
the grounds that it subverts our normal
processes of medicine in a way that will
have repercussions going forward. I be-
lieve that medical marijuana will corrode
the doctor-patient relationship. My survey
shows that many in the medical commu-
nity are largely uneducated about the risks
and benefits of marijuana, and the indica-
tions for which it might be appropriate
under the law. Doctors have been passive
both about educating themselves and
participating in the medical marijuana de-
bate. I suggest most of us will conclude the
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answer to the question of whether we're
ready for medical marijuana in Minnesota
is: Not yet. MM

Charles Reznikoff is an addiction medicine
specialist at Hennepin County Medical Center
and an assistant professor of medicine at the
University of Minnesota.
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Comments from the survey
On our lack of knowledge

“Although | think medical marijuana can be a benefit to some
patients and should be available in Minnesota, | do not know
enough about the specifics of the law, and especially about
who would be able to prescribe it, to say | support or do not
support passing the law.”

“We have no education (from medical school through
residency) on when or how to prescribe medical marijuana.
If studies are out there showing efficacy for specific diseases,
then that would be enlightening.”

"I expect we would get a lot of questions from our patients. |
don't feel prepared enough.”

On relieving suffering

“| support it, | guess, as long as it is restricted to certain
indications and patient populations.”

“If I had a terminal cancer with pain that did not respond to
standard therapies, | would want the option to use it.”

“There are clear benefits for chronic pain management, severe
nausea, in cachectic patients as an appetite stimulant, in end-
stage HIV patients and in cancer patients with pain.”

“Using marijuana to ease pain and anxiety seems less harmful
than benzodiazepines or opioids.”

Practical considerations

“| predict 25 percent of my patients (anyone who thinks
they have PTSD) will ask me for it and | will have to decline. |
will just say it is not a part of my practice because they can’t
argue with that. ... I have seen so many patients where | feel
marijuana triggered or worsened their symptoms.”

“] am concerned about the interface of police and medical
marijuana; for example, if a patient legally prescribed medical
marijuana is arrested for disorderly conduct or reckless driving
and is found to have marijuana in their system, what is the

responsibility/liability of the medical community?”

“Will marijuana be covered by insurance? Seems like it should
be if marijuana is an effective treatment.”

“| would hope that providers could opt out of prescribing
medical marijuana.”

On the experience of other states

“| just moved back from Colorado last year after practicing there
for several years and having been exposed to the legality there. |
am all for passing the law here. Some people do benefit from it

(even if it's just perceived benefit), especially chemo patients.”

“My own feeling about this is jaded by the experience of my
niece and nephew in California. Both had medical marijuana
cards issued in high school. My nephew had a sports injury with
knee pain. My niece had headaches, diagnosed as migraines,
but only missed about one or two days of school a year....
There was clearly a little recreational diversion at times, including
at a family wedding in Minnesota.”

“It seems like many of the medical laws are abused, so |

would favor just legalizing it like Colorado or Washington, or
decriminalizing (pay a fine like parking ticket) it in preference to
medical marijuana.”

“I am from Montana originally, and my observation of how
Montana fared when it legalized medical marijuana is that it
was basically a disaster. Most doctors did not feel comfortable
prescribing, and those who did held day-long clinics in hotel
meeting rooms and handed out a ‘green card’ every five
minutes. Hundreds of people per day received prescriptions—
mostly 20 and 30 year old ski bums and snowboarders with
‘back pain.””

“| used to live in San Francisco, where many people | knew
got ‘pot cards’ for migraines or back pain or other nonspecific
ailments.”
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Medical marijuana—coming soon to a
medicine cabinet near you?

Where the nation stands in terms of legalizing medical cannabis.

BY JULIANA MILHOFER, J.D.

he opinions on medical marijuana

are as diverse as the legislative battles

that have ensued over allowing for
its use have been divisive. For physicians,
the debate can be particularly nuanced.
Those who oppose its use cite research
showing the negative effects of smoking
marijuana on the lungs, brain, heart and
immune system.' Others note the lack of
research on how marijuana can provide
medical benefit and the fact that the stud-
ies that have been done are not controlled
clinical trials to assess its effectiveness and
safety. Yet others are concerned that medi-
cal marijuana may be a “gateway” drug
that could lead to use of other illicit drugs
such as cocaine and heroin. On the other
side are those whose patients suffer from
severe pain or seizures and don't find relief
from conventional remedies, or who are
at the end of life and seek relief from their
discomfort. Physicians who treat those
patients argue that allowing them to use
medical marijuana is the compassionate
thing to do.

The fact that we already have drugs
derived from the cannabis plant has
prompted some to ask whether medical
marijuana needs to be legalized. Dronabi-
nol (Marinol), a synthetic tetrahydro-
cannabinol (more commonly known as
THC),? was approved by the U.S. Food and
Drug Administration (FDA) in 1985 to
treat nausea and vomiting in patients un-
dergoing chemotherapy.’ In 1992, the FDA
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gave approval for its use in treating loss of
appetite for persons with AIDS. Nabilone
(Cesamet), a synthetic analog of THC,’
was approved in 1985 as an antiemetic but
did not actually become available until
2006.

Despite the lingering debate and despite
the fact that the U.S. Drug Enforcement
Administration (DEA) still categorizes
marijuana as a Schedule I drug, mean-
ing it has “no currently accepted medical

»4

use and a high potential for abuse,” state
legislatures across the country have moved
ahead and passed laws related to medi-

cal and recreational marijuana use. This
article briefly describes where the country
stands in terms of legalizing medical mari-
juana. It also outlines legislation that is

being considered in Minnesota.

Is the country turning green?
Currently, 20 states plus the District of
Columbia have legalized medical mari-
juana. Two states, Colorado and Wash-
ington, have also legalized marijuana for
recreational use. Fifteen others including
Minnesota are considering whether they
should make medical marijuana legal.’

Of the states that have legalized medical
marijuana, most of their laws address:
1) whether home cultivation is allowed;
2) the role of caregivers (eg, how many pa-
tients they can assist at a time and whether
they themselves can cultivate plants);

3) how much marijuana or how many
plants a patient can possess; 4) whether
dispensaries are allowed within the state;
5) what conditions would qualify a patient
for medical marijuana use; 6) whether
patients are issued identification cards;
and 7) whether the state will recognize
patients possessing out-of-state identifica-
tion cards.’

