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Savella relieves symptoms
of fibromyalgia

® Delivers simultaneous improvements on
3 measures of fibromyalgia®
— Pain reduction
— Improvement in patient global fibromyalgia
assessment
— Improvement in physical function

@ Decrease in pain as early as week 1 of
treatment with a stable dose in patients
who reported global improvement?

® Low potential for pharmacokinetic drug-drug
interactions!

— Clinically important interactions may occur
with MAQIs, serotonergic drugs (including
other SSRIs, SNRIs, lithium, tryptophan,
antipsychotics, and dopamine antagonists),
triptans, catecholamines (epinephrine and
norepinephrine), CNS-active drugs (including
clomipramine), and select cardiovascular

\ agents (digoxin and clonidine)

® A dual reuptake inhibitor that blocks the uptake of
norepinephrine over serotonin with approximately
3 times greater potency in vitro*

— The clinical significance of in vitro data is unknown

® Widely available on managed care formularies?

Savella M

minacipran HCl

12.5 mg, 25 mg, 50 mg, 100 mg tablets
For the management of fibromyalgia

Savella is a selective serotonin and norepinephrine reuptake inhibitor (SNRI), similar to some drugs used for the treatment
of depression and other psychiatric disorders. Antidepressants increased the risk compared to placebo of suicidal
thinking and behavior (suicidality) in children, adolescents, and young adults in short-term studies of major depressive
disorder (MDD) and other psychiatric disorders. Anyone considering the use of such drugs in a child, adolescent, or
young adult must balance this risk with the clinical need. Short-term studies did not show an increase in the risk of
suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction in risk with
antidepressants compared to placebo in adults aged 65 and older. Depression and certain other psychiatric disorders
are themselves associated with increases in the risk of suicide. Patients of all ages who are started on Savella should be
monitored appropriately and observed closely for clinical worsening, suicidality, or unusual changes in behavior, especially
during the initial few months of drug therapy or at times of dose changes, either increases or decreases. Families and
caregivers should be advised of the need for close observation and communication with the prescriber. Savella is not
approved for use in the treatment of major depressive disorder. Savella is not approved for use in pediatric patients.

References: 1. Savella (milnacipran HCI) prescribing information. Forest Pharmaceuticals, Inc. St Louis, MO. 2. MediMedia Database as of 6/2/10 for Savella.


http://www.savella.com

Contraindications

= Savella is contraindicated in patients taking monoamine
oxidase inhibitors (MAOIs) concomitantly or within 14 days of
discontinuing treatment with an MAOI. There have been reports
of serious, sometimes fatal, reactions in patients started on
an MAOI who were receiving or had recently discontinued a
serotonin reuptake inhibitor. At least 5 days should be allowed
after stopping Savella before starting an MAOI.

= Savella is contraindicated in patients with uncontrolled narrow-
angle glaucoma and should be used with caution in patients
with controlled narrow-angle glaucoma. In clinical trials,
Savella was associated with an increased risk of mydriasis.

Warnings and Precautions

= Prescriptions for Savella should be written for the smallest
quantity of tablets, consistent with good patient management,
in order to reduce the risk of overdose.

= Development of a potentially life-threatening serotonin
syndrome or neuroleptic malignant syndrome (NMS)-like
reactions have been reported with SSRIs and SNRIs alone,
including Savella, but particularly with concomitant use of
serotonergic drugs (including triptans), drugs that impair
metabolism of serotonin (including MAOQIs), or antipsychotics
or other dopamine antagonists. The management of these
reactions should include immediate discontinuation of Savella
and the concomitant agent and supportive symptomatic
treatment. The concomitant use of Savella with serotonin
precursors is not recommended.

SNRIs, including Savella, have been associated with
cardiovascular effects, including cases of elevated blood
pressure, requiring immediate treatment. In clinical trials,
sustained increases in systolic and diastolic blood pressure
occurred more frequently in Savella-treated patients
compared to placebo. Among patients who were non-
hypertensive at baseline, approximately twice as many
patients receiving Savella, vs placebo, became hypertensive
at the end of the study. Clinically significant increases in
pulse (=20 bpm) occurred more frequently in Savella-
treated than placebo-treated patients. Blood pressure and
heart rate should be monitored prior to initiating treatment
with Savella and periodically throughout treatment. Pre-
existing hypertension, tachyarrhythmias, and other cardiac
diseases should be treated before starting therapy with
Savella. Savella should be used with caution in patients with
significant hypertension or cardiac disease. Concomitant use
of Savella with drugs that increase blood pressure and pulse
has not been evaluated, and such combinations should be
used with caution. For patients who experience a sustained
increase in blood pressure or heart rate while receiving
Savella, either dose reduction or discontinuation should
be considered.
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= Savella should be prescribed with caution in patients with a
history of seizure disorder or mania.

= Savella has been associated with mild elevations of ALT and
AST (1 to 3 times the upper limit of normal). Rarely, reports
of serious liver injury, including fulminant hepatitis, have been
reported in patients treated with milnacipran. Savella should
be discontinued in patients who develop jaundice or other
evidence of liver dysfunction and should not be resumed
unless another cause can be established.

As with other SNRIs and SSRIs, withdrawal symptoms have
been observed following discontinuation of milnacipran. A
gradual dose reduction is recommended.

Hyponatremia may occur as a result of treatment with SSRIs
and SNRIs, including Savella. Elderly patients may be at
greater risk. Discontinuation should be considered for patients
with symptomatic hyponatremia.

SSRIs and SNRIs, including Savella, may increase the risk of
bleeding events. Patients should be cautioned regarding the
risk of bleeding associated with concomitant use of Savella
and NSAIDs, aspirin, warfarin, or other drugs that affect
coagulation.

Savella can affect urethral resistance and micturition. Caution
is advised in the use of Savella in patients with a history of
dysuria, notably in male patients with a history of obstructive
uropathies as these patients may experience higher rates of
genitourinary adverse events.

= Savella should ordinarily not be prescribed to patients with
substantial alcohol use or evidence of chronic liver disease.

Use in Specific Populations

= There are no adequate and well-controlled studies in pregnant
women. Savella should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Adverse Reactions

= In clinical trials, the most frequently occurring adverse reaction
was nausea (37% vs 20% for placebo). The most commonly
occurring adverse reactions (>5% and greater than placebo)
were headache (18% vs 14%), constipation (16% vs 4%),
dizziness (10% vs 6%), insomnia (12% vs 10%), hot flush
(12% vs 2%), hyperhidrosis (9% vs 2%), vomiting (7% vs 2%),
palpitations (7% vs 2%), heart rate increased (6% vs 1%), dry
mouth (5% vs 2%), and hypertension (5% vs 2%).

Please see brief summary of Prescribing Information
on the following pages.
For Full Prescribing Information, visit www.Savella.com.
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Savella® (milnacipran HCI) Tablets
Brief Summary of Full Prescribing Information
Initial U.S. Approval: 2009

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS Savella is a selective serotonin and
norepinephrine reuptake inhibitor (SNRI), similar to some drugs used for the treatment of
depression and other psychiatric disorders. Antidepressants increased the risk compared to
placebo of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults
in short-term studies of major depressive disorder (MDD) and other psychiatric disorders. Any-
one considering the use of such drugs in a child, adolescent, or young adult must balance this risk
with the clinical need. Short-term studies did not show an increase in the risk of suicidality with
antidepressants compared to placebo in adults beyond age 24; there was a reduction in risk with
antidepressants compared to placebo in adults aged 65 and older. Depression and certain other
psychiatric disorders are themselves associated with increases in the risk of suicide. Patients of
all ages who are started on Savella should be monitored appropriately and observed closely for
clinical worsening, suicidality, or unusual changes in behavior. Families and caregivers should
be advised of the need for close observation and communication with the prescriber. Savella is
not approved for use in the treatment of major depressive disorder. Savella is not approved for
use in pediatric patients [see Warnings and Precautions, Use in Specific Populations].

INDICATIONS AND USAGE: Savella is indicated for the management of fibromyalgia. Savella is not
approved for use in pediatric patients [see Use in Specific Populations).

CONTRAINDICATIONS: Monoamine Oxidase Inhibitors-Concomitant use of Savella in patients taking
monoamine oxidase inhibitors (MAOIs) is contraindicated. In patients receiving a serotonin reuptake
inhibitor in combination with a monoamine oxidase inhibitor (MAQI), there have been reports of serious,
sometimes fatal, reactions including hyperthermia, rigidity, myoclonus, autonomic instability with pos-
sible rapid fluctuations of vital signs, and mental status changes that include extreme agitation progress-
ing to delirium and coma. These reactions have also been reported in patients who have recently
discontinued serotonin reuptake inhibitors and have been started on an MAOI. Some cases presented
with features resembling neuroleptic malignant syndrome. The effects of combined use of Savella and
MAQIs have not been evaluated in humans. Therefore, it is recommended that Savella should not be used
in combination with an MAQI, or within 14 days of discontinuing treatment with an MAOI. Similarly, at
least 5 days should be allowed after stopping Savella before starting an MAQI [see Dosage and Admin-
istration, Warnings and Precautions]. Uncontrolled Narrow-Angle Glaucoma-In clinical trials, Savella
was associated with an increased risk of mydriasis. Mydriasis has been reported with other dual reup-
take inhibitors of norepinephrine and serotonin; therefore, do not use Savella in patients with uncontrolled
narrow-angle glaucoma.

WARNINGS AND PRECAUTIONS: Suicide Risk-Savella is a selective serotonin and norepinephrine
reuptake inhibitor (SNRI), similar to some drugs used for the treatment of depression and other psy-
chiatric disorders. Patients, both adult and pediatric, with depression or other psychiatric disorders may
experience worsening of their depression and/or the emergence of suicidal ideation and behavior (sui-
cidality) or unusual changes in behavior, whether or not they are taking these medications, and this risk
may persist until significant remission occurs. Suicide is a known risk of depression and certain other
psychiatric disorders, and these disorders themselves are the strongest predictors of suicide. There has
been a long-standing concern, however, that antidepressants, including drugs that inhibit the reuptake
of norepinephrine and/or serotonin, may have a role in inducing worsening of depression and the emer-
gence of suicidality in certain patients during the early phases of treatment. In the placebo-controlled
clinical trials of adults with fibromyalgia, among the patients who had a history of depression at treat-
ment initiation, the incidence of suicidal ideation was 0.5% in patients treated with placebo, 0% in
patients treated with Savella 100 mg/day, and 1.3% in patients treated with Savella 200 mg/day. No sui-
cides occurred in the short-term or longer-term (up to 1 year) fibromyalgia trials. Pooled analyses of
short-term placebo-controlled trials of drugs used to treat depression (SSRIs and others) showed that
these drugs increase the risk of suicidal thinking and behavior (suicidality) in children, adolescents, and
young adults (ages 18-24) with major depressive disorder (MDD) and other psychiatric disorders. Short-
term studies did not show an increase in the risk of suicidality with these drugs compared to placebo in
adults beyond age 24; there was a reduction in suicidality risk with antidepressants compared to placebo
in adults age 65 and older. The pooled analyses of placebo-controlled trials in children and adolescents
with MDD, obsessive compulsive disorder (OCD), or other psychiatric disorders included a total of 24
short-term trials of 9 drugs used to treat depression in over 4400 patients. The pooled analyses of
placebo-controlled trials in adults with MDD or other psychiatric disorders included a total of 295 short-
term trials (median duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There
was considerable variation in risk of suicidality among drugs, but a tendency toward an increase in the
younger patients for almost all drugs studied. There were differences in absolute risk of suicidality across
the different indications, with the highest incidence in MDD. The risk of differences (drug versus placebo),
however, were relatively stable within age strata and across indications. These risk differences (drug-
placebo difference in the number of cases of suicidality per 1000 patients treated) are provided in Table
1 of the full prescribing information. There were 14 additional cases reported in patients under the age
of 18, while 5 additional cases were reported in patients between 18 and 24 years of age. Patients
between 25 and 64 years of age reported 1 fewer case of suicidality, while patients over the age of 65
reported 6 fewer cases. No suicides occurred in any of the pediatric trials. There were suicides in the adult
trials, but the number was not sufficient to reach any conclusion about drug effect on suicide. It is un-
known whether the suicidality risk extends to longer-term use, i.e., beyond several months. However,
there is substantial evidence from placebo-controlled maintenance trials in adults with depression that
the use of antidepressants can delay the recurrence of depression. All patients being treated with drugs
inhibiting the reuptake of norepinephrine and/or serotonin for any indication should be monitored ap-
propriately and observed closely for clinical worsening, suicidality, and unusual changes in behav-
ior, especially during the initial few months of a course of drug therapy, or at times of dose changes,
either increases or decreases. The following symptoms, anxiety, agitation, panic attacks, insomnia,
irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, mania,
have been reported in adult and pediatric patients being treated with drugs inhibiting the reuptake
of norepinephrine and/or serotonin for major depressive disorder as well as for other indications, both
psychiatric and nonpsychiatric. Although a causal link between the emergence of such symptoms and
either the worsening of depression and/or the emergence of suicidal impulses has not been established,
there is concern that such symptoms may represent precursors to emerging suicidality. Consideration
should be given to changing the therapeutic regimen, including possibly discontinuing the medication,
in patients who may experience worsening depressive symptoms, or who are experiencing emergent sui-
cidality or symptoms that might be precursors to worsening depression or suicidality, especially if these
symptoms are severe or abrupt in onset, or were not part of the patient’s presenting symptoms. If the
decision has been made to discontinue treatment due to worsening depressive symptoms or emergent
suicidality, medication should be tapered, as rapidly as is feasible, but with recognition that abrupt dis-
continuation can produce withdrawal symptoms [see Dosage and Administration—Recommended Dos-
ing, Dosage—Discontinuing Savella, and Warnings and Precautions—Discontinuation of Treatment with
Savella]. Families and caregivers of patients being treated with drugs inhibiting the reuptake of nor-
epinephrine and/or serotonin for major depressive disorder or other indications, both psychiatric
and nonpsychiatric, should be alerted about the need to monitor patients for the emergence of agi-
tation, irritability, unusual changes in behavior, and the other symptoms described above, as well
as the emergence of suicidality, and to report such symptoms immediately to health care providers.
Such monitoring should include daily observation by families and caregivers. Prescriptions for
Savella should be written for the smallest quantity of tablets consistent with good patient manage-
ment, in order to reduce the risk of overdose. Serotonin Syndrome or Neuroleptic Malignant Syn-
drome (NMS)-Like Reactions-The development of a potentially life-threatening serotonin syndrome or