Here’s a look at what some of those
states have done.

California
On November 5, 1996, California became
the first state to legalize medical mari-
juana.” The law allowed for physicians to
“recommend” medical marijuana use for
certain patients; for development of a
“medical marijuana identification card” for
those patients; and for creation of an on-
line registry and verification system.

Many have argued that California’s
law is too broad. When it passed in 1996,
physicians were permitted to recommend
medical marijuana not only for serious
medical issues such as cancer, anorexia,
AIDS, chronic pain, spasticity, glaucoma,
arthritis and migraines,” but also “for any
other illness for which marijuana provides
relief™ such as depression and anxiety.
Other states have learned from California’s
experience and have made the list of quali-
tying conditions for medical marijuana
more limited.



Arizona

In 1996, Arizona passed a ballot initiative
allowing physicians to write a “prescrip-
tion” for marijuana.’ That initiative was
subsequently invalidated because of mari-
juana’s Schedule I designation. (The fed-
eral government prohibits “prescription”
of Schedule I drugs.) In 2010, the state
went on to pass a law creating a program
in which physicians can “recommend”
medical marijuana or “refer” patients to
state-approved dispensaries.

Colorado and Washington
Colorado and Washington are the only
two states that have legalized both the

medical and recreational use of marijuana.

In November 1998, when Washington
voters legalized medical marijuana, they
removed the state-level criminal penalties
attached to its use, possession and cultiva-
tion by patients who had valid documen-
tation from their physician."

In Colorado, voters legalized medical
marijuana in November 2000 through a
constitutional amendment that authorized
the possession, cultivation and use of
medical marijuana by patients and their
caregivers." In 2010, Colorado saw the
passage of its second medical marijuana
law, which created a dual-licensing scheme
to regulate medical marijuana businesses
at the state and local level."

In November 2012, voters in both states
legalized the production, sale and use of
recreational marijuana.

New York

In January 2014, the governor of New
York issued a directive that would allow
20 hospitals in the state to dispense medi-
cal marijuana to patients who have been
certified by a doctor as having certain
conditions including cancer, glaucoma,
and others listed by the health depart-
ment or who are in a “life-threatening or
sense-threatening situation”'*" Unlike the
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research program. Through this program,
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program." Those hospitals would then
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use. New York’s Health Commissioner
has noted that the research done in these
hospitals would be used to help evaluate
the effectiveness of marijuana as a treat-
ment."” Unlike other states that rely on
dispensaries for marijuana, the hospitals
participating in New YorK’s program will
receive marijuana directly from the federal
government.”
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Whether New YorK’s program will be suc-
cessful, and whether New York voters will
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push for the legalization of medical mari-

juana remains to be seen.

Maryland

Maryland allows medical marijuana to be
used as a legal defense in drug-possession
cases.” In May of 2013, Maryland’s gover-
nor signed a law creating a hospital-based
medical marijuana research program.
Under this law, marijuana would only be
provided through teaching hospitals, and
these hospitals would have the option of
having a program for patients. The re-
search program is not scheduled to begin
until at least 2015.°

Medical marijuana in Minnesota
In Minnesota, legislation that would have
allowed for the limited use of medical
marijuana by qualified patients was passed
in 2009, only to be vetoed by Gov. Tim
Pawlenty. In 2013, legislation was again
introduced to allow medical marijuana to
become an option for certain patients.

The legislation attempts to address
some of the problems other states have
encountered since legalizing medical
marijuana. For example, one of the biggest
criticisms of Californias law is that it was
vague in terms of conditions that qualified
a patient to receive medical marijuana.

Minnesotas legislation defines a
“qualifying patient” as one “who has been
diagnosed by a practitioner as having a de-
bilitating medical condition” '*"” The list of
such conditions is extensive and includes
cancer, glaucoma, HIV/AIDS, hepatitis
C, post-traumatic stress disorder, and a
chronic or debilitating disease/medical
condition or its treatment that produces
wasting syndrome, severe nausea and

. 16,17
se1zures.

Minnesotas legislation allows
for additional conditions to be approved
by the Commissioner of Health. It also
creates a patient registry. Patients would
be required to register and pay a fee to be
included in it. Patients would receive a
registry card that would verify their status
as a qualifying patient. The Minnesota De-
partment of Health would be charged with
licensing and regulating dispensaries.

The role of physicians is also outlined in
the legislation. Practitioners would be re-
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quired to perform a full physical examina-
tion of the patient and fully assess the pa-
tient’s medical history and current medical
condition. Documentation of this, along
with a diagnosis, would be included in a
written certification that would be signed
and dated by the physician. The legislation
would allow patients and their caregivers
to possess up to 2.5 ounces of marijuana
and authorize certain patients to cultivate
up to six marijuana plants.

Advocates for the medical marijuana
legislation hoped Minnesota lawmakers
would approve the legislation this year. But
that is not likely to happen. The challenge
has been coming up with language that
addresses the concerns of both supporters
and opponents. In late March, Gov. Mark
Dayton asked lawmakers to grant $2.2 mil-
lion for clinical research into the drug’s ef-
ficacy for some seizure disorders at Mayo
Clinic. The governor also called for a
larger study of the benefits, costs and risks
associated with medical marijuana.

Conclusion

The legalization of medical marijuana will
continue to dominate conversations at the
Capitol, in doctors’ offices and among the
public. Which side of the debate Minne-
sota will land on remains to be seen, but
one thing is certain: both physicians and
patients are paying attention. MM

Juliana Milhofer is a policy analyst with the
Minnesota Medical Association.
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A Protocol for Addressing Acute Pain
and Prescribing Opioids

BY HOWARD EPSTEIN, M.D., CARMEN HANSEN, B.S.N., AND DAVID THORSON, M.D.