Rx Only

Neuroleptic Malignant Syndrome (NMS)-like reactions have been reported with SNRIs and SSRIs alone,
including Savella, but particularly with concomitant use of serotonergic drugs (including triptans), with
drugs which impair metabolism of serotonin (including MAOIs) or with antipsychotics or other dopamine
antagonists. Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallu-
cinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuro-
muscular aberrations (e.g., hyperreflexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea,
vomiting, diarrhea) [see Drug Interactions]. Serotonin syndrome, in its most severe form can resemble
neuroleptic malignant syndrome, which includes hyperthermia, muscle rigidity, autonomic instability
with possible rapid fluctuation of vital signs, and mental status changes. Patients should be monitored
for the emergence of serotonin syndrome or NMS-like signs and symptoms. The concomitant use of
Savella with MAOIs is contraindicated [see Contraindications]. If concomitant treatment of Savella with
a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of the pa-
tient is advised, particularly during treatment initiation and dose increases [see Drug Interactions]. The
concomitant use of Savella with serotonin precursors (such as tryptophan) is not recommended [see
Drug Interactions]. Treatment with Savella and any concomitant serotonergic or antidopaminergic agents,
including antipsychotics, should be discontinued immediately if the above events occur and supportive
symptomatic treatment should be initiated. Effects on Blood Pressure-Inhibition of the reuptake of nor-
epinephrine (NE) and serotonin (5-HT) can lead to cardiovascular effects. SNRIs, including Savella, have
been associated with reports of increase in blood pressure. In a double-blind, placebo-controlled clini-
cal pharmacology study in healthy subjects designed to evaluate the effects of milnacipran on various
parameters, including blood pressure at supratherapeutic doses, there was evidence of mean increases
in supine blood pressure at doses up to 300 mg twice daily (600 mg/day). At the highest 300 mg twice
daily dose, the mean increase in systolic blood pressure was up to 8.1 mm Hg for the placebo group and
up to 10.0 mm Hg for the Savella treated group over the 12 hour steady state dosing interval. The cor-
responding mean increase in diastolic blood pressure over this interval was up to 4.6 mm Hg for placebo
and up to 11.5 mm Hg for the Savella treated group. In the 3-month placebo-controlled fibromyalgia clin-
ical trials, Savella treatment was associated with mean increases of up to 3.1 mm Hg in systolic blood
pressure (SBP) and diastolic blood pressure (DBP) [see Adverse Reactions]. In the placebo-controlled
trials, among fibromyalgia patients who were non-hypertensive at baseline, approximately twice as many
patients in the Savella-treatment arms became hypertensive at the end of the study (SBP > 140 mmHg
or DBP > 90 mmHg) compared with the placebo patients: 7.2% of patients in the placebo arm versus
19.5% of patients treated with Savella 100 mg/day and 16.6% of patients treated with Savella
200 mg/day. Among patients who met systolic criteria for pre-hypertension at baseline (SBP 120-139
mmHg), more patients became hypertensive at the end of the study in the Savella treatment arms than
placebo: 9% of patients in the placebo arm versus 14% in both the Savella 100 mg/day and the Savella
200 mg/day treatment arms. Among fibromyalgia patients who were hypertensive at baseline, more pa-
tients in the Savella treatment arms had a >15 mmHg increase in SBP than placebo at the end of the
study: 1% of patients in the placebo arm versus 7% in the Savella 100 mg/day and 2% in the Savella
200 mg/day treatment arms. Similarly, more patients who were hypertensive at baseline and were treated
with Savella had DBP increases > 10 mmHg than placebo at the end of study: 3% of patients in the
placebo arm versus 8% in the Savella 100 mg/day and 6% in the Savella 200 mg/day treatment arms.
Sustained increases in SBP (increase of > 15 mmHg on three consecutive post-baseline visits) occurred
in 2% of placebo patients versus 9% of patients receiving Savella 100 mg/day and 6% of patients re-
ceiving Savella 200 mg/day. Sustained increases in DBP (increase of > 10 mmHg on 3 consecutive post-
baseline visits) occurred in 4% of patients receiving placebo versus 13% of patients receiving Savella
100 mg/day and 10% of patients receiving Savella 200 mg/day. Sustained increases in blood pressure
could have adverse consequences. Cases of elevated blood pressure requiring immediate treatment
have been reported. Concomitant use of Savella with drugs that increase blood pressure and pulse has
not been evaluated and such combinations should be used with caution [see Drug Interactions]. Effects
of Savella on blood pressure in patients with significant hypertension or cardiac disease have not been
systematically evaluated. Savella should be used with caution in these patients. Blood pressure should
be measured prior to initiating treatment and periodically measured throughout Savella treatment.
Pre-existing hypertension and other cardiovascular disease should be treated before starting therapy
with Savella. For patients who experience a sustained increase in blood pressure while receiving Savella,
either dose reduction or discontinuation should be considered. Effects on Heart Rate-SNRIs have been
associated with reports of increase in heart rate. In clinical trials, relative to placebo, Savella treatment
was associated with mean increases in pulse rate of approximately 7 to 8 beats per minute [see Adverse
Reactions]. Increases in pulse > 20 bpm occurred more frequently in Savella-treated patients when
compared to placebo: 0.3% in the placebo arm versus 8% in the Savella 100 mg/day and 8% in the
200 mg/day treatment arms. The effect of Savella on heart rate did not appear to increase with increas-
ing dose. Savella has not been systematically evaluated in patients with a cardiac rhythm disorder. Heart
rate should be measured prior to initiating treatment and periodically measured throughout Savella treat-
ment. Pre-existing tachyarrhythmias and other cardiac disease should be treated before starting therapy
with Savella. For patients who experience a sustained increase in heart rate while receiving Savella, ei-
ther dose reduction or discontinuation should be considered. Seizures-Savella has not been systemat-
ically evaluated in patients with a seizure disorder. In clinical trials evaluating Savella in patients with
fibromyalgia, seizures/convulsions have not been reported. However, seizures have been reported infre-
quently in patients treated with Savella for disorders other than fibromyalgia. Savella should be pre-
scribed with care in patients with a history of a seizure disorder. Hepatotoxicity-In the placebo-controlled
fibromyalgia trials, increases in the number of patients treated with Savella with mild elevations of ALT
or AST (1-3 times the upper limit of normal, ULN) were observed. Increases in ALT were more frequently
observed in the patients treated with Savella 100 mg/day (6%) and Savella 200 mg/day (7%), compared
to the patients treated with placebo (3%). One patient receiving Savella 100 mg/day (0.2%) had an in-
crease in ALT greater than 5 times the upper limit of normal but did not exceed 10 times the upper limit
of normal. Increases in AST were more frequently observed in the patients treated with Savella
100 mg/day (3%) and Savella 200 mg/day (5%) compared to the patients treated with placebo (2%). The
increases of bilirubin observed in the fibromyalgia clinical trials were not clinically significant. No case
met the criteria of elevated ALT > 3x ULN and associated with an increase in bilirubin > 2x ULN. There
have been cases of increased liver enzymes and reports of severe liver injury, including fulminant hep-
atitis with milnacipran from foreign postmarketing experience. In the cases of severe liver injury there
were significant underlying clinical conditions and/or the use of multiple concomitant medications. Be-
cause of underreporting, it is impossible to provide an accurate estimate of the true incidence of these
reactions. Savella should be discontinued in patients who develop jaundice or other evidence of liver dys-
function. Treatment with Savella should not be resumed unless another cause can be established. Savella
should ordinarily not be prescribed to patients with substantial alcohol use or evidence of chronic liver
disease. Discontinuation of Treatment with Savella-Withdrawal symptoms have been observed in clin-
ical trials following discontinuation of milnacipran, as with other SNRIs and SSRIs. During marketing of
milnacipran, and other SNRIs and SSRiIs, there have been spontaneous reports of adverse events indica-
tive of withdrawal and physical dependence occurring upon discontinuation of these drugs, particularly
when discontinuation is abrupt. The adverse events include the following: dysphoric mood, irritability,
agitation, dizziness, sensory disturbances (e.g., paresthesias such as electric shock sensations),
anxiety, confusion, headache, lethargy, emotional lability, insomnia, hypomania, tinnitus, and seizures.
Although these events are generally self-limiting, some have been reported to be severe. Patients should
be monitored for these symptoms when discontinuing treatment with Savella. Savella should be tapered
and not abruptly discontinued after extended use. If intolerable symptoms occur following a decrease
in the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be
considered. Subsequently, the physician may continue decreasing the dose but at a more gradual rate
[see Dosage and Administration]. Hyponatremia-Hyponatremia may occur as a result of treatment with
SSRIs and SNRIs, including Savella. In many cases, this hyponatremia appears to be the result of the
syndrome of inappropriate antidiuretic hormone secretion (SIADH). Cases with serum sodium lower



than 110 mmol/L have been reported. Elderly patients may be at greater risk of developing hyponatremia
with SNRIs, SSRIs, or Savella. Also, patients taking diuretics or who are otherwise volume-depleted
may be at greater risk [see Geriatric Use]. Discontinuation of Savella should be considered in patients
with symptomatic hyponatremia. Signs and symptoms of hyponatremia include headache, difficulty
concentrating, memory impairment, confusion, weakness, and unsteadiness, which may lead to falls.
Signs and symptoms associated with more severe and/or acute cases have included hallucination, syn-
cope, seizure, coma, respiratory arrest, and death. Abnormal Bleeding-SSRIs and SNRIs, including
Savella, may increase the risk of bleeding events. Concomitant use of aspirin, nonsteroidal anti-inflam-
matory drugs, warfarin, and other anti-coagulants may add to this risk. Case reports and epidemiolog-
ical studies (case-control and cohort design) have demonstrated an association between use of drugs
that interfere with serotonin reuptake and the occurrence of gastrointestinal bleeding. Bleeding events
related to SSRIs and SNRIs use have ranged from ecchymoses, hematomas, epistaxis, and petechiae
to life-threatening hemorrhages. Patients should be cautioned about the risk of bleeding associated with
the concomitant use of Savella and NSAIDs, aspirin, or other drugs that affect coagulation. Activation
of Mania-No activation of mania or hypomania was reported in the clinical trials evaluating effects of
Savella in patients with fibromyalgia. However those clinical trials excluded patients with current major
depressive episode. Activation of mania and hypomania have been reported in patients with mood dis-
orders who were treated with other similar drugs for major depressive disorder. As with these other
agents, Savella should be used cautiously in patients with a history of mania. Patients with a History of
Dysuria-Because of their noradrenergic effect, SNRIs including Savella, can affect urethral resistance and
micturition. In the controlled fibromyalgia trials, dysuria occurred more frequently in patients treated
with Savella (1%) than in placebo-treated patients (0.5%). Caution is advised in use of Savella in patients
with a history of dysuria, notably in male patients with prostatic hypertrophy, prostatitis, and other lower
urinary tract obstructive disorders. Male patients are more prone to genitourinary adverse effects, such
as dysuria or urinary retention, and may experience testicular pain or ejaculation disorders. Controlled
Narrow-Angle Glaucoma-Mydriasis has been reported in association with SNRIs and Savella; there-
fore, Savella should be used cautiously in patients with controlled narrow-angle glaucoma. Do not use
Savella in patients with Uncontrolled Narrow-Angle Glaucoma [see Contraindications]. Concomitant Use
with Alcohol-In clinical trials, more patients treated with Savella developed elevated transaminases than
did placebo-treated patients [see Warnings and Precautions]. Because it is possible that milnacipran
may aggravate pre-existing liver disease, Savella should not be prescribed to patients with substantial
alcohol use or evidence of chronic liver disease.

ADVERSE REACTIONS: Clinical Trial Data Sources-Savella was evaluated in three double-blind placebo-
controlled trials involving 2209 fibromyalgia patients (1557 patients treated with Savella and 652 patients
treated with placebo) for a treatment period up to 29 weeks. The stated frequencies of adverse reactions
represent the proportion of individuals who experienced, at least once, a treatment-emergent adverse re-
action of the type listed. A reaction was considered treatment emergent if it occurred for the first time
or worsened while receiving therapy following baseline evaluation. Because clinical trials are conducted
under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot
be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice. Adverse Reactions Leading to Discontinuation-In placebo-controlled trials in patients with
fibromyalgia, 23% of patients treated with Savella 100 mg/day, 26% of patients treated with Savella
200 mg/day discontinued prematurely due to adverse reactions, compared to 12% of patients treated
with placebo. The adverse reactions that led to withdrawal in > 1% of patients in the Savella treatment
group and with an incidence rate greater than that in the placebo treatment group were nausea
(milnacipran 6%, placebo 1%), palpitations (milnacipran 3%, placebo 1%), headache (milnacipran 2%,
placebo 0%), constipation (milnacipran 1%, placebo 0%), heart rate increased (milnacipran 1%, placebo
0%), hyperhidrosis (milnacipran 1%, placebo 0%), vomiting (milnacipran 1%, placebo 0%), and dizzi-
ness (milnacipran 1% and placebo 0.5%). Discontinuation due to adverse reactions was generally more
common among patients treated with Savella 200 mg/day compared to Savella 100 mg/day. Most Com-
mon Adverse Reactions-In the placebo-controlled fibromyalgia patient trials the most frequently occur-
ring adverse reaction in clinical trials was nausea. The most common adverse reactions (incidence > 5%
and twice placebo) in patients treated with Savella were constipation, hot flush, hyperhidrosis, vomiting,
palpitations, heart rate increased, dry mouth, and hypertension. Table 2 lists all adverse reactions that
occurred in at least 2% of patients treated with Savella at either 100 or 200 mg/day and at an incidence
greater than that of placebo. Table 2 in the full Pl shows the incidence of common adverse reactions that
occurred in at least 2% of patients treated with Savella at either 100 or 200 mg/day and at an incidence
greater than that of placebo. Cardiac disorders: Palpitations, Tachycardia; Eye Disorders: Vision blurred;
Gastrointestinal Disorders: Nausea, Constipation, Vomiting, Dry mouth, Abdominal pain; General Dis-
orders: Chest pain, Chills, Chest discomfort; Infections: Upper respiratory tract infection; Investiga-
tions: Heart rate increased, Blood pressure increased; Metabolism and Nutrition Disorders: Decreased
appetite; Nervous System Disorders: Headache, Dizziness, Migraine, Paresthesia, Tremor, Hypoesthe-
sia, Tension headache; Psychiatric Disorders: Insomnia, Anxiety; Respiratory Disorders: Dyspnea; Skin
Disorders: Hyperhidrosis, Rash, Pruitius; Vascular Disorders: Hot flush, Hypertension, Flushing. Weight
Changes-In placebo-controlled fibromyalgia clinical trials, patients treated with Savella for up to 3 months
experienced a mean weight loss of approximately 0.8 kg in both the Savella 100 mg/day and the Savella
200 mg/day treatment groups, compared with a mean weight loss of approximately 0.2 kg in placebo-
treated patients. Genitourinary Adverse Reactions in Males-In the placebo-controlled fibromyalgia
studies, the following treatment-emergent adverse reactions related to the genitourinary system were ob-
served in at least 2% of male patients treated with Savella, and occurred at a rate greater than in placebo-
treated male patients: dysuria, ejaculation disorder, erectile dysfunction, ejaculation failure, libido
decreased, prostatitis, scrotal pain, testicular pain, testicular swelling, urinary hesitation, urinary reten-
tion, urethral pain, and urine flow decreased. Other Adverse Reactions Observed During Clinical Tri-
als of Savella in Fibromyalgia-Following is a list of frequent (those occurring on one or more occasions
in at least 1/100 patients) treatment-emergent adverse reactions reported from 1824 fibromyalgia pa-
tients treated with Savella for periods up to 68 weeks. The listing does not include those events already
listed in Table 2, those events for which a drug cause was remote, those events which were so general
as to be uninformative, and those events reported only once which did not have a substantial probabil-
ity of being acutely life threatening. Adverse reactions are categorized by body system and listed in order
of decreasing frequency. Adverse reactions of major clinical importance are described in the Warnings
and Precautions section. Gastrointestinal Disorders — diarrhea, dyspepsia, gastroesophageal reflux dis-
ease, flatulence, abdominal distension; General Disorders — fatigue, peripheral edema, irritability, pyrexia;
Infections — urinary tract infection, cystitis; Injury, Poisoning, and Procedural Complications — contusion,
fall; Investigations — weight decreased or increased; Metabolism and Nutrition Disorders — hypercholes-
terolemia; Nervous System Disorders — somnolence, dysgeusia; Psychiatric Disorders — depression,
stress; Skin Disorders — night sweats. Postmarketing Spontaneous Reports-The following additional
adverse reactions have been identified from spontaneous reports of Savella received worldwide. These
adverse reactions have been chosen for inclusion because of a combination of seriousness, frequency
of reporting, or potential causal connection to Savella. However, because these adverse reactions were
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate
their frequency or establish a causal relationship to drug exposure. These events include: Blood and
Lymphatic System Disorders — leukopenia, neutropenia, thrombocytopenia; Cardiac Disorders —
supraventricular tachycardia; Eye Disorders —accommodation disorder; Endocrine Disorders — hyper-
prolactinemia; Hepatobiliary Disorders — hepatitis; Metabolism and Nutrition Disorders — anorexia,
hyponatremia; Musculoskeletal and Connective Tissue Disorders — rhabdomyolysis; Nervous System
Disorders — convulsions (including grand mal), loss of consciousness, Parkinsonism; Psychiatric
Disorders — delirium, hallucination; Renal and Urinary Disorders — acute renal failure; Reproductive
System and Breast Disorders — galactorrhea; Skin Disorders — erythema multiforme, Stevens Johnson
syndrome; Vascular Disorders — hypertensive crisis.

DRUG INTERACTIONS: Milnacipran undergoes minimal CYP450-related metabolism, with the majority
of the dose excreted unchanged in urine (55%), and has a low binding to plasma proteins (13%). In vitro
and in vivo studies showed that Savella is unlikely to be involved in clinically significant pharmacokinetic
drug interactions [see Pharmacokinetics in Special Populations]. Monoamine Oxidase Inhibitors - [See
Contraindications] Serotonergic Drugs - Due to the mechanism of action of SNRIs and SSRIs, including
Savella, and the potential for serotonin syndrome or Neuroleptic Malignant Syndrome (NMS)-like
reactions, caution is advised when Savella is co-administered with other drugs that may affect the
serotonergic neurotransmitter systems. This includes drugs such as triptans, lithium, tryptophan,
antipsychotics and dopamine antagonists. Co-administration of Savella with other inhibitors of serotonin
re-uptake may result in hypertension and coronary artery vasoconstriction, through additive serotoner-
gic effects. Concomitant use of Savella with other SSRIs, SNRIs, or tryptophan is not recommended
[see Warnings and Precautions). Triptans - There have been rare postmarketing reports of serotonin
syndrome with use of an SSRI and a triptan. If concomitant treatment of Savella with a triptan is clinically
warranted, careful observation of the patient is advised, particularly during treatment initiation and dose
increases [see Warnings and Precautions). Catecholamines - Savella inhibits the reuptake of nor-
epinephrine. Therefore concomitant use of Savella with epinephrine and norepinephrine may be associ-
ated with paroxysmal hypertension and possible arrhythmia [see Warnings and Precautions —
Effects on Blood Pressure and Effects on Heart Rate]. CNS-active drugs - Given the primary CNS effects
of Savella, caution should be used when it is taken in combination with other centrally acting drugs,
including those with a similar mechanism of action. Clomipramine: In a drug-drug interaction study, an
increase in euphoria and postural hypotension was observed in patients who switched from clomipramine
to Savella. Clinically Important Interactions with Select Cardiovascular Agents - Digoxin: Use of Savella
concomitantly with digoxin may be associated with potentiation of adverse hemodynamic effects.
Postural hypotension and tachycardia have been reported in combination therapy with intravenously
administered digoxin (1 mg). Co-administration of Savella and intravenous digoxin should be avoided
[see Warnings and Precautions). Clonidine: Because Savella inhibits norepinephrine reuptake, co-
administration with clonidine may inhibit clonidine’s anti-hypertensive effect.

USE IN SPECIFIC POPULATIONS: Pregnancy-Pregnancy Category C. Milnacipran increased the
incidence of dead fetuses in utero in rats at doses of 5 mg/kg/day (0.25 times the MRHD on a mg/m?
basis). Administration of milnacipran to mice and rabbits during the period of organogenesis did not re-
sultin embryotoxicity or teratogenicity at doses up to 125 mg/kg/day in mice (3 times the maximum rec-
ommended human dose [MRHD] of 200 mg/day on a mg/m? basis) and up to 60 mg/kg/day in rabbits
(6 times the MRHD of 200 mg/day on a mg/m? basis). In rabbits, the incidence of the skeletal variation,
extra single rib, was increased following administration of milnacipran at 15 mg/kg/day during the pe-
riod of organogenesis. There are no adequate and well-controlled studies in pregnant women. Savella
should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. To
provide information regarding the exposure to Savella during pregnancy, physicians are advised to rec-
ommend that pregnant patients taking Savella enroll in the Savella Pregnancy Registry. Enrollment is vol-
untary and may be initiated by pregnant patients or their healthcare providers by contacting the registry
at 1-877-643-3010 or by email at registries@kendle.com. Data forms may also be downloaded from
the registry website at www.savellapregnancyregistry.com. Nonteratogenic Effects; Neonates exposed
to dual reuptake inhibitors of serotonin and norepinephrine, or selective serotonin reuptake inhibitors late
in the third trimester have developed complications requiring prolonged hospitalization, respiratory sup-
port, and tube feeding. Such complications can arise immediately upon delivery. Reported clinical find-
ings have included respiratory distress, cyanosis, apnea, seizures, temperature instability, feeding
difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability,
and constant crying. These features are consistent with either a direct toxic effect of these classes of
drugs or, possibly, a drug discontinuation syndrome. It should be noted that, in some cases, the clini-
cal picture is consistent with serotonin syndrome [see Warnings and Precautions). In rats, a decrease
in pup body weight and viability on postpartum day 4 were observed when milnacipran, at a dose of 5
mg/kg/day (approximately 0.2 times the MRHD on a mg/m? basis), was administered orally to rats dur-
ing late gestation. The no-effect dose for maternal and offspring toxicity was 2.5 mg/kg/day (approxi-
mately 0.1 times the MRHD on a mg/m? basis). Labor and Delivery-The effect of milnacipran on labor
and delivery is unknown. The use of Savella during labor and delivery is not recommended. Nursing
Mothers-There are no adequate and well-controlled studies in nursing mothers. It is not known if mil-
nacipran is excreted in human milk. Studies in animals have shown that milnacipran or its metabolites
are excreted in breast milk. Because many drugs are excreted in human milk and because of the poten-
tial for serious adverse reactions in nursing infants from milnacipran, a decision should be made whether
to discontinue the drug, taking into account the importance of the drug to the mother. Because the safety
of Savella in infants is not known, nursing while on Savella is not recommended. Pediatric Use-Safety
and effectiveness of Savella in a fibromyalgia pediatric population below the age of 17 have not been es-
tablished [see Box Warning and Warnings and Precautions]. The use of Savella is not recommended in
pediatric patients. Geriatric Use-In controlled clinical studies of Savella, 402 patients were 60 years or
older, and no overall differences in safety and efficacy were observed between these patients and younger
patients. In view of the predominant excretion of unchanged milnacipran via kidneys and the expected
decrease in renal function with age renal function should be considered prior to use of Savella in the eld-
erly [see Dosage and Administration). SNRIs, SSRIs, and Savella, have been associated with cases of
clinically significant hyponatremia in elderly patients, who may be at greater risk for this adverse event
[see Warnings and Precautions).

DRUG ABUSE AND DEPENDENCE: Controlled Substance-Milnacipran is not a controlled substance.
Abuse-Milnacipran did not produce behavioral signs indicative of abuse potential in animal or human
studies. Dependence-Milnacipran produces physical dependence, as evidenced by the emergence of
withdrawal symptoms following drug discontinuation, similar to other SNRIs and SSRIs. These
withdrawal symptoms can be severe. Thus, Savella should be tapered and not abruptly discontinued
after extended use [see Discontinuation of Treatment with Savella).

OVERDOSAGE: There is limited clinical experience with Savella overdose in humans. In clinical trials,
cases of acute ingestions up to 1000 mg, alone or in combination with other drugs, were reported with
none being fatal. In postmarketing experience, fatal outcomes have been reported for acute overdoses
primarily involving multiple drugs but also with Savella only. The most common signs and symptoms
included increased blood pressure, cardio-respiratory arrest, changes in the level of consciousness
(ranging from somnolence to coma), confusional state, dizziness, and increased hepatic enzymes.
Management of Overdose-There is no specific antidote to Savella, but if serotonin syndrome ensues,
specific treatment (such as with cyproheptadine and/or temperature control) may be considered. In case
of acute overdose, treatment should consist of those general measures employed in the management
of overdose with any drug. An adequate airway, oxygenation, and ventilation should be assured and car-
diac rhythm and vital signs should be monitored. Induction of emesis is not recommended. Gastric
lavage with a large-bore orogastric tube with appropriate airway protection, if needed, may be indicated
if performed soon after ingestion or in symptomatic patients. Because there is no specific antidote for
Savella, symptomatic care and treatment with gastric lavage and activated charcoal should be consid-
ered as soon as possible for patients who experience a Savella overdose. Due to the large volume of dis-
tribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to
be beneficial. In managing overdose, the possibility of multiple drug involvement should be considered.
The physician should consider contacting a poison control center for additional information on the treat-
ment of any overdose. Telephone numbers for certified poison control centers are listed in the Physicians’
Desk Reference (PDR).
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And the winners are...
Results are in for the 2011 Doctors’ Writing Contest.
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From MedEc

Multitasking: Boon or bane

By JUDY BEE

o you have a busy signal
problem? Most practices
don’t because they have an

automatic voice mail if the phone
call is not answered after a specified
number of rings. So this solves the
problem, right? Not really.

Here’s the issue: You may not have
enough ears to answer the volume
of calls you have. If your staff cannot
get to the calls the first time, how
will they have time to call back (a
disappointed caller) while they are
supposed to be available to answer
the new incoming calls?

Two ears can generally handle two
lines simultaneously and give accept-
able service. Adding more lines into
infinity with the voice mail system
gives you the opportunity to irritate
more callers simultaneously. It also
accounts for front desk/phone burn-
out and staff turnover.

Technology is great, but it doesn’t
substitute for having enough qualified
staff with “do-able” jobs. Study the
types of calls answered, the volume
per hour, and the staffing availabil-
ity to answer before you add more
access. There may be other solutions

Medical

D0s AND DON'Ts WITH MIDLEVELS

Are you thinking of adding midlevel providers to
your practice? If so, benefit from a colleague’s
experience so that new physician assistants
and/or nurse practitioners affect the practice’s
livelihood, patient access, and patient satisfaction
in a positive way. page 38
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THESE DAYS, MANY PEOPLE
THINK THAT THEY CAN MULTITASK
WHILE USING TECHNOLOGY.

I AM NOT CONVINCED.

that won’t kill the phone staff or turn
off good patients.

The doctor who is knee-deep in
a complex medical case and stops to
review emails, text messages, or take
phone calls might think that he or
she is an all-star multitasker, but this
scenario should be avoided whenever
possible. Distractions from the case at
hand jeopardize the outcome. Even
though it’s okay to allow a reasonable
amount of personal calls for staff, a
team member should never be dis-
tracted when working with patients
and physicians.

These days, many people think
that they can multitask while using
the computer, driving, and while
working. T am not convinced (and
using technology while driving is
downright unsafe—to the user and
others on the road). I recommend
that pagers, phones, iPods, or other

BADMOUTHING CAN BITE YOU

Making negative comments about another
doctor could haunt you—and him or her—in
several ways. Read why, and find out what to do
if another physician makes negative comments
about you, in the Malpractice Consult column.
page 70

MedicalEconomics.com

electronic gear be stored away

from staff work areas, placed on
silent mode, and accessed only at
breaks or mealtimes. Some practices
provide a laptop that is not on the
practice network for the staff to use
while on break.

Technology is an amazing thing,
and a well-run practice should em-
brace it. However, just because you
can use technology to cure every ill
doesn’t mean you always should.

The author is a Medical Economics
editorial consultant and a medical prac-
tice management consultant with the
" Practice Performance

Group, La Jolla, Cali-
fornia. Read her blog
at: MedicalEconomics.
. comy/jbee. Send your

feedback to medec@
advanstar.com.

Emnomics
0 == The Pong I)I‘IHCI le What happens when a doctor asks a patient for advice? Thomas Ellis, MD,

the Grand Prize winner of the 2011 Doctors Writing Contest shares his experience, when a patient asks what she can
do for him. She serves up some home-spun wisdom that forever changes the way that Ellis practices medicine and
communicates with his family and patients. page 22

NEW OBSERVATION CODES

The 2011 GPT codebook contains three new
codes for subsequent outpatient services.

Learn how to use them to maximize your
reimbursements in the Coding Cues column. Also,
learn more about the delayed implementation of
CMS PECOS. page 72
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PATANASE® Nasal Spray: The only nasal antihistamine FDA-approved to
begin working in 30 minutes.

B Fast relief of all nasal symptoms* B More than 90% insured patients* covered = excellent access
B Sustained relief through 2 weeks” *Enrolled in commercial, Medicare, or state Medicaid plans.
INDICATIONS AND USAGE

PATANASE® Nasal Spray is an H, receptor antagonist indicated for the relief of the symptoms of seasonal allergic rhinitis in adults and children 6 years of age and older.

Dosing and Administration:

Recommended dosages:

« Adults and adolescents >12 years: Two sprays per nostril twice daily.
« Children 6 to 11 years: One spray per nostril twice daily.

IMPORTANT SAFETY INFORMATION

Warnings and Precautions:

« Epistaxis, nasal ulceration, and nasal septal perforation. Monitor patients periodically for signs of adverse effects on the nasal mucosa. Discontinue if ulcerations
or perforations occur. Avoid use in patients with nasal disease other than allergic rhinitis.

« Avoid engaging in hazardous occupations requiring complete mental alertness such as driving or operating machinery when taking PATANASE® Nasal Spray.

« Avoid concurrent use of alcohol or other central nervous system depressants with PATANASE® Nasal Spray.

Adverse Events:

The most common adverse reactions (>1%) included bitter taste, headache, epistaxis, pharyngolaryngeal pain,

post-nasal drip, cough, and urinary tract infection in patients 12 years of age and older and epistaxis, headache,

upper respiratory tract infection, bitter taste, pyrexia, and rash in patients 6 to11 years of age.

Patanasé

AlCon oo v o (olgpatadine HLT) 65 meg

Please see Prescribing Information on following page.


http://www.patanase.com

Patanaseé
(olopaiadine ALT) 665 mey

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed
to use PATANASE® Nasal Spray safely and effectively.

See full prescribing information for PATANASE® Nasal Spray.

PATANASE® (olopatadine hydrochloride) Nasal Spray
Initial U.S. Approval: 1996

INDICATIONS AND USAGE

PATANASE® Nasal Spray is an Hq receptor antagonist indicated for
the relief of the symptoms of seasonal allergic rhinitis in adults and
children 6 years of age and older. (1)

DOSAGE AND ADMINISTRATION
For intranasal use only.

Recommended dosages:
e Adults and adolescents =12 years: Two sprays per nostril twice
daily. (2.1)

e Children 6 to 11 years: One spray per nostril twice daily. (2.2)

Priming Information: Prime PATANASE® Nasal Spray before initial use
and when PATANASE® Nasal Spray has not been used for more than
7 days. (2.3)

DOSAGE FORMS AND STRENGTHS

Nasal spray 0.6%: 665 mcg of olopatadine hydrochloride in each
100-microliter spray. (3) Supplied as a 30.5 g bottle containing 240
sprays.

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS

e Epistaxis, nasal ulceration, and nasal septal perforation. Monitor
patients periodically for signs of adverse effects on the nasal mucosa.
Discontinue if ulcerations or perforations occur. Avoid use in patients
with nasal disease other than allergic rhinitis. (5.1)

 Avoid engaging in hazardous occupations requiring complete
mental alertness and coordination such as driving or operating
machinery when taking PATANASE® Nasal Spray. (5.2)

 Avoid concurrent use of alcohol or other central nervous system
depressants with PATANASE® Nasal Spray. (5.2)

ADVERSE REACTIONS

The most common (>1%) adverse reactions included bitter taste,
headache, epistaxis, pharyngolaryngeal pain, post-nasal drip, cough,
and urinary tract infection in patients 12 years of age and older and
epistaxis, headache, upper respiratory tract infection, bitter taste,
pyrexia, and rash in patients 6 to 11 years of age. (6.1)

To report SUSPECTED ADVERSE REACTIONS,
contact Alcon Laboratories, Inc.

at 1-800-757-9195

or FDA at 1-800-FDA-1088

or www.fda.gov/medwatch.
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mountain cedar. Ann Allergy Asthma Immunol. 2005;95(5):474-479. 6. Meltzer EO, Hampel FC, Ratner
PH, et al. Safety and efficacy of olopatadine hydrochloride nasal spray for the treatment of seasonal
allergic rhinitis. Ann Allergy Asthma Immunol. 2005;95(6):600-606.