Physicians across the country are re-examining their role in the prescription opioid abuse problem. In response

to growing public awareness about the dangers of opioids, the Minnesota Medical Association formed a
Prescription Opioid Management Advisory Task Force. As part of its work, the task force partnered with the
Institute for Clinical Systems Improvement (ICSI) to develop a protocol for prescribing opioids for acute pain. This
article describes the development of the new ICSI Acute Pain Assessment and Appropriate Opioid Prescribing
Protocol and highlights key aspects of the protocol, which emphasizes shared decision-making and careful,

conservative prescribing.

any were shocked to learn of the re-

cent heroin overdose death of actor

Philip Seymour Hoffman, who after
20 years of sobriety again started abusing
drugs. Another noteworthy actor, Heath
Ledger, died in a similar incident six years
earlier. According to the New York City
medical examiner’s office, Ledger died “as
the result of acute intoxication by the com-
bined effects of oxycodone, hydrocodone,
diazepam, temazepam, alprazolam and
doxylamine”

The tragic reality is that for every Hoft-
man or Ledger, there are thousands of
others, as the medical and recreational use
of opioids has exploded over the last de-
cade. Between 2001 and 2012, the number
of prescriptions for opioids in the United
States rose 33%, from 181.7 million to
240.9 million, and total sales of opioids
rose 110%, from $3.97 billion to $8.34 bil-
lion.” Americans, who comprise 5% of the
world’s population, now consume 80% of
the world’s opioid supply.’

Although most people take prescription
medications responsibly, an estimated
52 million (20% of those ages 12 years and

older) have used prescription drugs for
nonmedical reasons at least once in their
lifetime." Every day, 2,500 youths (ages 12
to 17 years) abuse a prescription pain re-
liever for the first time. The problem is ev-
ident in U.S. emergency rooms, where the
number of cases related to nonheroin opi-
oid abuse increased from 299,498 in 2004
to 885,348 in 2011.” It is also evident in
addiction treatment facilities. Minnesota’s
own Hazelden saw the portion of patients
treated for painkiller or heroin addiction
rise from 15% in 2001 to 41% in 2011.”

Dilemma for Physicians

Physicians often find themselves feeling
conflicted about opioids. They have both
a desire and an ethical responsibility to re-
lieve suffering. They know many patients’
acute pain episodes can be appropriately
managed with opioid therapy. However,
they also know prescriptions for opioids
written by well-meaning physicians like
themselves have started many patients
down the road to drug dependence. How
does that happen?

Part of the problem is that physicians
have relied on a thin evidence base regard-
ing the use of opioids for pain. The litera-
ture supporting chronic opioid therapy
for noncancer pain is very weak. In fact,
some of the most vocal proponents now
admit that their justification for prescrib-
ing opioids for this population was a small
case series report suggesting that the use
of opioids in this situation was safe and
carried an addiction risk of <1%.

From this, expert panels and specialty
groups developed guidelines and position
statements encouraging providers to take
an aggressive stance and prescribe opioids
for all pain. The Joint Commission pro-
moted pain as the “fifth vital sign” in re-
sponse to what was viewed as inadequate
pain management in the past. As a result,
in the last 20 years, we've seen a fourfold
increase in opioid prescriptions in the
United States." And we underestimated the
risks of opioids including abuse, misuse,
addiction, diversion and unintentional
overdose.

-
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Health Community Takes Action
Late in 2012, in response to growing
public awareness about the dangers of opi-
oids, the Minnesota Medical Association
(MMA) formed a group to assess what
physicians could do about the problem in
Minnesota. The Prescription Opioid Man-
agement Advisory Task Force began its
work by identifying these four objectives:
1 Raise awareness among Minnesota
physicians about the nature and extent
of the problems associated with pre-
scription opioid addiction, abuse and
diversion

2 Examine specific strategies for improv-
ing physician management of opioid
prescribing (eg, education, use of the
Minnesota Prescription Monitoring
Program, controlled-substance con-
tracts)

3 Facilitate MMA participation in multi-
disciplinary, communitywide conversa-
tions/coalitions aimed at addressing
prescription opioid addiction, abuse
and diversion

4 Identify and disseminate resources and
tools to physicians for opioid prescrib-
ing best practices.

To help achieve these objectives, the
task force partnered with the Institute for
Clinical Systems Improvement (ICSI),
which produces evidence-based clinical
guidelines and protocols. ICSI brought to-
gether a workgroup, whose members had
expertise in pain management, addiction
management, primary care, specialty care,
emergency medicine, pharmacy, physical
therapy, dentistry and hospital medicine
(Table 1). Several MMA task force mem-
bers were among them. The workgroup
reviewed clinical evidence, best practices
from specialty societies, the work of local
and national experts, guidelines from
other states and ICSI's own Chronic Pain
Guideline.

Acknowledging that the process of as-
sessing pain and appropriately prescribing
opioids is complex, workgroup members
decided they needed to identify certain
values and drivers to guide their efforts.
They took the following considerations
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into account during each step in the

process:

e Patient safety. The group considered
that opioids have known side effects
and that those effects may be particu-
larly adverse in patients with specific
comorbid conditions. The workgroup
also considered the potential for misuse,
addiction and diversion. The group held
that safe prescribing requires careful
assessment of patient risk and history
of opioid use from available sources
including patient self-reports, medical
records and a prescription-monitoring
program.

® The need for supportive pain man-
agement. The group considered that
patients expect their physician to help
them determine the best course of treat-
ment to manage their acute pain.

e Community safety and population
health. The group acknowledged that
easy access to opioids in the home and
elsewhere may contribute to inappropri-
ate use, addiction and related crime.

TABLE 1

e Prevention of inappropriate or overuse
of opioids. The group wanted the pro-
tocol to offer clinical guidance for the
appropriate use of opioid and nonopioid
therapies.

e Informed patients and shared decision-
making. Members felt patients needed
to be included in decision-making
about opioid use and that they needed
information about the risks and benefits
of opioid use. The group felt this would
support culture change over time and
help reset patients’ expectations of phy-
sicians and about opioid prescriptions.
After multiple revisions, a public com-

ment period and final review by ICSI’s

Committee for Evidence Based Practice,

the new Acute Pain Assessment and Opi-

oid Prescribing Protocol was formally ap-
proved and published on the ICSI website
in January 2014. It is available at www.icsi.
org (search “acute pain protocol”).

Members of the Protocol
Development Work Group
David Thorson, M.D., Entira Family Clinics (leader)

Howard Epstein, M.D., FHM, ICSI

Justin Hora, Pharm.D., Allina Medical Clinic

Chris Johnson, M.D., Emergency Physicians, PA

Susan Van Pelt, M.D., Emergency Physicians, PA

Faris Keeling, M.D., Essentia Health

Anne Kokayeff, M.D., Fairview Health Services

Bret Haake, M.D., HealthPartners Medical Group and Regions Hospital
Mary Pat Noonan, Ph.D., ABPP, HealthPartners Medical Group
Charles Reznikoff, M.D., Hennepin County Medical Center

Brian Bonte, D.O., Hutchinson Health

Marsha Thiel, R.N., M.A., MAPS Medical Pain Clinic
Anne Trujillo, R.N., C.N.P., MAPS Medical Pain Clinic

Michael Hooten, M.D., Mayo Clinic

Erin Krebs, M.D., M.PH., Minneapolis VA Health System
John Wainio, D.D.S., Minnesota Dental Association

Brian Nelson, M.D., Physicians Neck and Back Clinic

Paul Biewen, M.D., Twin Cities Orthopedics



The Protocol

The new protocol, summarized in Table 2,
guides physicians through the following
steps:

Target population

Patients must be adult (18 years of age and
older) outpatients who do not have cancer
but who have 1) acute or subacute pain,

2) chronic pain but are experiencing un-
related acute pain or 3) an acute exacerba-
tion of chronic pain.

It is not intended to be used with pa-
tients who have active cancer and/or are
receiving palliative or hospice care. Nor is
it intended for patients with nontraumatic
dental pain. Those patients should be
referred to a dental provider and should
never be prescribed opioids, as they may
mask an abscess and thus increase the po-
tential for adverse outcomes.

Assess the Patient’s Pain

Physicians are to begin with a brief assess-
ment of pain and administer emergent
use of opioids if the situation dictates (ie,
the patient is experiencing overwhelm-
ing pain). A more thorough assessment
of pain that covers its etiology and nature
should be done in most cases. The assess-
ment should include a review of appropri-
ate diagnostics and the patient’s medica-
tion history including past and current
opioid use. The physician should consider
querying a prescription monitoring pro-
gram.

Evaluate Treatment Options and Risks
The physician should explore treatment
options and work with the patient to cre-
ate a plan to manage pain and optimize
function. The goal is to use appropriate
therapies and use pain medications con-
servatively.

Common conditions that are almost
never indicated for opioids include but
are not limited to fibromyalgia, headache,
uncomplicated neck and back pain or
musculoskeletal pain, and pain—such as
sore throat pain—that is related to a self-

limiting illness.

TABLE 2
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Acute Pain Assessment and Appropriate Opioid Prescribing

Protocol Summary

If after a doing a thorough assessment to determine the etiology, type and
anticipated duration of a patient’s acute pain, carefully assessing the possible
risks (ABCDPQRS) and evaluating all other possible therapies, you determine
that opioids will offer significant treatment value, take into consideration these
recommendations before prescribing them:
e Avoid prescribing more than a three-day supply (or 20 pills) of low-dose, short-
acting opioids, unless circumstances clearly warrant additional opioid therapy
(Tramadol is an atypical opioid and should be managed appropriately)

Review side effects with your patient

Never prescribe long-acting/extended-release preparations for acute pain
Maximize appropriate nonopioid therapies

Review safe driving, work, storage and disposal concerns with your patient
Use shared decision-making with your patient; the patient must be educated

about opioid risks and benefits to make an informed decision

e Use additional caution when prescribing opioids for the elderly and other
patients with known risks for complications

e Ensure some method of follow up with the patient’s primary care provider within
three to five days to re-evaluate pain and response to treatment

Source: ICSI Acute Pain Assessment and Appropriate Opioid Prescribing Protocol

Chronic pain patients who are using
opioids and who present with acute pain
will need to be managed according to
their pain management plan and/or in col-
laboration with the prescribing provider.
Additional information about managing
the chronic pain patient can be found in
the ICSI Assessment and Management of
Chronic Pain Guideline (www.icsi.org/_
asset/bw798b/ChronicPain.pdf).

Risks and benefits should always be
carefully explored when considering treat-
ment of pain. There is no way to calculate
the absolute risk of misuse, abuse, addic-
tion or overdose in any individual patient.
However, knowing about a factor such as
a history of drug abuse can help a physi-
cian make a general assessment of relative
risks/benefits. And factors such as the
patient’s condition should be considered
when determining potential benefit.

The mnemonic “ABCDPQRS” provides
an easy way for clinicians to remember
what to cover when assessing opioid risk:
e Alcohol use. Assessing the patient for

alcohol use is essential, as no amount of

alcohol is safe for a patient on opioids.

For patients with a positive screen for

misuse of drugs or alcohol, the Screen-

ing, Brief Intervention, and Referral to
Treatment (SBIRT) model is recom-
mended. Use of SBIRT has been shown
to reduce alcohol consumption and
alcohol-related harm.’
Benzodiazepines and similar drugs.
Benzodiazepines can cause over-seda-
tion in combination with opioids. ’
Clearance and metabolism of the drug.
Many opioids require renal clearance of
active metabolites. Be aware that poten-
tial renal or hepatic impairment will ac-
centuate the side effects of opioids.’
Delirium, dementia and risk of falls.
Opioids will further compromise pa-
tients with these concerns. Opioids
should be prescribed judiciously in the
elderly because of these risks.’
Psychiatric comorbidities. Many men-
tal health disorders are correlated with
increased opioid misuse, opioid-related
accidents and accidental opioid over-
dose death. Physicians should take a
thorough personal and family history to
learn about any psychiatric conditions

a patient may have and any substance
abuse and sexual abuse in order to iden-

APRIL 2014 | MINNESOTA MEDICINE | 49



Clinical ano Health Affairs

tify individuals who may need closer
assessment and monitoring.”

¢ Query the Minnesota Prescription
Monitoring Program. This statewide
database can provide a better picture of
a patient’s history with certain
prescriptions.

e Respiratory insufficiency and sleep
apnea. Patients with hypoxia, hyper-
capnea and other conditions or medica-
tions that affect their ability to breathe
will be at increased risk of respiratory
insufficiency and respiratory arrest if
they use opioids.

e Safe driving, work, storage and dis-
posal. Opioids are a controlled sub-
stance. Patients need to be counseled
about the dangers of driving or working
while taking these drugs and reminded
to safely store and dispose of them to

. . 11
prevent diversion.