7. www.FingertipFormulary.com. Accessed June 23, 2010.
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‘A tenacious
advocate’

By LOIS A. BOWERS, Managing Editor

he legal world lost a
great cross-examiner
when Steven 1. Kern,

JD, passed away January 10. As
a health law attorney represent-
ing numerous physicians, medi-
cal societies, and others, Steve
was “a tenacious advocate,” in
the words of one of his sons,
Brian S. Kern, JD.

Steve was a tenacious advocate for physicians as a
writer and editorial consultant for Medical Econom-
ics, too. We—and you—always could count on him to
address legal and malpractice-related issues of vital
importance to you—and to bring his knowledgeable
perspective to those issues.

A case in point is a Malpractice Consult column
he wrote about the legal ramifications facing you
and your colleagues when you apologize for medical
errors. Examining two recently published studies, the
column appeared in our September 24, 2010, issue.
Taken at face value, the results of one of the studies
seemed to support apology and disclosure policies as
not only ethical requirements but also as a means to
reduce the costs of malpractice. As Steve pointed out,
however, the rather unique environment of the study
setting, as well as the results of the other research
reviewed, demonstrated that “physicians continue
to face serious exposure if they apologize or even
express sympathy for an unexpected adverse result.”

The last Malpractice Consult column Steve wrote
appeared in our December 3, 2010, issue. We’ll miss
his insights and are thankful that his legacy lives
on in so many ways, including the online archives
of Medical Economics. To read the contributions he
made to Medical Economics via feature articles and
Malpractice Consult columns, visit
MedicalEconomics.com/kern. To read the blog
entries he contributed to ModernMedicine.com,

a Web site including content from Medical Economics
and other Advanstar healthcare brands, visit
MedicalEconomics.com/kernblog.

Steven I. Kern, JD

Send your feedback to medec@advanstar.com.
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Required reading

I just read the editorial in a recent
issue (“Hope must be part of the
formula,” [by Gregory A. Hood, MD],
January 10 issue). Dr. Hood is exactly
correct.

This article should be required
reading for every member of Congress
and every Centers for Medicare and
Medicaid Services bureaucrat. T hope it
will be circulated as widely as possible.

JoHN MACKEL, MD, MHSA
Cape Girardeau, Missouri

EHRs miss
the mark
The article by
David O’Dell,
MD, JD, MBA,
MHSM, speaks
hopefully of elec-
tronic health records (EHRSs) benefits
(“Avoiding medical negligence claims,”
January 10 issue). However, in my
review of charts where medical mal-
practice is alleged, I am disappointed
at how frequently an EHR will “hang”
a physician as well as exonerate him
or her.

For example, checking the box
on an EHR template for “all other
systems reviewed and negative” when
the patient has a glass eye, amputa-
tion, psoriasis, or any number of
readily notable but undocumented
abnormalities, indicates an evaluation
lacking in rigor and believability. Con-
versely, an EHR may contain prompts
for symptoms associated with a pre-
senting complaint, and those prompts
remain blank.

An EHR will never produce the

Talk Back

DR. GREGORY A. HOOD'S “ARTICLE
SHOULD BE REQUIRED READING
FOR EVERY MEMBER OF CONGRESS
AND EVERY [CMS] BUREAUCRAT.”

“color” that shows the true nature of
a physician-patient interaction. The
absence of an actual personal note,
either typed, dictated, or handwritten,
can be a boon to a plaintiff.
CHARLES A. PILCHER, MD, FACEP
Kirkland, Washington

A shared experience

Wow, I feel as if I could have writ-
ten the article (“The good, the bad,
and the ugly,” [by Russell Bacak, MD],
December 3 issue) as our stories run
pretty parallel.

The only difference in my case is
that I skipped the partnership, going
straight from a group of 10 to a solo
practice (with 6 months of hospitalist
work to pay bills while I set up my
own practice from scratch). I distinct-
ly remember having conversations in

medical school and residency about
future plans, and T always said that I'd
never be doing the solo practice thing.

Now I am 10 years out of residen-
cy and 3 years into my own practice,
and I absolutely love it. I have actually
found that I enjoy the business side of
it, now that it is my business and not
just something that I have to go along
with.

In answer to your pondering on
hiring a physician assistant, I have a
suggestion. I hired a nurse practitio-
ner (NP) about 2
years ago, and it
has been a fantas-
tic move. I now
can take vacations
and other days off
without worrying
about the practice
being nonproductive.

My uncle was a solo general prac-
titioner, and I frequently discuss ideas
with him. He also thought NPs were a
great addition, as long as you hire the
right one. T found an NP to whom the
patients really respond, and she has
built her own patient panel. She can
also take the overload from me or run
the practice when I'm gone.

If you can find the right person,
he or she can be a very helpful addi-
tion. I appreciate seeing your article.
Maybe it will embolden other people
suffering through bad work situations
to go “the old-fashioned way.” As one
of my mentors always said: “Life is
too short to not love what you are
doing.”

Davip KEUHN, MD
Marshall, Missouri

ModernMedicine.com
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The Medical Economics Editorial Board consists of primary care physicians in private practice across the United States.
Our editorial consultants are authorities in subjects ranging from personal finance to health law. The board members and
consultants contribute expertise and analysis that help shape the content of Medical Economics.
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Another
heart attack
s this far away

Ml—myacardial inlarction.
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Are you
helping to
keep it away?

Despite medical guidelines,
millions of at-risk patients
remain unprotected by aspirin.’2
Aspirin can reduce the risk of
recurrent MI by 30%.34

Counsel your patients today.

Say aspirin.
Help save lives.


http://www.aspirin.com

URlate

AAFP criticizes
CMS fee schedule

The Centers for Medi-
care and Medicaid Ser-
vices (CMS) is coming
under harsh criticism
from the American
Academy of Fam-
ily Physicians (AAFP)
for not doing more to
ensure that primary
care doctors are ap-
propriately valued and
reimbursed.

Lori Heim, MD,
AAFP board chair-

16 MEDICAL ECONOMICS

woman, wrote in a letter
to CMS that primary
care doctors are being
sold short for the work
involved in counseling
patients for combination
vaccinations, because the
relative value units are
taken from old CPT cod-
ing structures that don’t
reflect the work associ-
ated with counseling.
The American Medical
Association/Specialty

February 25, 2011

Society Relative Value
Update Committee has
recommended higher
values to these codes.
Three new CPT
codes allow primary
care doctors to be reim-
bursed for subsequent
observation services in
a facility setting but do
not go far enough to re-
flect the recent increase
in the need for such
services, Heim writes.

MedicalEconomics.com

——
MANAGED CARE

STUDY SHOWS LITTLE
INSURER COMPETITION

Most commercial health insurance
markets in the United States are
dominated by one or two health
insurers, according to an updated
analysis released by the American
Medical Association.

The 2010 edition of “‘Competition in
Health Insurance: A Comprehensive
Study of U.S. Markets” found that
99% of health insurance markets in the
United States are “highly concentrated,’
based on the 1997 U.S. Department of
Justice and Federal Trade Commission
Horizontal Merger Guidelines.

In 48% of metropolitan statistical
areas, at least one insurer had a market
share of 50% or more. In 60% of the areas,
the two largest insurers had a combined
market share of 70% or greater. In 24
states, the two largest insurers had a
combined market share of 70% or more.

PAY FOR PERFORMANCE

QUALITY ORGANIZATION
UPDATES PCMH GUIDE

The healthcare quality organization
that sets the health insurance industry-
accepted criteria for practices being
recognized as a Patient-Centered
Medical Home (PCMH) released
updated guidelines on January 31.

The new criteria from the National
Committee for Quality Assurance
(NCQA) call on medical practices to
be more patient-centered and reinforce
federal meaningful use incentives for
primary care practices to adopt health
information technology.

Practices earn points for meeting
PCMH criteria, with more points
equating to a higher level of NCQA
PCMH recognition. The new version
of the recognition directs practices to
organize care according to patients’
preferences and needs. Standards
emphasize access to care during
and after office hours and managing
care in collaboration with patients
and families. Other changes include
providing services in patients’ preferred
languages and helping patients with
self-care.

ModernMedicine.com
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VIMOVO- the only prescription-strength NSAID therapy with a built-in PPI for
OA pain relief patients can stay with

Compared with EC-naproxen - controlled studies did not extend beyond 6 months
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As with all NSAIDs, use the lowest effective dose for the shartest duration

of time consistent with individual patient treatment goals.

VIMOVO is indicated for the relief of signs and symptoms of osteoarthritis, rheumatoid arthritis, and
ankylosing spondylitis and to decrease the risk of developing gastric ulcers in patients at risk of developing
NSAID-associated gastric ulcers. VIMOVO is not recommended for initial treatment of acute pain because
the absorption of naproxen is delayed compared to absorption from other naproxen-containing products.
Controlled studies do not extend beyond 6 months.

Cardiovascular Risk
* Naproxen, a component of VIMOVO, may cause an increased risk of serious cardiovascular
thrombotic events, myocardial infarction, and stroke, which can be fatal. This risk may increase
with duration of use. Patients with cardiovascular disease or risk factors for cardiovascular
disease may be at greater risk.
» VIMOVD is contraindicated for the treatment of perioperative pain in the setting of coronary
artery bypass graft (CABG) surgery.
Bastrointestinal Risk
® NSAIDs, including naproxen, a component of VIMOVD, cause an increased risk of serious
gastrointestinal adverse events including bleeding, ulceration, and perforation of the stomach
or intestines, which can be fatal. These events can occur at any time during use and without
warning symptoms. Elderly patients are at greater risk for serious gastrointestinal (G1) events.
VIMOVO is contraindicated in patients with known hypersensitivity to any compenent of VIMOVO or substituted
benzimidazoles; in patients with a history of asthma, urticaria, or other allergic-type reactions after taking
aspirin or other NSAIDs; in patients during the perioperative period in the setting of coronary artery bypass
graft (CABG) surgery; or in patients in the late stages of pregnancy,
The most commonly observed adverse events in clinical trials (experienced by >5% patients in the VIMOVO
group) were erosive gastritis, dyspepsia, gastritis, diarrhea, gastric ulcer, upper abdominal pain, and nausea.

Please see Brief Summary of Prescribing Information, including Boxed Warnings,
on adjacent pages.

Reference: 1. VIMOVO™ Prescribing Information. Wilmington, DE: AstraZeneca; 2010,

VIMOVD is a trademark of the AstraZeneca group of companies.
© 2010 AstraZeneca LP. All rights reserved. 310472 10/10

Get the free app for your moblle smartphone
at hittp:gettag mobi

Take part in the VIMOVO experience

Scan the tag above to start now or
visit www.VIMOVOtouchpoints.com to learn more
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375/20+500/20 mg delayed-release tablets
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BRIEF SUMMARY of Prescribing Information.

Cardiovascular Risk
NonSteraidal Anti-inflammatory Drugs (NSAIDs), a component of VIMOVO, may cause an increased risk of
. serious cardiovascular thrombotic evenls, myocardial infarction, and stroke, which can be falal. This risk
may increase with duration of use. Patients with cardiovascular disease or risk faclors for cardiovascular
disease may be at greater risk [see Warnings and i
VIMOVO is contraindicated for the treatment of perioperative pain in the setting of coronary artery bypass
grafl (CABG) surgery [see Confraindicalions, and Warnings and Precautions].

Gastrointestinal Risk
NSAIDs, including naproxen, a component of VIMOVO, cause an increased risk of serious gasirointestinal
adverse events including bleeding, ulceration, and perforation of the stomach or intestines, which can be
latal. These events can occur at any time during use and withoul warning symploms. Elderly patients are

| al greater risk lor serious gastrointestinal events [see Warnings and Precautions).

INDICATIONS AND USAGE

VIMOVO is a combination product that contains naproxen and esomeprazole. Itis indicated for the relief of signs and
symptoms of osteoarinrifis, theumatoid arthritis, and ankylosing spondylitis and to decrease the risk of developing
gastric ulcers in patients at risk of developing NSAID-associated gastric ulcers. VIMOVD is not recommended for initial
treatment of acute pain because the absorption of naproxen is delayed compared to absorption from other naproxen-
containing products. Gontrolled studies do not extend beyond & months.

DOSAGE AND ADMINISTRATION

Carefully consider the potential benefits and risks of VIMOVD and other treatment options before deciding to use
VIMOVO. Use the lowest effective dose for the shortest duration consistent with individual patient treatment goals.
VIMOVO does not allow for administration of a lower daily dose of esomeprazale. It a dose of esomeprazole lower than
atotal daily dose of 40 myg is mare appropriate, a different treatment should be considered,

Rheumatoid Arthritis, Osteoarthritis and Ankylosing Spondylitis

The dosage is one tablet twice daily of VIMOVD 375 mg naproxen and 20 my of esomeprazole or 500 mg naproxen and
20 my of esameprazale.

The tablets are to be swallowed whole with liguid. Da nat spit, chew, crush or dissolve the tablet VIMOVD is to be
taken at least 30 minutes before meals

Geriatric Patients Studies indicate that although total plasma concentration of naproxen is unchanged, the unbound
plasma fraction of naproen is increased in the elderly. Usa caution when high doses are required and some adjustment
of dosage may be required in edderly patients. As with other drugs used in the elderly use the lowest effective dose Jsee
Use in Specific Populations and Clinical Pharmacology (12.3) in full Prescribing Information].

Patients With Moderate to Severe Renal Impairment Naproxen-containing products are not recommendsd for
use in patients with moderate to severe or severa renal impairment (creatining clearance <30 mLimin). [see Warnings
and Precautions and Use in Specific Populations|.

Hepatic Insufficiency Manitor patients with mild to moderate hepatic impairment closely and consider a possibie
dose reduction based on the naproxen component of VIMOVO.

VIMOVO is not recommended in patients with severe hepatic impairment because esomeprazole doses should not
exceed 20 my daily in these patients [ses Warnings and Precautions, Use in Specific Populations and Clinical
Pharmacology (12.3) in full Prescribing Information),

Pediatric Patients The safety and efficacy of VIMOVO in children younger than 18 years has not been established.
VIMOVD is therefore not recommended for use in children.

CONTRAINDICATIONS

VIMOVO is contraindicatad in patiants with known hypersensitivity fo napraxen. esomeprazole magnesium, substituted
benzimidazoles, or to any of the excipients.

VIMOVO is confraindicated in patients who have experienced asthma, urticaria, or allergic-typs reactions after taking
aspirin or other NSAIDs. Severe, rarely fatal, anaphylactic-like reactions to NSAIDS have been reporied in such patients
[se2 Warnings and Precautions]. Hypersansiivity reactions. eg. angioedema and anaphylactic raaction/shock, have been
reported with esomeprazole use.

VIMOVQ is contraindicated for the treatment of perioperative pain in the setting of coronary artery bypass graft (CABG)
surgery [see Warnings and Precautions).

VIMOVD is contraindicated in patients in the late stages of pregnancy [see Warnings and Precautions and Use in
Specilic Populations].