Consider the Side Effects
Physicians and patients alike need to be
aware that numerous biochemical and
physiologic changes can occur in patients
taking opioids. Opioids change the chem-
istry of the brain and its response to pain.
Following opioid exposure, homeostatic
adaptations within the central nervous
system may contribute to the development
of tolerance, cause increased neuropathic
pain, lead to the release of excitatory
neuropeptides that cause peripheral noci-
ceptive stimulation and result in opioid-
induced hyperalgesia, defined as a state
of nociceptive sensitization caused by
exposure to opioids. This increased sensi-
tization to painful stimuli may clinically
manifest as apparent opioid tolerance,
worsening pain or abnormal pain symp-
toms such as allodynia.”**
Among the other numerous side effects
associated with opioids are:
e Constipation, anorexia, bloating, nau-
sea/vomiting and abdominal cramping”’
e Respiratory concerns including de-
creased central drive, suppressed gag re-
flex, reduced frequency of respirations,
altered breathing rhythm, inhibition of
brain stem arousal centers, and blunted
response to hypoxia and hypercapnia'®
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What Physicians Can
Do about the Opioid
Abuse Problem

e Become familiar with the ICSI
prescribing protocol and use the
risk assessment mnemonic in your
practice.

® Have the latest information on
opioids and other therapies that
may better support patients
through the acute phase of an
injury.

e Use tools such as the Opioid
Prescription Patient Agreement
and Scripting Support for Saying
No to a Patient in appropriate
circumstances.

e Discuss with colleagues how to
help a patient in pain.

e Encourage your organization to
develop policies on appropriate
opioid administration for acute
pain, including prescription
limitations that support the
clinician and promote patient and
community safety.

e Collaborate with dental
organizations, specialty groups
and patient groups within
your community to create
a standardized approach to
pain management and opioid
prescribing.

An increased percentage of sleep time
spent in light sleep and a decreased per-
centage of time spent in deep sleep”
Bladder effects including decreased de-
trusor muscle tone and force of contrac-
tion, decreased sensation of fullness and
urge to void, and inhibition of voiding
reflex”

Immune system changes including di-
minished cellular immune responses,
natural-killer cell activity, cytokine ex-
pression and phagocytic activity”
Endocrine system changes including
inhibition of adrenocorticotropic hor-
mone ACTH and cortisol secretion,
causing a decreased glucocorticoid re-
sponse; inhibition of LH- and gonado-
tropin-releasing hormone secretion, re-
sulting in lower steroid hormone levels;
inhibition of estradiol and testosterone

secretion, resulting in hypogonadism,
menstrual irregularities, sexual dysfunc-
tion, infertility and osteoporosis; inhibi-
tion of insulin secretion, leading to hy-

. . . 21
perglycemia and worsening diabetes.

Shared Decision-Making

The patient and his or her physician
should engage in a thoughtful discussion
about the benefits and risks of all treat-
ment options. This discussion should

be coupled with education about pain
management, the side effects of opioids
and potential adverse effects of treatment.
Decisions should support patient safety
while improving function and be made
collaboratively.

Prescribe Conservatively

If after thorough assessment, evaluation
and exploration of all other options for
pain management, the physician and
patient together agree that opioids are
needed for the patient’s acute pain, the
physician should prescribe no more than
three days (or 20 pills) of low-dose, short-
acting opioids. Patients with acute tissue
damage and inflammation should experi-
ence a decrease in pain during this period.
If not, their primary care physician or
treating physician should re-evaluate them
for ongoing or unrecognized issues. Use
of a controlled-substance contract sends a
message about the patient’s responsibility
in opting to use an opioid medication (a
sample is included in the protocol).

Conclusion

Physicians alone cannot solve our society’s
opioid abuse problem. But as prescribers
of these highly addictive drugs, they can
do a lot to help prevent their inappropriate
use, misuse and other untoward effects.
They can first become more knowledge-
able about the indications for and against
prescribing opioids. In addition, they need
to carefully assess the risks and benefits

of these drugs for each patient before pre-
scribing them. Finally, physicians need to
involve the patient in the decision about
whether to take these drugs and make sure



they prescribe the lowest effective dose for
the shortest duration needed to manage
acute pain. This protocol is one attempt to
ensure that physicians are doing what they
can to prevent abuse and harm while en-
suring proper treatment of pain. MM

Howard Epstein is chief health systems officer
and Carmen Hansen is a project manager at
the Institute for Clinical Systems Improvement.
Dave Thorson is a family physician with Entira
Family Clinics and chair of the MMA board of
trustees.
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EMPLOYMENT OPPORTUNITIES

Tired of grueling hours, unreasonable caseloads and reimbursement hassles?

Correctional Medicine!

MHM Services, in conjuction with Centurion of Minnesota is proud to be the NVEW provider of healthcare services
to the Minnesota Department of Corrections. Our physicians enjoy many unique advantages including:

Regular weekday schedules ¢ Manageable caseloads ¢ Competitive guaranteed salaries ¢ Comprehensive benefits
and most of all, professional satisfaction treating diverse and clinically interesting cases

$$8 LOAN REPAYMENT OPTIONS AVAILABLE AT QUALIFYING SITES! $$$

Full Time, Part Time, and Per Diem employment opportunities now available:

PRIMARY CARE
Stillwater ¢ Lino Lakes ¢ Shakopee
Faribault ° St. Paul (Statewide Medical Director)

PSYCHIATRY
Stillwater ¢ Lino Lakes ¢ St. Cloud
Moose Lake * Red Wing ° Rush City

For more information, please contact: Tracy Glynn - 877.616.9675 - tracy@mhmcareers.com

@

H

MHM Services, Inc

St. Cloud/Sartell, MN

We are actively recruiting exceptional full-time
BE/BC Family Medicine physicians to join our
primary care team at the HealthPartners Central
Minnesota Clinics - Sartell. This is an outpatient
clinical position. Previous electronic medical
record experience is helpful, but not required. We
use the Epic medical record system in all of our
clinics and admitting hospitals.