WARNINGS AND PRECAUTIONS

Cardiovascular Thrombotic Events

Clinical trials of several COX-2 selective and nonselective NSAIDs of up to three years duration have shown an
incraased risk of serious cardiovascular (CV) thrambotic events, myacardial infarction. and stroke, which can be fatal,
All NSAIDS, both COX-2 selective and nonselective, may have a similar risk. Patients with known CV disease or risk
factors for CV disease may be af greater risk. To minimize the potential risk for an adverse CV event in patients treated
with an NSAID, the lowest effective dose should be used for the shortest duration possible, Physicians and patiznis
should remain alert for the development of such events. even in the absance of previous CV symptoms, Patients should
be informad about the signs andior symptams of sericus CV events and the steps to take if they occur,

There is no consistent evidence that concurrent use of aspinin mitigates the increased risk of serious CV thrombotic
events associated with NSAID use,

Twao large, controlled, clinical trials of a COX-2 selective NSAID for the treatment of pain in ihe first 10-14 days
following CABG surgary found an increased incidence of myocardial infarction and stroke [s2e Contraindications)
Hypertension

NSAIDs, including napraxen, & component of VIMOY(, can lead to onset of new hypertension or worsening of
pregxisting hypertension, either of which may confribute to the increased incidence of CV evants. Patients taking
thiazides or loop diuretics may have impaired response to these therapies when taking NSAIDs. NSAIDs should be
used with caution in patients with hypertension. Blood pressure (BP) should be monitored closely during the initiation
af NSAID treatment and throughout the course of therapy [see Drug Interactions],

Congestive Heart Failure and Edema

Fluid retention, edema, and peripheral edema have been observed in same patiants taking MSAIDs and should be used
with caution in patients with fluid retention, or heart failura.

Gastrointestinal Effects — Risk of Ulceration, Bleeding, and Perforation

NSAIDs, including naproxen, & component of VIMOVO, can cause serious gastrointastinal (GI) adverse events
including inflammation, bleeding, ulceration, and perforation of the stomach, small intesting. or large intesting, which
can be fatal. While VIMOVO has been shawn to significantty decrease the occurrence of gastric ulcers comparad to
napraxen alone, ulceration and associated complications can still ocour.

These serious adverse events can occur at any time, with or without warning symptoms, in patients treated with
NSAIDs. Only one in five patients who develap a serious upper GI adverse event on NSAID therapy is symptomatic.
Upper Gl ulcars, gross bleeding, or perforation caused by NSMDSs occur in approximately 1% of patients freated for

36 months, and in abaut 2%~4% of patients traated for ane year. These trends continue with longer duration of uge,
increasing the likelihood of daveloping a sericus GI event 4t some time during the course of therapy. However, even
short-term therapy is not without risk. The utility of periodic laboratory monitaring has not been demonstrated, nor has
it ben adequately assessed.

VIMOVO should be prescribed with caution in those with a prior history of uicer disease or gastrointestinal bleeding.
Patients with a prior history of peptic ulcer disease and‘or gastrointestinal bleeding who use NSAIDS have & greater
than 10-fold incraasad risk of developing a GI bleed compared fo patients with neither of these risk factors. Other
factors that incraasa the risk for Gl bleeding in patients trazted with NSAIDS include concomitant use of oral cortico-
sterids or anticoagulants or antiplatelets {including low-dose aspirin), longer duration of NSAID therapy, smoking,
uge of alcahol, older age, and poor ganaral health status. Most spontaneous reports of fatal Gl evants are in elderly or
dabilitated patients. and therefore special care should be taken in treafing this population,

To minimize the potential risk for an adversa GI event in patients treated with an NSAID or NSAID-containing product,
the lowest effective dose should be used for the shortast possible duration. Patients and physicians should remain alert
for signs and symptoms of Gl ulceration and bleeding during NSAID therapy and promptly initiate additional evaluation
and treatment if a serious GI adverse event is suspected. This should include discontinuation of the NSAID until a
serious G adverse event is ruled out, For high risk patients, altemate therapies that do not involve NSAIDs should be
considared,

Epidemiolagical studies of the case-control and cohort design have demonstrated an association between use of
psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bieeding. In two
studies, concurrent use of an NSAID, COX-2 inhibitor, or aspirin potentiated the risk of bleeding [see Drug Interactions].
Atthough these studies focused on upper gastrointestinal bleeding, bleeding at other sites cannot be nuled out.

NSAIDs should be given with care to patients with a history of inflammatory bowel disease {ulcerative colitis, Grahn's
disease) a5 their condition may be exacerbated.

Gastrointestinal symptomatic response to therapy with VIMOVQ does not preclude the presence of gastric malignancy.,
Atrophic gastritis has been noted occasionally in gastric corpus biopsies from patients freated long- term with
ameprazole, of which esomaprazole is an enantiomer and a component of VIMOVD.

Active Bleeding

When acfive and clinically significant bleeding from any source occurs in patients receiving VIMOVO, the treatment
should be withdrawn.

Renal Effects

Long-term administration of NSAIDS has resulted in renal papillary necrosis and other renal injury. Renal toxicity has
also bean seen in patients in whom renal prostaglanding have a compensatory role in the maintenance of renal
perfusion. In these patients, administration of an NSAID may cause a dose-dependent reduction in prostaglandin
formation and, sacondarily, in renal blood flow, which may precipitate overt renal decompensation. Patients at greatest
isk of iis reaction are those with impaired renal function, hypovalemia, heart failure, liver dysfuncion, salt depletion,
those taking diurstics and ACE inhibitors, and the elderly. Discontinuation of NSAID therapy is usualty followed by
recovery fa the pratreatment state,

Advanced Renal Disease

Mo information s available from controlled clinical studies regarding the use of VIMOVO in patients with advanced
renal disegse. Therefors, treatment with VIMOVO is not recommendad in thesa patients with advancad renal disease,
It VIMOVO therapy must be initizted, close monitoring of the patient's renal function is advisable [see Dosage and
Administration, Use in Specific Populations and Clinical Pharmacology (12.3) in full Prescribing Infarmation].
Anaphylactoid Reactions

Anaphylactoid reactions may occur in patignts without known prior expasure to either component of VIMOVO, NSAIDs
shauld not be given to patients with the aspirin triad. This symptom complex typically occurs in asthmatic patients who
experiance rhinitis with or without nasal palyps, or who exhibit savere, potentially fatal bronchospasm after taking
aspirin or other NSAIDs [see Contraindications]. Emergency help should be sought in cases where an anaphylactaid
reaction accurs. Anaphylactoid reactions, Hke anaphylaxis, may have a fatal outcome,

Skin Reactions

NSMIDs can cause serious skin advarse events such as exfoliative dermatifis, Stevens-Johnson syndrome, and toxic
epidermal necrolysis, which can be fatal. These serious events may occur without warning. Patients should be
informad about the signs and symptoms of serious skin manifestations and use of the drug should be discontinued at
the first appearance of skin rash or any other sign of hypersensitity.

Pregnancy

Pregnancy Catagary C-In late pragnancy, as with other NSAIDS, naproxen, a component of VIMOVO should be avoidad
bacause it may causa pramature closure of the ductus arteriosus [see Contraindications and Use in Specific Populations].
Hepatic Effects

Borderling elevations of one or mors liver tasts may oceur in up to 15% of patients taking NSAIDS including naproxen,
a companent of VIMOV, Hepatic abnormalities may be the result of hypersansitivity rather than direct toxicity. Thess
laboratary abnormalities may progress. may remain essentially unchanged, or may be transient with continued
therapy. The SGPT [ALT) tast is probably the most sensitive indicator of liver dysfunction. Notable elevations of ALT or
AST (approximately thrae or more times the upper limit of narmal) have been reported in approximately 1% of patients
in clinical trials with NSAIDs. In addition, rare cases of severe hepatic reactions, including jaundice and fatal fulminant
hepatitis, liver necrosis and hepatic failure, some of them with fatal outcomes, have been reported.

4 patient with symprams and/or signs suggesting liver dysfunction, or in whom an abnormal liver test has nccurred.
should be evaluated for evidence of the development of more severe hepatic reaction while on therapy with VIMOVO.
It clinical signs and symptoms consistent with liver disease develop, or if systemic manifestations occur (eg,
eosinaphilia, rash. etc), VIMOVO should be discontinued,

Chronic alcoholic liver diseasa and prabably other diseases with decreased or abnormal plasma profeins (albumin)
reduce the total plasma concentration of naproxen, but the plasma congentration of unbound naproxen is increased.
Caution is advised when high doses are required and some adjustment of dosage may be requirad in these patients. It
is prudent 1o use th lowest effective dose for the shortest possible duration of adequate treatment.

VIMOVD is not racommended in patients with severe hepatic impairment because esomeprazole doses should not
exceed 20 mg daily in these patients [see Dosage and Administration, and Use in Specific Populations].
Hematological Effects

Anamia s somatimes saen in patients recaiving NSAIDs. This may be dua to fiuid ratention, occult or gross Gi blood
foss, or an incompletely described effect upon ervthrapoiesis. Patients on long-term treatment with NSAIDs, shauld
have their hemoglobin or hamatocrit checked if they exhibit any signs or symptoms of anemia.

NSAIDs inhibit platelet agoregation and have been shown to prolong bieeding time in some patients. Unlike aspirin,
their effect on platelet function is guantitatively less. of shorter duration, and reversible. Patients receiving VIMOVD
who may be adversaly affected by alterations in platelet function, such as those with coagulation disorders or patients
receiving anticoaqulants or antiplatelets, should be carefully monitored

Preexisting Asthma

Patients with asthma may have aspinn-sensitive asthma. The use of aspirin in patients with aspirin-sensitive asthma
has been associated with severs bronchospasm, which can be fatal. Since cross reactivity, including bronchospasm,
between aspirin and other NSAIDS has been reported in such aspirin-sensitive gatints, VIMOVO should not be adminis-
tarad to pafients with this form of aspirin sensitivity and should be used with caution in patients with preexisting asthma.
Concomitant NSAID Use

VIMOVO containg naproxen as ong of its active ingredients. It should not be used with other naproxen-containing
products since they ail circulate in the plasma as the naproxen anion.

The concomitant use of VIMOVO with any dose of @ nonaspirin NSAID should be avoided due to the potential for
increasad risk of adverse reactions,
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Corlicosteroid Treatment

VIMOV( cannot be expected to substitute for corticosteroids or to treat corticosteraid insufficiency. Abrupt disconfin-
uation of corticosteroids may lead to disease exacerbation. Patients on prolonged corticosteroid therapy should have
their therapy tapered slowdy if a decision is made to discontinue corticosternids and the patient should be ohserved
closely for any evidence of adverse effects, including adrenal insufficiency and exacerbation of symptoms of arthritis.
Bone Fracture

Several studies and literature reports indicate that proton pump inhibitor (PP1) therapy is associated with an increased
risk for psteoporosis-related fractures of the hip, wrist, or spine. Those patients with the highest risk received high-
dose or long-term PPl therapy (a year or longer). Patients should use the lowest effective dose and shortest duration
of PPI therapy appropriate to the condition being treated. Patients at risk for osteoporosis-related fractures should be
managed according to the established treatment guidelines. Adequate vitamin D and calcium intake is recommended.
Masking of Inflammation and Fever

The pharmacological activity of VIMOVD in reducing fever and inflammation may diminish the utility of these
diagnostic signs in detecting complications of presumed noninfectious, noninflammatory painful conditions.
Laboratory Tests

Because serious Gl tract ulcerations and bleeding can occur without waming symptoms, physicians should monitor for
signs or symptoms of GI bleeding. Patients on long-term treatment with NSAIDs should have their CBC and 2
chemistry profile checked periodically. If clinical signs and symptoms consistent with liver or renal diseass develap,
systemic manifestations occur (eq, eosinophilia, rash, efc) or if abnormal liver tests persist or worsen, VIMOVO should
be discontinued.

Patients with initial hemoglobin values of 10 g or less who are to receive long-tarm therapy should have hemoglobin
values determined periodically.

ADVERSE REACTIONS

Clinical Studies i

Because clinical trials are conducted under widely varying conditions, adverse reaction rates obsarved in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not raflect the ratas
observed in practice.

The adverse reactions reported below are specific to the clinical trials with VIMOVO. See also the full prescribing
information for naproxen/esomeprazole magnesium products.

The safety of VIMOVO was evaluated in clinical studies invohing 2317 patients (agad 27 to 90 years) and ranging from
312 months. Patients received either 500 mg/20 mg of VIMOVO twice daily (n=1157), 500 mg of enteric-coated nagroxen
twice daily (n=426), or placebo {n=248). The average number of VIMOVO doses taken over 12 months was 96+ 44.

The table below lists all adverse reactions. regardless of causality, occurring in =2% of patients receiving VIMOVO
fram two clinical studies (Study 1 and Study 2). Both of these studies were randomized, multi-canter, double-blind,
parallel studies. The majority of patients were female (67%), white (86%). The majority of patients were 50-69 years
of age (83%). Approvimately one quarter were on low-tose aspirin,

Table 1. Adverse Reactions Occurring in Patients 2% Study 1 and Study 2 (Endoscopic Studies)

Table 2: Adverse Reactions Occurring in Patients 2% {Study 3 and Study 4)

Preferred Term VIMOVD Placebo
[sorted by SOC) 500 mg/20 mg twice daily 1n 246)
{n=490)
| %
Gastm_igtwina_l Disorders | ]
 Diarrhea |

Abdeminal Pain Upper
Constipation

Nausea

Ilemls System Disorders

_@zzlness

| Headache I
General Disorders and Administration Site Condilions
Paripheral al Edema 3 1
Respiratary, Thoracic and Mediastinal Disorders )
Cough [ 1 3
Infections and Infestations
Sinusitis . [ 1 - S——

The percantage of subjects whe withdrew from the VIMOVO treatment group in these studies due to treatment-

emergent adverse events was 7%, Thera wera no preferred terms in which mora than 1% of subjacts withdrew from

any treatment group.

The long-term safety of VIMOVO was evaluated in an opsn-label clinical trial of 239 patients, of which 135 patients

received 500 ma/20 mg of VIMOVD for 12 months. There were no differences in frequency or types of advarse

reactions segn in the long-term safety study compared to sharter-term treatment in the randomized controlled studies,

Postmarkefing Experience

Naproxen The following adverse reactions have been identitied during post-approval use of naproxen. Betause

these reactions are reported voluntarity from a population of uncertain size, it is nof always possible to reliabdy estimate

their frequency or establish a causal relationship to drug exposure. These reports are listed below by body system,

Body as a Whole: anaphylactoid reactions, angioneuratic edema, menstrual disorders. pyrevia (chills and fever);

Cardiovascular: congestive heart failure, vasculiis, hypertension, pulmonary edema; Gastrointestinal: gastro-

intestinal blzeding and/or perforation, hematemesis. pancreatitis, vomiting, colitis, exacerbation of inflammatary bowel

disease (ulcerative colitis, Crohn's disease), nanpeptic gastrointestinal ulceration, ulcerative stomatitis, esophagitis,

peptic ulceration; Hepalobiliary: jaundice, abnarmal liver function tests, hepatms [some cases na\.'e been fatal); Hemic

Fa

4= | e | b cn|oo
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o
~a

In Study 1 and Study 2, patients taking VIMOVO had fewer premature discontinuations due to adverse reactions
compared to patents taking enteric-coated naproxen alone {7.9% vs. 12.5% respectively), The most common reasons
for discontinuations dug to adverse events in the VIMOVO treatment group were upper abdominal pain (1.2%, n=5),
duadenal ulcer (0.7%, n=3) and erosive gastritis {0.7%, n=3). Among patients receiving enteric-coated naproxen, the
most common reasons for discontinuations due to adverse events were duodenal ulcer 5.4% (n=23), dyspepsia 2.8%
{n=12}, and upper abdaminal pain 1.2% (n=5}. The proportion of patients discontinuing treatment dug to any Upper
qastrointestinal adverse events (including duadenal ulcars) in patients treated with VIMOVO was 4% compared to 12%
far patients faking enteric-coated napraxen.

The tahle below lists all adverse reactions. regardless of causality, occuring in =2% of patients from 2 clinical studies
conducted in patients with ostecarthritis of the knee (Study 3 and Study 4).

:’;g:gﬁg% QEI‘?:Q{;EU g tice daily ggm?ﬂ:f; daly and Lymphatic: eosinophilia, leucopenia. melena, thrombocytopenia, ytopenia, hemolytic
{n=428) {n=426 anemia, aplastic anemia; Metabolic and Nutritional: hyperglycamia, hypoglyoemna Nervous System: inability to
u % concentrate, deprassion, draam abnormalities. insomnia, mataise, myalgia, muscle weakness, aseptic meningitis,
Gasiroinestinal Disorders cognitive dysfunction, convulsions; Respiratory: osinophilic pneumonitis, asthma; Dermatologic: alopecia, urficaria,
— skin rashes, toxic epidermal necralysis. erythema muftiforme, erythema nodosum, fixed drug eruption, lichen planus,
Gastis Erosive 18 3 pustular reaction, systemic lupus erythematosus. bulous reactions, including Stevens-Johnson syndrome, photo-
Dyspepsia 18 i sensifive dermatitis, photosensitivity reactions, including rare cases resembling porphyria cutanea tarda
Gastritis 17 14 (pseudoporphyria) or epidermalysis bullosa. If skin fragility, blistering or othar symptoms suggestive of pseudo-
Diarrhea B 5 parphyria occur, freatment should be discantinued and the patient monitored. Special Senses: hearing impairment,
CGasticUer 5 24 comeal opacity, papillitis, refrobulbar optic newritis. papilledema; Urogenital: glomerular nephritis. hematuria, byper-
Abdominal Fain Upper 6 I kalemia. interstitial nephritis, nephrotic syndrome. ranal disease, renal failure, renal papillary necrosis, raised serum
creatining; Reproduction (female): infertility.
; mumg - = 1 i Esomeprazole The following adverse reactions have been identified during post-approval use of esomeprazole.
| ”m”*if'”m“. " |4 6 Because thesa reactions are reportad voluntarify from a population of uncertain size, it is not always possible to reliably
Abdominal Distension 4 4 astimate their frequency or establish a causal relationship to drug exposura. These reports are listed below by body
Flatulence 4 3 system. Blood and Lymphatic: agranulocytosis, pancytopenia: Eye: biurred vision; Gastroimlestinal: pancreatitis,
" Esophagitis ] ] stomatitis; Hepatobiliary: hepatic failure, hepafitis with or without jaundice; Immune System: anaphylactic
Constipation I 3 reaction/shock; Infections and Infestations: G| candidiasis; Metabolism and Nutritional Disorders: hypo-
Abdomina Pan 3 2 magnesemia; Musculoskeletal and Connective Tissue: muscular weakness, myalgia; Nervous System: hepatic
= -~ encephalopathy, faste disturbance; Psychiatric: angression, agitation, depression, hallucination; Renal and Urinary:
__ Erosive Duodenitis 2 12 inersfial nephis. Reproductive System and Breast: gnecomastia; Respiratory, Thoracic, and Mediastinal:
Abdominal Pain Lower 2 3 hospasm; Skin and Subcutaneous Tissue: alopecia, erythema multiforme, hyperhidrosis, photosensitivity,
Duodenitis 1 i - Stevens-Jonson syndrome, toxic epidermal necrolysis (same fatal)
Gastritis Hemorrhagic 1 2 DRUG INTERACTIONS
Gastroesophageal Reflux Diseass <1 1 Saveral stuies conducted vith VINOV have: showm no interaction beteisen the fwo companents, naproxen and esomeprazole.
Duodenal Ulcer < 5 ACE-inhibitors
Erosive Esophagitis - 6 Reports suggest that NSAIDs may diminish the antihypertensive effect of AGE-inhibitors. This interaction should be
infections and Inlzstalions given consideration in patients taking VIMOVO concomitantly with AGE-inhibitors,
:f;':c’h?tip'm”” Tract iecion g ; VIMOVO) can be administered with low-dose aspirin (<325 mg/day) therapy. The concurrent use of aspirn and
. | VIMOVD may increase the risk of serious adverse avents. [see Wamings and Precautions, Adverse Reaclions, and
Urinary Tract Infectian 2 1 Clinical Studies (14) in full Prescribing (nfarmation].
Sinusitis 2 2 When naprawen is adminisiered with doses of aspirin (=1 gram/day), its protein binding is reduced. The clinical
Nasopharyngitis <l - 2 significance of this interaction is not known. However, as with other NSAIDs, concomitant administration of naproxen
Musculoskeletal and Connective Tissue Disorders and aspirin is not generally racommendad because of tha potential of increased adverse effects.
Arthralgia 1 2 Cholestyramine
Nervous Syslem Disorders s with gther NSAIDs, concomitant administration of cholestyraming can delay the absorption of naproxen.
Heatache 3 i Diurefics. . . -
Dyspausia 3 I Cliical studies, as well as postmarketing observations, have shown that NSAIDs can reduce the natriuretic effect of
- — - furosemide and thiazides in some patients. This response has bean attributed to inhibifion of renal prostaglandin
| Respiratory, Thoracic and Mediastinal Disorders thesis. During concomitant therapy with NSAIDs, the patient should be observed closely both for sians of renal
Cough 2 | 3 failure, as well as to monitor to assure diuretic efficacy [see Wamings and Precautions].

Lithium
NSAIDs have produced an elevation of plasma lithium levels and a reduction in renal lithium clearance. The mean
minimurm lithium concentration increased 15% and the renal clearance was decreased by approximately 20%. These
effects hava been attributed to inhibition of renal prostaglandin synthesis by the NSAID. Thus, when NSAIDS and
lithiurn are administered concurrently, subjects should be abserved carefully for signs of lithium taxicity.

Irexate
NSAIDs have been reported to competitively inhibit methotrexate accumulation in rabbit kidney slices. NSAIDs have
been reporfed to reduce fe fubular secretion of methotrexate in an animal model. This may indicate that they could
enfance the toxicity of methotrexate. Caution should be used when NSAIDs are administered concomitantly with
methotrexate.
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icoagulants
Naproxen decreases platelet aggregation and may prolong bleeding time.
The effects of warfarin and NSAIDs on Gl bleeding are synergistic, such that users of both drugs fogether have a risk
of serious Gl bigeding higher than users of either drug alone. No significant interactions have been abserved in clinical
studies with naproxen and coumarin-type anticoagulants. However, caution is advised since interactions have been
seen with other nonstercidal agents of this class. The free fraction of warfarin may increase substantially in some
subjects and naproxen interferes with platelet function.
Postmarketing reparts of changes in prathrombin measures have been reported among patients on concomitant
warfarin and esomeprazole therapy. Increases in INR and prothrombin time may lead to abnarmal blesding and even
death. Patients treated with proton pump inhibitors and warfarin concomitanthy may need to be monitored for increases
in INR and prothrombin time,
Selective Serotonin Reuptake Inhibitors [SSRIs)
There is an increased risk of gastrointestinal bleeding when selective serotonin reuptake inhibitors (SSRis) are
combined with NSAIDs including COX-2 selective inhibitors. Caution should be used when NSAIDS are administered
concomitantly with 55R15 [see Wamings and Precaulions|.
Other Informalion Conceming Drug Interactions
Nagraxen is highly bound to plasma albumin; it thus has a theoretical potential for interaction with other albumin-
bound drugs such as sulphonylureas, hydantoins, and other NSAIDs. Patients simultaneously receiving YIMONG and
a hydantoin, sulphonamide or sulphonylurea should be observed for adjustment of dose if required,
Napraxen and other NSAIDS can reduce the antihypertensive effect of propranalol and other beta-blockers.
Probenecid given concurrently increases naproxen anion plasma levels and extends ifs plasma half-life significantly.
Drug/Laboratory Test Interaction
Naproxgn may decrease platelet aggregation and prolong bleeding time, This effect should be kept in mind when
bleading times are determined.
The administration of naproxen may result in increased wrinary values for 17-ketogenic steroids because of an
interaction between the drug and’or its metabolites with m-di-nitrobenzene used in this assay. Atthough 17-hydroxy-
corticosteroid measurements (Porter-Silber test) do not appear o be artifactually altered, it is suggested that therapy
with naproxen be tempararily disconfinued 72 hours before adrenal function tests are performed if the Porter-Silber
test is to be used.
Napraxen may interfere with some urinary assays of 5-hydroxy indoleacefic acid (SHIAA).
Inferactions Reloted to i
Esomeprazole inhibits gastric acid secretion. Therefore, esomeprazole may interfere with the absorption of drugs
whe[e gastn'_n pH is an important determinant of bivavailability (g, ketoconazole, iron salts, and digowin).

Concomitant use of atazanavir and nelfinavir with proton pump inhibitors such as esomeprazole is not recommended.
Coadministration of atazanavir with proton purnp inhibitors is expected to substantially decrease atazanavir plasma
concentrations and thereby reduce its therapeutic effact,

Omeprazole, the racemate of esomeprazole, has been reported to interact with some antiretroviral drugs. The clinical
importance and the mechanisms behind these interactions are not always known, Increased pastric pH during
omeprazole treatment may change the absorption of the antiretroviral drug. Other possible interaction mechanisms are
via CYP2C19, For some antiretroviral drugs, such as atazanavir and nelfinavir, decreased serum levels have besn
reparted when given together with omeprazole. Following multiple doses of neffinavir {1250 myg, twice daily) and
omeprazole (40 my once a day), AUC was decreased by 36% and 92%, G by 37% and B9% and Crr by 39% and
T5% respectively for neffinavir and main oxidative metabolite, hydroey-+butylamide (M8). Following muttiple doses of
atazanavir (400 mg, once a day) and omeprazole (40 mg, once a day, 2 hr before atazanavir), AUC was decreased by
4%, Crye by 96%, and Cirin by 95%. Concomitant administration with omeprazole and drugs such as atazanavir and
nefingyir is therefore not recommended. For other antiretroviral drugs, such as saquinavir, elevated serum levels have been
reported with an increase in AUC by 82% in Cpg, by 75% and in Gy by 106% following multiple dosing of
saquinavir/fitonavir (1000100 mg) twice a day for 15 days with omeprazole 40 mg once 2 day coadministered on days
1110 15). Therefare, clinical and laboratory manitoring for saquinavir toxicity is recommended during concurent use with
esomeprazole. Dose reduction of saquinayir should be considered from the safety perspective for indhidual patients. There
are alsa some anti-retroviral drugs of which unchanged serum levels have been reported when given with omeprazale.
Effects on Hepatic Metabolism/Cytochrome P-450 Pathways

Esomeprazole is extensivaly metabolized in the liver by CYP2C19 and CYP3A4.

In vitro and fn vivo studies have shown that esomeprazole is not likely to inhibit CYPs 1A2, 246, 2C8, 206, 2E1, and
3A4. Mo clinically relevant interactions with drugs metabolized by these CYP enzymes would be expected. Drug
interaction studies have shown that esomeprazole does not have any clinically significant interactions with phenytoin,
wiarfarin, quiniding, clarithromyein, or amoxicillin,

However, postmarketing reports of changes in prothrombin measures have been received among pafients on
concomitant warfarin and esomeprazole therapy. Increases in INR and prathrombin time may lead to abnormal
bleeding and even death. Patients treated with proton purnp inhibitors and warfarin concomitantly may need to be
maonitored for increases in INR and prothrombin time.

Esomeprazole may potentially interfere with CYP2C19, the major esomeprazole metabolizing enzyme. Coadministration
of esomeprazole 30 mg and diazepam. a CYF2019 substrate, resulted in a 45% decrease in clearance of diazepam.
Concomitant administration of esomeprazole and a combined inhibitor of CYP2C19 and CYP3A4, such as voriconazole,
may result in more than doubling of the esomeprazole exposure. Dose adjustment of esomeprazole is not normally
required. Omeprazole acts as an inhibitor of CYP2C19. Omeprazole, given in doses of 40 mg daily for one week to
20 heatthy subjects in crossover study, increased Crg, and AUC of cilostazol by 18% and 26% respectively, G and
AUC of one of its active metabolites, 34-ditydrocilostazol, which has 4-7 times the activity of cilostazol, were
increased by 29% and 69% respectively. Coadministration of cilostazol with esomeprazole is expected to increase
concentrations of cilostazol and its above-mentioned active metabolite. Therefore a dose reduction of cilostazal from
100 mg twice daily to 50 mg twice daily should be considered.

Other Pharmacokinetic-based Inferactions

Coadministration of oral contraceptives, diazepam, phenytoin, or quiniding does not seem to change the pharmaco-
kinetic profile of esomeprazole.

USE IN SPECIFIC POPULATIONS

Pregnancy . . _ _
Teratogenic Effects: Pregnancy Category C prior fo 30 weeks pestation; Category D starting 30 weeks pestafion.
Starting at 30 weeks estation, VIMOVD, and other NSAIDs, should be avoided by pregnant women as premature
closure of the ductus arteriosus in the fetus may occur. VIMOVO can cause fetal harm when administersd to a pregnant
woman starfing at 30-weeks gestation. If this drug is used during this time period in pregnancy, the patient should be
apprised of the potantial hazard to a fetus. There are no adequate and well-controlled studies in pragnant women. Prios
fo 30-weeks gestation, VIMOVO should be used during pregnancy only if the potential benefit justifies the potential risk
o the fetus.

Reproductive studies with napraxen have been performed in rats at 20 mg/kg'day (125 mg/m2iday, 0.23 times the
hurman systemic exposure}, rabbits at 20 mg/kgiday (220 mg/m2iday, 0.27 times the human systemic exposure), and
mice at 170 mg/kg/day (510 mg/m?iday, 0.28 times the human systemic exposure) with no evidence of impaired
fertility or harm to the fetus due to the drug [see Animal Toxicology and/or Pharmacology {13.2) in full Prescribing
Information]. However, animal reproduction studies are not always predictive of human response.