Our current primary care team includes family
medicine, adult medicine, OB/GYN and
pediatrics. Several of our specialty services are
also available onsite. Our Sartell clinic is located
just one hour north of the Twin Cities and offers
a dynamic lifestyle in @ growing community with
traditional appeal.

HealthPartners Medical Group continues

to receive nationally recognized clinical
performance and quality awards. We offer 2
competitive compensation and benefit package,
paid malpractice and a commitment to providing
exceptional patient-centered care.

Apply online at healthpartners.com/careers or
contact diane.m.collins@healthpartners.com.
Call Diane at 952-883-5453; toll-free:
800-472-4695 x3. EOE

HealthPartners*
Medical & Dental

Central Minnesota Clinics
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~ CENTER

Olmsted Medical Center, a
160-clinician multi-specialty
clinic with 10 outlying branch
clinics and a 61 bed hospital,
continues to experience

significant growth.

Olmsted Medical Center
provides an excellent
opportunity to practice quality
medicine in a family oriented

atmosphere.

The Rochester community
provides numerous cultural,
educational, and recreational

opportunities.

Olmsted Medical Center
offers a competitive salary and
comprehensive
benefit package.

MEDICAL

OLMSTED  Opportunities available
in the following specialty:

Dermatology
Rochester Southeast Clinic

Family Medicine
Pine Island Clinic
Plainview Clinic

SE Rochester Clinic

Hospitalist

Rochester Hospital

Internal Medicine
Southeast Clinic
Women’s Health Pavilion/Hospital

Plastic Surgeon
Rochester Hospital

Sleep Medicine

Rochester Northwest Clinic

Urologist
Rochester Hospital

Send CV to:
OlmstedMedical Center
Administration/Clinician

Recruitment

102 Elton Hills Drive NW
Rochester, MN 55901

email: dcardille@olmmed.org

Phone: 507.529.6748
Fax: 507.529.6622 FOE

www.olmstedmedicalcenter.org



FAMILY MEDICINE OPPORTUNITIES

in Minnesota

HE

E AL

Sanford Health is seeking Board Eligible/Board Certified Family
Medicine physicians to join its primary care groups. Opportunities
can include a combination of inpatient, outpatient, obstetrics and
emergency medicine throughout the following locations:

Alexandria Moorhead Wheaton
Bagley New York Mills Windom
Bemidji Perham Worthington
Canby Thief River Falls

E Grand Forks Walker

Sanford Health offers a competitive salary with an excellent retention
incentive, comprehensive benefits package, paid malpractice

and relocation assistance. Practice and live in a rural Minnesota
community. Minnesota offers clean air, safe communities, superb
schools and the ability to experience the beauty of all four seasons.

SANFIRD

TH

LEARN MORE:

practice.sanfordhealth.org

CONTACT:
Celia Beck, 218-333-5056 or
celia.beck@sanfordhealth.org

Mary Jo Burkman, 605-328-6996 or
mary.jo.burkman@sanfordhealth.org

Jill Gilleshammer, 701-417-4852 or
jill.gilleshammer@sanfordhealth.org

St. Cloud VA Health Care System

Opportunities for full-time and part-time staff are
available in the following positions:

Dermatologist
- Geriatrician/Hospice/Palliative Care

Internal Medicine/Family Practice
+ Medical Director, Extended Care & Rehab (Geriatrics)
- Psychiatrist
- Urgent Care Physician (IM/FP/ER)

Applicants must be BE/BC.

Located sixty-five miles northwest of the twin
cities of Minneapolis and St. Paul, the City of
-4 St. Cloud and adjoining communities have a
g population of more than 100,000 people. The
area is one of the fastest growing areas in

Minnesota, and serves as the regional center for
education and medicine.
HIES superb quality of life here—nearly 100
- friendly, safe cities and neighborhoods; hundreds
+ of restaurants and shops; a vibrant and thriving
medical community; a wide variety of recreational,

= four-season climate; a reasonable cost of living;
*and a robust regional economy!

i Since 1924, the St. Cloud VA Health Care
i System has delivered excellence in health
care and compassionate service to central

Minnesota Veterans in an inviting and

¢ welcoming environment close to home. We
serve over 38,000 Veterans per year at the
i medical center in St. Cloud, and at three

i Community Based Outpatient Clinics
 located in Alexandria, Brainerd, and

Montevideo.

Competitive salary and benefits with
recruitment/relocation incentive and
performance pay possible.

For more information:

Visit www.USAJobs.gov or contact
Nola Mattson (STC.HR@VA.GOV)
Human Resources

4801 Veterans Drive

St. Cloud, MN 56303

(320) 255-6301

cultural and educational opportunities; a refreshing S5gjofeRasateyces

EMPLOYMENT OPPORTUNITIES

WANTED
QUALITY INTERNISTS
AND FAMILY PHYSICIANS

Top 20% income as a partner!
Full time = 4 office days per week!

Independent practice
with ownership!

Lakeview Clinic is seeking BE/
BC physicians to join our inde-
pendent, multispecialty, physi-
cian-owned group in the south-
west metro. Enjoy the best of both
worlds, from rural to suburban
in one of our 4 sites. Our top-
notched group consists of family
physicians, internists, pediatri-
cians, OB/GYNs, and surgeons.
CONTACT: Sandra Beulke, MD
PHONE: 952-442-4461
EMAIL: administration@lakeviewclinic.com
WEB: www.lakeviewclinic.com

LakeVlewL

]lI]lC CppE==c

Excellent Opportunities
for Full Time
IM & FP Physicians

True work/life balance with

this excellent 100% Outpatient
Opportunities in beautiful Albert
Lea and Shakopee, MN. Provider
would be caring for Veterans Only
in this VAMC-Affiliated Community
Based Outpatient Clinic (CBOQ),
owned and operated by Humana
Government Business.