Reproductive studies in rats and rabbits with esomeprazole and multiple cohort studies in pregnant women with
omeprazole use during the first timester do not show an increased risk of congenital anomalies or adverse pregnancy
outcomes. There are no adequate and well-controlled studies of esomeprazole use in pregnancy. Because animal reproduction
studias are nat ahways predictive of human rasponse, this drug should be used during pregnancy only if clearty needed.
Esomeprazole i the S-isomer of omeprazole. In four population-based cohort studies that included 1226 women
axposed during the first trimester of pregnancy to omeprazole there was no increased risk of congenital anomalies.,
Reproductive studies with esomeprazole have been performed in rats at doses up to 57 times the human dose and in
rabbits at doses up to 35 times the human dosa and have revealed no evidence of impaired fertility or harm to the fetus.
[see Animal Toxicology and/or Pharmacology (13.2) in full Prescribing Information].
Reproductive studies conducted with omeprazole on rats at oral doses up to 56 times the human dose and in rabbits
af doses up to 56 times the human dose did not show any evidence of teratogenicity. In pregnant rabbits, omeprazole
at doses about 5.5 to 56 times the human dose produced dose-related increases in embryo-lethality, fetal resorptions,
and pregnancy loss. In rats treated with omeprazole at doses about 5.6 to 56 times the human dose, doge-related
embryn/fetal toxicity and posinatal developmental toicity occurred in offspring.
Labor and Delivery
In rat studies with NSAIDs, as with other drugs known to inhibit prostaglandin synthesis, an increased incidence
of dystocia, delayed parturition, and decreased pup survival occurred. Naproxen-containing products are not
recommendsd in labor and delivery because, through its prostaglandin synthesis inhibitory effect, naproxen may
adversely affect fetal circulation and inhibit uterine contractions, thus ingreasing the risk of uterine hemorrhage. The
effects of VIMOVO on labor and delivery in pregnant women are unknown,
Nursing Mothers
VIMOVO should not be used in nursing mothers due 1o the naproxen component.
Naproxen The naproxen anion has been found in the milk of actating women at a concentration equivalent to
approximately 1% of maximum naproxen concentration in plasma. Because of the possible adverse effects of
prostaglandin-inhibiting drugs on neonates, use in nursing mothers should be avoided.
Esomeprazole The excretion of esomeprazole in milk has not been studied. It is not known whether this drug is
excreted in human milk. However, omeprazole concentrations have been measured in breast milk of one woman taking
omeprazole 20 mg per day. Because many drugs are excreted in human milk and because of the potential for tumori-
penicity shown for esomeprazole in rat carcinogenicity studies, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother.
Pedialric Use
The satety and efficacy of VIMOVD has not been established in children younger than 18 years.
Geriatric Use
(f the total number of patients who received VIMOVO (n=1157) in clinical trials, 387 were =65 years of age, of which
85 patients were 75 years and over. No meaningful differances in efficacy or safety were observed befween these
subjects and younger subjects. [see Adverse Reactions).
Studies indicate that although total plasma concentration of naproxen is unchanged, the unbound plasma fraction of
naproxen is increased in the eldarly. Caution is advised when high doses are required and some adjustment of dosage
may be required in elderty patients. As with other drugs used in the elderly, it is prudent fo use the lowest effective dose
[see Dosage and Administration and Clinical Pharmacology (12.3) in full Prescribing Information].
Experience indicates that geriatric patients may be particularly sensitive to certain adverse effects of NSAIDs. Eiderly
or debilifated patients seem to tolerate peptic ulceration or bleeding less well when these events do occur. Most
spontanecus reports of fatal GI events are in the periatric population [see Wanings and Precautions].
Napraxen is known o be substantially excrated by the kidney and the rigk of toxic reactions to this drug may be greater
in patients with impaired renal function, Because elderly patients are more likely to have decreased renal function,
care should be taken in dose sekection, and it may be useful to monitor renal function. Geriatric patients may be at a
qreater risk for the development of a form of renal foxicity precipitated by reduced prostaglandin formation during
administration of NSAIDs [ses Wamnings and Precautions).

ic Insufficiency
VIMOVD is not recommended for use in patients with severe hepatic impairment becauss esomeprazole doses should
not excead 20 mg daily in these patients [see Dosage and Administration and Warnings and Precautions).
Renal Insufficiency
Naproxen-containing products, including VIMOVO are not recommended for use in patients with advanced renal
disease [see Dosage and Administration and Wamings and Precautions).
OVERDOSAGE
There is no chinical data on overdosage with VIMOVD.
Overdosage of Maproxen Significant naproxen overdosage may be characterized by lethargy, dizziness, drowsiness,
epigastric pain, abdominal discomfort, heartburn, indigestion, nausea, transient alterations in fiver function, hypo-
prothrombinemia, renal dysfunction, metabolic acidosis, apnea, disorientation or vomiting. Gastrointestinal bleeding
can gecur. Hypertension, acute renal failure, respiratory depression, and coma may ocour, but are rare, Anaphylactoid
reactions have been reported with therapeutic ingestion of NSAIDs, and may occur following an overdose. A few
patients have experianced convulsions, but it is not clear whether or not these were drug-related. It is not known what
fose of the drug would be Iife threatening. The oral LD50 of the drug is 543 mokg in rats, 1234 ma/kg in mice,
4110 mp'kg in hamsters, and greater than 1000 mgdkg in dogs.
Patients should be managed by symptomatic and supportive care following an NSAID overdose. There are no specific
antidotes. Hemodialysis does not decreasa the plasma concentration of naproxen because of the high degres of its
protein binding. Activated charcoal {60 to 100 g in adults, 1 to 2 g/kg in childran) and/or osmotic cathartic may be
indicated in patients seen within 4 hours of ingestion with symptoms or following a large overdosa. Forced diuresis,
alkalinization of urine or hemoperfusion may not be useful due to high protein binding.
Overdosage of Esomeprazole A single oral dose of esomeprazole at 510 mo/kg (about 103 times the human dose on
& body surface area basis) was lethal to rats. The major signs of acute touxicity were reduced motor activity, changes in
respiratory frequency, tremor, ataxdia, and intermittent clonic convulsions.
The symptoms described in connection with deliberate esomeprazole overdose (imited experience of doses in excess
of 240 mg/day) are transient. Single doses of B0 mg of esomeprazole were uneventful. Reports of overdosage with
omeprazale in humans may also be relevant. Doses ranged up to 2,400 mg (120 times the usual recommended clinical
dose). Manifestations were variable, but included confusion, drowsiness, blurred vision, tachycardia, nausea,
diaphoresis, flushing, headache, dry mouth, and other adverse reactions similar to those seen in normal clinical
experience (see omeprazole package insert - Adverse Reactions). No specific antidote for esomeprazole is known.
Since esomeprazole is extensively protein bound, it is not expected to be removed by dialysis. In the event of
overdosage, treatment should be symptomatic and supportive.
If overexposure oceurs, call the Poison Control Center at 1-800-222-1222.
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REGULATION

SENATE APPROVES REPEAL OF TAX
REPORTING PROVISION

A

The U.S. Senate passed an amendment to the healthcare reform legislation to
repeal the requirement for small businesses, including physician practices, to
file an IRS form 1099 for each vendor from whom they make purchases of
$600 or more. The House of Representatives had not voted on the amend-
ment as of mid-February.

The American Medical Association applauded the Senate’s vote. AMA
President Cecil B. Wilson, MD, says it is estimated that paperwork already
takes up as much as a third of a physician’s workday, which is “time that could
be better spent with patients,” and that the requirement would have only

UPdate

—
REFORM

ACP: CONTROL COSTS
WITH BETTER VALUE

The ability to control healthcare costs
depends on providing the best value of
care, according to the American College
of Physicians (ACP) clinical guidelines
committee.

In an attempt to develop clinical
practice guidelines, the committee
plans to address the possibility of
controlling costs while maintaining
or improving quality of care, as well
as how clinicians can contribute to
the delivery of high-value healthcare.
A recent report published in Annals
of Internal Medicine provides
recommendations for determining value.

Physicians should use three
assessment tools, the committee
says. First is to determine the
benefits, harms, and costs of the
care. Physicians should weigh the
potential improvements in the patient’s
health and quality of life, as well as
the potential problems that can arise
from the care and whether a test or
intervention is necessary.

The second step is to determine
costs, taking into consideration the
costs of the care itself as well as those
that can arise later as a result of the
intervention. The final step in assessing
value is to use cost-effectiveness
analysis, which involves comparing
possible treatment strategies and the
costs associated with them.

increased that burden.

—
FRAUD

HIGH-RISK PATIENTS TO FALL
UNDER MORE SCRUTINY

The government is continuing its commitment
to stopping fraud by instituting more advanced
screening and prevention techniques as part of
the Patient Protection and Affordable Care Act.

Providers wishing to participate in Medicare,
Medicaid, and Children’s Health Insurance
Program will endure more detailed screening,
and any enrollees who are identified as high
risk for fraud will be scrutinized more closely.

A new enrollment process requires states to
screen enrollees for past fraud, and any identified
offenders will be ineligible to participate.

New software will allow Medicare and states
to identify trends among providers and suppliers
that could be evidence of fraudulent activity. In
addition, the government can temporarily suspend
payment to any provider thought to be engaging
in fraudulent activity once there is a legitimate
allegation.

ModernMedicine.com

——
GOVERNMENT PAYERS

MAKE ROOM FOR MORE MEDICAID PATIENTS

Thanks to greater federal funding and loosened state eligibility
requirements, the number of patients receiving healthcare coverage
through Medicaid and Children’s Health Insurance Program (CHIP) has
grown in recent years, according to a study released recently by the Kaiser
Family Foundation’s Commission on Medicaid and the Uninsured (KCMU).
The growth is expected to continue as healthcare reform is implemented.

The study found that in 2010, 49 states made changes to their eligibility
rules and enroliment procedures to make it easier for residents to enroll in
these programs. “Millions of American families have turned to Medicaid
and CHIP as incomes have declined after losing jobs and the health
insurance that often goes with them,” says Diane Rowland, KCMU
executive director.

Medicaid enrollment is expected to increase even further in 2014 when,
under the Patient Protection and Affordable Care Act of 2010, income
eligibility will be expanded to 133% of the federal poverty level, and states
will be permitted to enroll nondisabled, nonpregnant adults without
dependent children without a waiver. However, the report predicted
that the majority of uninsured, low-income adults will not be eligible for
Medicaid until 2014.

MedicalEconomics.com  February 25,2011  MEDICAL ECONOMICS 17
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COMPENSATION

WORKFORCE DOW JONES SUES TO OPEN
MORE PHYSICIANS MEDICARE DATABASE

DOESN'T INCREASE
PATIENT SATISFACTION

Medicare patients living in areas with
a larger supply of physicians were no
more satisfied with their care than
patients living in regions with a smaller
physician supply, according to a study
by Dartmouth College investigators and
the Centers for Medicare and Medicaid
Services and published in the February
issue of Health Affairs.

The study also found that seniors
living in areas with a large supply
of physicians were no more likely to
report having a primary care physician
as their personal doctor. In addition,
no significant differences were found
in numbers of visits to their personal
physician in the previous year, amount
of time spent with a physician, or
access to tests or specialists.

Researchers surveyed 2,515 Medicare
patients about their perceptions of
access and satisfaction with their
health care, and directly compared the

The publisher of The Wall Street Journal filed court papers in late January to

relationship between physicians per overturn a 31-year-old court injunction that blocks public access to informa-
capita in designated geographic areas tion in the Medicare physician payment database. The filing by Dow Jones &
and respondents’ ratings of the care Company, in the U.S. District Court for the Middle District of Florida, seeks to

they received.
While physician supply varied
almost 70% across the country, the

overturn an injunction obtained by the American Medical Association in 1979.
The injunction prevents the disclosure of reimbursements for individual doc-

authors found little evidence that tors from the Medicare program.
increasing physician supply alone will Prior to the suit, the Journal had requested the reimbursement data for an
resolve the problems associated with a article series on Medicare spending, but received only a subset of data once it

physician shortage. agreed not to disclose physician identities.

PATIENT CARE TECHNOLOGY

MICHIGAN PCMHs SHOW POSITIVE RESULTS HEALTH IT CHIEF EXITS

In the first six months of 2010, the Patient-Centered Medical Home AFTER TWO-YEAR TERM
program of Blue Cross Blue Shield of Michigan (BCBSM) showed After two years on the job, David Blumenthal,
measurable results in improved quality and cost management, according MD, announced his resignation as the National
to the health insurer. Coordinator for Health Information Technology,

Analysis of January to June 2010 claims data show PCMH practices effective in the spring.
have a 7.4% lower rate of adult high-tech radiology usage than non- In a memo to Office of the National Coordinator
PCMH practices, and a per member per month cost that is 4.3% lower. staff and partners, Blumenthal writes that the two-

PCMH practices have a 2.8% lower rate of adult emergency year term was agreed upon before he started the
department (ED) visits than non-PCMH practices and a 7% lower rate of position in 2009. He writes that he plans to return
pediatric ED visits. academic life.

For patients with manageable chronic conditions, PCMH practices Blumenthal writes in his memo that during his
have a 25.5% lower rate of adult inpatient admissions than non-PCMH tenure the proportion of primary care physicians
practices, and a 4.2% higher rate of dispensing generic drugs than non- who adopted a basic electronic health record .
PCMH practices. (EHR) system grew from 19.6% to 20.6%, and 41%  ©

In the BCBSM Patient-Centered Medical Home model, physicians of office-based physicians believe they will qualify 2
receive an enhanced fee for office visits. The program is the largest in for meaningful use objectives. He noted also that pt
the nation, with 1,800 designated doctors in 500 practices across the state. 38,000 providers have sought assistance with EHR &
BCBSM says 5,000 doctors have been working toward designation, which selection and implementation from his office’s =
could affect 2 million Michigan residents. regional extension centers. E

[0
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PATIENT RELATIONS

SURVEY: PATIENTS WANT Sovreaon
DOCTORS TO LEAD CARE STUDY: WOMEN PCPe
EARN LESS THAN MEN

Newly trained primary care physicians
who are women are being paid
significantly lower salaries than their
male counterparts, according to a study
published in the February issue of
Health Affairs.

The authors based their conclusions
on survey data from physicians
exiting training programs in New
York state, which is home to 1,073
residency programs, more programs
and resident physicians than any other
state, according to the Association of
American Medical Colleges.

The mean starting salary for family
physicians was $139,504 for women and
$147,874 for men. For general internal
medicine, it was $142,526 for women
and $154,900 for men. For geriatrics, the
mean starting salary for women was
$137,221, but it was $147,881 for men.

The authors identify an unexplained
gender gap in starting salaries for
all physicians that has been growing

Although 83% of consumers surveyed want a physician to have primary re-

sponsibility for their health care, many are confused about the qualifications of steadily since 1999, increasing from a
healthcare professionals, according to the results of a survey by the American difference of $3,600 in 1999 to $16,819
Medical Association. in 2008. This gap exists even after

accounting for gender differences
in determinants of salary including
medical specialty, hours worked, and

Ninety percent of those surveyed said that a medical doctor’s additional
years of education and training are vital to patient care. The survey found

much confusion about the qualifications of healthcare professionals; for practice type, they say.
instance, 24% indicated uncertainty that an otolaryngologist was a physician. The number of physicians in the
Eighty-seven percent of respondents support legislation that would require survey sample included 4,918 men and

advertisements to designate the qualifications of the healthcare professional. 3,315 women.

—
BILLING

CALIFORNIA INSURERS ' ' ' '
DENY 26% OF ALL CLAIMS n Office-based physicians with anything
Health insurers in California denied 26% of claims ° n from a “basic” to “fully functional”

submitted in 2009, according to a report released in electronic health record (EHR) system.

January from the Institute of Health and Socio-
Economic Policy, a research group of the California

\ EHR ADOP BY THE NUMBERS

TION//

Th h ted havi “basic”
Nurses Association and National Nurses United. EH(I)?S(;;\s,t:mres\?l:i:h iniﬁ:ggsapat?:rl:t: n
PacifiCare had the highest percentage of history and demographics, physician n
denials, at 44%. Other insurers studied and the notes, medications, and more. [
claims denial rates included Cigna, 40%; Anthem
Blue Cross, 27%; HealthNet, 24%; Blue Shield, 22%; Those who reported having a “fully
Kaiser Permanen.te, 20%; "}"d Aetna, 6% n functional” system, which also includes
These seven firms, which account for more ° electronic x-ray, lab orders, and more.

than three-quarters of all insurance enrollees in

California, have rejected 67.5 million claims since i R

2002, according to report, based on data from the Office-based doctors in Minnesota n

California Department of Managed Care. :ﬁp(:rtmg ;;my I:_vel © f tf]HR z:(_ioptlon, n
Cigna showed the largest rejection rate increase € fargest portion In the nation. [ ]

. ) Kentucky was the lowest, at 38.1%.

in 2009, 5.3%, and Kaiser Permanente accounted for ky !

the biggest dl‘Op in denials, 7.4% Source: National Ambulatory Medical Care Survey by the Centers for Disease Control and Prevention's
! National Center for Health Statistics, preliminary 2010 results.
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SMARTER BUSINESS. BETTER PATIENT CARE.

octors’

RITING
CONTEST

2011

By TARA STULTZ, Editor-in-Chief

It’s often said that some of the most valuable meetings at medical
conferences take place informally among colleagues in the hallways
of conference centers.