Boasting the following:

e 100% Outpatient;

e (Clinic hours M-F, 8-5

o (Closed Federal Holidays

e No Calll

Qualified physicians must be BC
or BEin IM or FP, possess an active
license in ANY state, BLS, DEA, and
U.S. Citizenship or Perm Resident.
Contact Michelle Sechen and
forward a copy of your CV:

PHONE: 877-202-9069

FAX: 502-322-8759

EMAIL: msechen@humana.com
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EMPLOYMENT OPPORTUNITIES

THE
PERFECT
BLEND

A rewarding practice and a
great family lifestyle.

Mankato Clinic is looking for a full-
time Ophthalmologist.

e Base salary commensurate
with experience. Tremendous
earning potential for a mature
practice. Negotiable salary
guarantee, followed by RVU
production-based pay plan.

e Benefits package includes

Join three other physicians and an
optometrist. Practice: mix of cata-
racts, routine eye care with a strong
interest in glaucoma or medical retina
is a plus. Ready-made practice with a
robust referral base.

Excellent profit sharing.
Equipment: Haaq Streit slit lamps, ® EXCBIGNt pront sharing.

Keller wireless indirects and Reliant
chairs and stands in all provider
lanes. 18 exam lanes. Special test
rooms are equipped with Zeiss Cirrus
OCT, I0L Master 500, Atlas corneal to-
pographer, 740i Visual Field analyzer
and Visucam NM/FA camera. Minor
procedure room has surgical micro-
scope, the room is used for minor lid
surgeries. YAG laser, Argon laser and
Diode laser in the clinic.

Great college town with many
metro amenities less than an hour
to the Minneapolis/St. Paul area.

CONTACT: Dennis Davito Director of
Provider Services Mankato Clinic
1230 East Main Street Mankato,
MN 56001

PHONE: 507-389-8654

FAX: 507-625-4353

EMAIL: ddavito@mankato-clinic.com

MANKATO CLINIC

www.mankato-clinic.com

Practice Medicine.
Perfect Your Lifestyle.

in the relaxed lake country of
ctice medicine where you will make a dif
i

We’re looking for a Family Physician to join us

¢ Mille Lacs Health System in Onamia, Minnesota.

Loan forgiveness options — J-1Visas considered.

Contact: Fern Gershone: fgershone@mlhealth.org
or Dr. Tom Bracken: tbracken@mlhealth.org

il‘b; e Lacs Health System
— Caring for body, mind and spirit.
Onamia, MN ¢ mlhealth.org *+ 877-535-3154

CRITICAL ACCESS HOSPITAL
ER STAFFED 24/7 - ATTACHED GERIATRIC UNIT & LTC FACILITY - 4 CLINICS

7 FAMILY PHYSICIANS - 9 PAs -
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$6,600 CME/Business Expense.

Fairview Health Services
Opportunities to fit your life

Fairview Health Services seeks physicians to improve the health of the
communities we serve. We have a variety of opportunities that allow
you to focus on innovative and quality care. Be part of our nationally

recognized, patient-centered, evidence-based care team.

We currently have opportunities in the following areas:

* Dermatology e Geriatric ® Psychiatry

e Emergency Medicine ¢ Rheumatology
Medicine e Internal Medicine  ® Sports Medicine

e Endocrinology * Med/Peds e Urgent Care

* Family Medicine * Ob/Gyn

e General Surgery e Pediatrics

Visit fairview.org/physicians o explore our current opportunities, then
apply online, call 800-842-6469 or e-mail recruitl @fairview.org

Sorry, no J1 opportunities.

fairview.org/physicians

58 FAIRVIEW

TTY 612-672-7300
EEO/AA Employer

- We invite you to explore
our opportunities in:

In the heart of the Cuyuna Lakes
region of Minnesota, the medical campus
in Crosby includes Cuyuna Regional
Medical Center, a critical access hospital
and clinic offering superb new facilities
with the latest medical technologies.
Outdoor activities abound, and with the
Twin Cities and Duluth area just a short
two hour drive away, you can experience
the perfect balance of recreational and
cultural activities.

Enhance your professional life in an
environment that provides exciting
practice opportunities in a beautiful
Northwoods setting.The Cuyuna Lakes
region welcomes you.

© Family Medicine

CRMC

CUYUNA REGIONAL
MEDICAL CENTER

Dedicated to You. Every Day.

Contact: Todd Bymark, thymark@cuyunamed.org
(866) 270-0043 / (218) 546-4322 | www.cuyunamed.org




ACMC

Affiliated Community Medical Centers
Multispecialty Health Network

The perfect match of
career and lifestyle.

Affiliated Community Medical Centers is a physician owned multi-
specialty group with 11 affiliated sites located in western and southwestern
Minnesota. ACMC is the perfect match for healthcare providers who are
looking for an exceptional practice opportunity and a high quality of life.
Current opportunities available for BE/BC physicians in the following
specialties:

*«ENT * Med/Peds Hospitalist ~ * Psychiatry

* Family Medicine

* Oncology ¢ Pulmonary/Ciritical Care

* Gastroenterology * Orthopedic Surgery * Rheumatology

* Hospitalist * Outpatient Internist/  * Urologist

* Infectious Disease Geriatrician

* Internal Medicine * Pediatrics

For additional information, please contact:

Kari Bredberg, Physician Recruitment
karib@acmc.com, 320-231-6366
Richard Wehseler, MD
rickw@acmc.com

oo L

Sioux Falls VA Health Care System
“A Hospital for Heroes”

Working with and for America’s Veterans is a privilege and
we pride ourselves on the quality of care we provide. In return
for your commitment to quality health care for our nation’s
Veterans, the VA offers an incomparable benefits package.

The Sioux Falls VAHCS is currently recruiting for the
following healthcare positions.

« Cardiologist o Primary Care
(part-time) (Family Practice or
« Endocrinologist Internal Medicine)
o Oncologist o Psychiatrist
o Pulmonologist

Applicants can apply online at www.USAJOBS.gov

They all come together at the Sioux Falls VA Health Care
System. To be a part of our proud tradition, contact:

Human Resources Mgmt. Service
2501 W. 22nd Street

Sioux Falls, SD 57105

(605) 333-6852

www.siouxfalls.va.gov

EMPLOYMENT OPPORTUNITIES

Urgent Care

healthpartners.com

AD INDEX

AFFILIATED COMMUNITY MEDICAL CENTER | karib@acmc.com
BANK OF AMERICA | mortgage.bankofamerica.com/dmills
BELL MORTGAGE | norahgondeck.com

CUYUNA REGIONAL MEDICAL CENTER | cuyunamed.org

FAIRVIEW HEALTH SYSTEM | recruitl @fairview.org
HEALTHPARTNERS MEDICAL GROUP | healthpartners.com/careers

HEALTHPARTNERS MEDICAL GROUP |
diane.m.collins@healthpartners.com

HUMANA | msechen@humana.com

LAKEVIEW CLINIC | lakeviewclinic.com

MANKATO CLINIC | mankato-clinic.com

MAYO CLINIC | mayo.edu/transform

MHM SERVICES, INC. | mhm-services.com

MILLE LACS HEALTH SYSTEM | mlhealth.org

MMIC | MMICgroup.com

MINNESOTA EPILEPSY GROUP | mnepilepsy.org

MN PHYSICIAN PATIENT ALLIANCE | http://tinyurl.com/aapsmtg
NOVO NORDISK | VictozaPro.com

OLMSTED MEDICAL CENTER | olmstedmedicalcenter.org
PROASSURANCE COMPANIES | ProAssurance.com
SANFORD HEALTH | practice.sanfordhealth.org

ST. CLOUD VA HEALTH CARE SYSTEM | USAJobs.gov
SIOUX FALLS VA HEALTH CARE SYSTEM | siouxfalls.va.gov

U OF M OFFICE OF CONTINUING MEDICAL EDUCATION |
cmecourses.umn.edu

U OF ST. THOMAS | http://bit.ly/On2k29
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FOfClng a Pause Finding gratitude on our life’s journey is an intentional act.

BY PIERRE TAWFIK

s I stood in the office of my preceptor

during my family medicine rotation,

a nurse interrupted our discussion
and handed Dr. Murray a note. “Dr. Mur-
ray, I think you should see this,” she said.

“Where is he? Bring him right in,” Dr.
Murray said, his face growing serious.

We walked into the exam room and
found a short man dressed in jeans and a
long-sleeved shirt and vest staring out the
window. Mr. Johnson did not move when
we entered. He appeared to connect with
something else, something more impor-
tant. He breathed and sighed, still looking
away from us. Then he made his way to
the chair, his eyes on the floor.

When he looked up he said, “She was
so alive the day before. We went up to our
cabin and she was perky as hell, so full of
life. And the bright sunny weather and
the fall trees and the lake shining that day
were beautiful. It was all perfect.”

He stopped and exhaled, his voice shaky
but steady enough to show that he was
familiar with grief. “Then I woke up at
night. She was moving down the stairs.

I said ‘honey; and she just leaned on the
stair rail quietly struggling to walk down.

I ran to her. Her whole body was tense. All
she could say through her gritted teeth was
I...Just...Can't...Breathe.”

Mrs. Johnson died that night. There was
no explanation as to why.
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Mr. Johnson and his wife married when
they were 17. As he described his wife, you
could tell that he had loved her passion-
ately. Time had flown by, he said.

“That night we went to bed. I got up
to go to the bathroom and my movement
woke her. She seemed worried about me
and asked if everything was OK. I said yes.
Then she said I love you, goodnight.” Mr.
Johnson reenacted his wife’s words and
tone as if he was trying to engrave them
in his mind. “So T said ‘T love you, too.”
He paused. “She was so hard-headed. She
would not stop smoking, and I again had
just gotten on her to stop. She was tough,
but God, I loved that woman.”

Although he was broken by his loss,
Mr. Johnson had lived a life worth living.
After 30 years of marriage, he was still as
in love with his wife as the day they met.
He had taken every opportunity to let her
know how much she meant to him. They
had responsibilities, financial troubles,
four kids and many grandchildren. Yet
somehow they had paused their fast-paced
life to appreciate those around them, espe-
cially each other. One cannot love a person
for 30 years, with all their nuisance habits
and tendencies, without cherishing them.

After I stepped out of that room, I sent
a text message to my fiancée telling her she
was incredible. I plan on making it a habit.

I want to cherish those who share my jour-
ney with me.

I had seen slow-paced death before, but
Mr. Johnson’s account of sudden loss re-
minded me of my own mortality. In medi-
cine, we think we are invincible and sprint
toward goals without feeling contented.
We plan for the coming rotation, residency
and subspecialty. Yet if we only run from
goal to goal, we risk neither enjoying the
journey nor the people we meet along the
way.

A growing body of research shows that
being grateful is associated with increased
happiness. Being grateful for our journey
and for those around us is an intentional
act. It requires us to spend time thinking
about our blessings: How many people
wish they had a medical career but do not?
How many people desire a sense of pur-
pose in life and cannot find it? We physi-
cians and future physicians, no matter our
specialty, have that—the ability to touch
lives in ways that no one else can.

Mr. Johnson reminded me that I can
choose to focus on the goal or the path. In
30 years, I may well experience a loss of
a similar magnitude. I can’t prevent that
from happening. But I can choose how
contented I will be on my journey. MM

Pierre Tawfik is a third-year medical student at
the University of Minnesota.



Sometimes conducting another test or treatment is not the answer.

That's what the Choosing Wisely® campaign is all about. Helping physicians
and their patients avoid unnecessary care. Open patient communication. Improving
patient outcomes.

Medical specialty societies across the country have identified more than
130 commonly used tests and procedures that physicians and their patients should
guestion and discuss together.

Be a part of the solution. Learn more about the tests and procedures, available
resources for patients and how together you can choose wisely.

Visit www.choosingwisely.org.

And see how the MMA is helping the cause at www.mnmed.org/
choosingwisely.

MINNESOTA
MEDIcAL
ASSOCIATION

= Choosing
= Wisely

An initiative of the ABIM Foundation



The more we

get together, the
happier and
healthier we’ll be.

At MMIC, we believe patients get the best care when doctors, staff and
administrators are humming the same tune. So we put our energy into creating
risk solutions that help everyone feel confident and supported. Solutions
such as medical liability insurance, physician well-being, health IT support and
patient safety consulting. It's our own quiet way of revolutionizing health care.

To join the Peace of Mind Movement, give us a call at 1.800.328.5532
or visit MMICgroup.com.