Our annual Doctors’ Writing Contest, and really, Medical Econom-
ics itself, is founded on the value of those types of shared experi-
ences—what you've learned about running a business and being a
doctor, and what you can learn from other doctors and from practice
management and other experts.

Thomas J. Ellis, MD, this year’s Grand Prize winner, whose
article is based on life-changing advice a patient gave him, had never
entered a writing contest before, but he says this one was perfectly
timed. After seeing the call for entries shortly after the patient inter-
action occurred, Ellis said to himself: “Wow, I think I've got a story
to tell”

What Ellis wanted to communicate to other doctors in sharing
his story was the importance of truly listening to patients. “Those
extra seconds you take to really sit down and listen can enhance the
interaction,” Ellis says. “You're helping the patient more, but you
might get something more out of the interaction as well.”

The 2011 competition marked some of the strongest entries we’ve
ever received. Our staff and Editorial Board judged the 115 entries
using a scoring system based on three criteria: quality of writing,
quality of information, and alignment with our editorial mission.

We chose a Grand Prize Winner, an Overall Runner-Up, Best
Practice Solution, and co-winners in the New Doctor Award cat-
egory. We also named 11 excellent Honorable Mention recipients
(all winners named at right). The Grand Prize winner will receive
$2,000 and a crystal award, plus $500 to donate to a healthcare
charity; and the Overall Runner-Up, Best Practice Solution, and New
Doctor Award winners will receive $1,000 and a crystal award. Each
Honorable Mention will receive a $500 honorarium, publication of
his or her article, and a really cool Medical Economics mug!

When it comes to value added, these aren’t the only winners in
the competition. Just wait until you read the articles! &

20 MEDICAL ECONOMICS February 25,2011 MedicalEconomics.com

GRAND PRIZE

Thomas J. Ellis, MD
GREENVILLE, NORTH CAROLINA

OVERALL RUNNER-UP

Jennifer Frank, MD, FAAFP
NEENAH, WISCONSIN

BEST PRACTICE SOLUTION

Michael T. Beckham, MD
NASHVILLE, TENNESSEE

NEW DOCTOR CO-WINNERS

Robert B. Rhodes, MD, FAAFP
LINCOLN, NEBRASKA

Yolanda Wong, MD
SAN DIEGO, CALIFORNIA

HONORABLE MENTIONS

Tasneem Bader-Omarali, MD
PLEASANTON, CALIFORNIA

Michael Charles, MD
VIRGINIA BEACH, VIRGINIA

Hannah Chow-Johnson, MD
RIVERSIDE, ILLINOIS

Scott Conley, MD
MOUNT JOY, PENNSYLVANIA

Paul Dibble, MD
WYOMING, MICHIGAN

Jennifer Frank, MD, FAAFP
NEENAH, WISCONSIN

Richard A. Jackson MD, FACP
BELLAIRE, TEXAS

Arthur Lazarus, MD, MBA
WILMINGTON, DELAWARE

Lori Rousche, MD
SELLERSVILLE, PENNSYLVANIA

Sidney Spies, MD
PIEDMONT, CALIFORNIA

David S. Switzer, MD
LURAY, VIRGINIA
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Allergy therapy worth smiling about

of patients surveyed (n=306)
reported satisfaction with

Visit ZyrtecProfessional.com
for free samples and resources

Have your patients discovered ZYRTEC® allergy relief?
- Starts working at hour 1?

- Provides consistent, long-term relief for patients with
seasonal and perennial allergic rhinitis"

To order FREE ZYRTEC® samples, scan this QR code
with your smartphone or text ZSAMPLE2 to 30333.

T a— =
— X
For help, text ZHELP to 30333. Text ZSTOP to stop. — 4 / |
Message and data rates may apply. —4 m ’ E‘ /
Need a QR reader? Free apps are available for download. 2 = —

: Cetirizine HCl
*All studies are multicenter, randomized, placebo-controlled, double-blind, minimum 100 participants and of adequate
minimum duration (SAR: 2 weeks or PAR: 4 weeks). Total symptom severity score measured by patient.
References: 1. Data on file, McNeil-PPC, Inc. 2. Day JH, Briscoe M, Widlitz MD. Cetirizine, loratadine, or placebo in

subjects with seasonal allergic rhinitis: effects after controlled ragweed pollen challenge in an environmental exposure
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unit. / Allergy Clin Immunol. 1998;101:638-645. Rellef f or real llf e
©2011 McNeil-PPC, Inc. ZYRS31760-MED 1/11



http://www.zyrtec.com

Doctors’
WRITING

CONTEST
2011

‘ ‘:
One day after Thomas J. Ellis, MD, treated Mrs. Marilyn Love, pictured with h

She said no but responded with: “Now, Dr. Ellis, what can I do for you today?”” And so began a dialogue in which the patient taught the
doctor about raising teenagers and communicating with patients.

The Pong Principle

. fter nearly 20 years of practicing medicine, I
LEAR N | NG TO L| STEN ' Ahave come to expect patients to ask my advice
A PAT| E N T B ECOM ES abc(l)ut everythling in Eleir;ivis, from their .
most mundane struggles to their darkest secrets. They
T H E T EAC H E R BY S E R\/| N G U P routinely share with me their most private issues,
|_| FE_C H AN G | N G AD\/ | C E holding back nothing in an effort to glean new hope
that things will get better, reassurance they aren’t
[ By THOMAS J. ELLIS, MD ] dying from “that” disease, or simply the comfort of
knowing someone is willing to listen.

As a family doctor, I have advised patients on every
physical and mental problem imaginable. I have guided

CREDIT: LAURIE CRUTCHFIELD
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PONG PRINCIPLE

“ONCE IN A GREAT WHILE, THE EXAM TABLE TURNS
DURING A PATIENT ENCOUNTER, AND I FIND MYSELF
IN UNFAMILIAR TERRITORY."

patients and their families through a myriad of difficul-
ties, from diabetes to depression. Patients are always
asking me why they’re gaining weight when they aren’t
eating anything, and why they’re losing weight when
they’re eating everything in sight. They’ve sought my
wisdom to gain relief from the relentless crying of
colic and the unyielding pain of cancer. At this point in
my career, I seldom see a problem that I haven’t seen
before, although every day someone finds a new and
interesting way to solicit my input on a familiar float in
this endless parade.

Once in a great while, the exam table turns during a
patient encounter, and I find myself in unfamiliar ter-
ritory. I had such an experience about a year ago, and
it will forever change the way I practice medicine, the
way I parent, and the way I view my most important
relationships.

A WELL-TIMED QUESTION

Mrs. Marilyn Love (name used with the patient’s
permission), a mild-mannered, pleasant, 70-year-old
woman, was in for a follow-up visit. She was doing
well. No new problems. T was completing her encoun-
ter form and rising to escort her out of the room when
she turned to me and said, “Now, Dr. Ellis, what can I
do for you today?”

She waited expectantly as I tripped over my own
thoughts. To say T don’t often get this kind of question
from a patient would be an understatement. Even my
best friends rarely ask me this. I wondered if it was ap-
parent I was struggling with something? And, if it was,
might she have something to offer?

Maybe she had read my mind, which was becoming
increasingly overwhelmed with the challenges of raising
four children between the ages of 10 and 16. I felt my
wife and I were treading water to stay on top of their
growing bodies, changing ways, and scary thinking,

Transitioning from the smartest dad in the world
when they were in elementary school, to a complete
dunce as they entered the worlds of middle school
and high school, was tough for me. I didn’t have a
clue how to relate to these creatures living in my
house. I was struggling to understand where I might
have gone wrong. What kinds of kids was I raising?
How was I going to do it? Was there even a right
way?

“Umm... do you have any advice on raising teen-
agers?” I blurted out. Without hesitation, Mrs. Love

ModernMedicine.com
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nodded her head and confidently replied, “Buy a ping
pong table.”

We laughed and talked a few minutes about how she
and her teenage sons had played ping pong for hours at
a time, sharing great fun and talks over the table. That
evening, I mentioned the exchange to my wife, who
was hesitant to give up her garage parking spot for a
dinosaur that probably wouldn’t hold our kids’ interest
more than a few days. I didn’t give our conversation
much thought during the next several days.

FOLLOW-UP LETTER
A week later I received a hand-written note from
Mrs. Love:

“Dr. Ellis:

These are a few things we did with our teenag-
ers that seemed to work. As I mentioned, the ping
pong table. This was the best. Worked out a lot of
tension. Did you ever play ring-around-the-table
with a group? So much fun! If and when you have
time, take each child out individually for a treat—ice
cream, pizza, etc. Helps you focus on and pay atten-
tion to that child and hear what’s going on. Family
bike rides. These were really great. We rode all over
town, sometimes ending up at a pizza or burger place.
Family movie night. Children can take turns choos-
ing the movie and pop some popcorn. No phones on!
I'm sure you all have your own special things to do. I
think your children are really lucky to have you Q

for a father”
MEDICAL ECONOMICS 23



Butrans” (buprenorphine) Transdermal System is indicated for the management of
moderate to severe chronic pain in patients requiring a continuous, around-the-clock
opioid analgesic for an extended period of time. .

One Butrans —7days of analgesic delivery

® Butrans is a Schedule 111, single-entity opioid analgesic

@ Butrans 5 mcg/hour allows initiation in appropriate opioid-naive patients
= Individually titrate the dose. Dose may be titrated to the next higher

level after a minimum of 72 hours

DOSAGE AND ADMINISTRATION

Apply Butrans to the upper outer arm,
upper chest, upper back or the side

of the chest. These four sites (each
present on both sides of the body)
provide 8 possible application sites.
Rotate Butrans among the 8 described
skin sites. After Butrans removal, wait a
minimum of 21 days before reapplying
to the same skin site.

Apply Butrans to a hairless or nearly
hairless skin site. If none are available,
the hair at the site should be clipped,

not shaven. Do not apply Butrans to
irritated skin. If the application site must
be cleaned, clean the site with water
only. Do not use soaps, alcohol, oils,
lotions, or abrasive devices. Allow the
skin to dry before applying Butrans.

If problems with adhesion of Butrans
occur, the edges may be taped with
first aid tape. If Butrans falls off during
the 7 days dosing interval, dispose of
the transdermal system properly and
place a new Butrans on at a different
skin site.

Proper Patient Selection

Potential for Abuse

or diversion. (9)

abuse and addiction. (2.2)
Limitations of Use

WARNING: IMPORTANCE OF PROPER PATIENT SELECTION, POTENTIAL FOR ABUSE, AND LIMITATIONS OF USE

Butrans is a transdermal formulation of buprenorphine indicated for the management of moderate to severe chronic pain
in patients requiring a continuous, around-the-clock opioid analgesic for an extended period of time. (1)

Butrans contains buprenorphine which is a mu opioid partial agonist and a Schedule 11 controlled substance. Butrans can
be abused in a manner similar to other opioid agonists, legal or illicit. Consider the abuse potential when prescribing or
dispensing Butrans in situations where the physician or pharmacist is concerned about an increased risk of misuse, abuse,

Persons at increased risk for opioid abuse include those with a personal or family history of substance abuse (including
drug or alcohol abuse or addiction) or mental illness (eg, major depression). Assess patients for their clinical risks for opioid
abuse or addiction prior to being prescribed opioids. Routinely monitor all patients receiving opioids for signs of misuse,

Do not exceed a dose of one 20 mcg/hour Butrans system due to the risk of QTc interval prolongation. (2.3)

Avoid exposing the Butrans application site and surrounding area to direct external heat sources. Temperature-dependent
increases in buprenorphine release from the system may result in overdose and death. (5.11)

Parentheses refer to sections in the Full Prescribing Information.




CONTRAINDICATIONS

= Butrans is contraindicated in patients

who have: significant respiratory
depression, severe bronchial asthma,
or known hypersensitivity to any of

its components or the active ingredient,
buprenorphine. Butrans is contraindicated
in patients who have or are suspected

of having paralytic ileus

Butrans is also contraindicated in the
management of: acute pain or in patients
who require opioid analgesia for a short
period of time, postoperative pain, mild
pain, or intermittent pain (eg, use on an
as-needed basis [prn])

WARNINGS AND PRECAUTIONS

Respiratory Depression

Respiratory depression is the chief
hazard with Butrans. Use with extreme
caution in patients at risk of respiratory
depression

CNS Depression

Butrans may cause somnolence,
dizziness, alterations in judgment and
alterations in levels of consciousness,

including coma. Use with caution in
patients who are receiving other central
nervous system (CNS) depressants.
Additive CNS effects are expected when
used with alcohol, benzodiazepines,
other opioids, or illicit drugs

QTc Prolongation

Avoid in patients with Long QT
Syndrome, family history of Long QT
Syndrome, or those taking Class IA or
Class Il antiarrhythmic medications

Head Injury

Butrans may worsen increased
intracranial pressure and obscure its
signs, such as level of consciousness
or pupillary signs

Hypotensive Effects

Butrans may cause severe hypotension.
Use with caution in patients at increased
risk of hypotension and in patients in
circulatory shock

« Application Site Skin Reactions

In rare cases, severe application site
skin reactions with signs of marked

inflammation including “burn,”
“discharge,” and “vesicles” have
occurred

» Anaphylactic/Allergic Reactions

Cases of acute and chronic
hypersensitivity to buprenorphine
have been reported both in clinical
trials and in the post-marketing
experience

« Use in Pancreatic/Biliary

Tract Disease and Other
Gastrointestinal Conditions

Use with caution in patients with
biliary tract disease, including

acute pancreatitis. lleus may occur.
Monitor for decreased bowel motility

ADVERSE REACTIONS

Most common adverse reactions
(>5%) included: nausea, headache,
application site pruritus, dizziness,
constipation, somnolence, vomiting,
application site erythema, dry
mouth, and application site rash

The first 7-day analgesic delivered in 1 application
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Butrans

(buprenorphine) Transdermal System
5,10, and 20 mcg/hour

for transdermal administration

BRIEF SUMMARY OF PRESCRIBING INFORMATION
(For complete details please see the full prescribing
information and Medication Guide.)

WARNING: IMPORTANCE OF PROPER PATIENT
SELECTION, POTENTIAL FOR ABUSE, AND
LIMITATIONS OF USE

Proper Patient Selection

Butrans is a transdermal formulation of
buprenorphine indicated for the management
of moderate to severe chronic pain in patients
requiring a continuous, around-the-clock opioid
analgesic for an extended period of time. (1)
Potential for Abuse

Butrans contains buprenorphine which is a
mu opioid partial agonist and a Schedule Il
controlled substance. Butrans can be abused
in a manner similar to other opioid agonists,
legal or illicit. Consider the abuse potential
when prescribing or dispensing Butrans in
situations where the physician or pharmacist
is concerned about an increased risk of misuse,
abuse, or diversion. (9)

Persons at increased risk for opioid abuse
include those with a personal or family history
of substance abuse (including drug or alcohol
abuse or addiction) or mental iliness (e.g.,
major depression). Assess patients for their
clinical risks for opioid abuse or addiction prior
to being prescribed opioids. Routinely moni-
tor all patients receiving opioids for signs of
misuse, abuse and addiction. (2.2)
Limitations of Use

Do not exceed a dose of one 20 mcg/hour
Butrans system due to the risk of QTc interval
prolongation. (2.3)

Avoid exposing the Butrans application site
and surrounding area to direct external heat
sources. Temperature-dependent increases
in buprenorphine release from the system may

result in overdose and death. (5.11)

1 INDICATIONS AND USAGE

Butrans is indicated for the management of moderate
to severe chronic pain in patients requiring a continu-
ous, around-the-clock opioid analgesic for an extended
period of time.

4 CONTRAINDICATIONS

Butrans is contraindicated in:

* patients who have significant respiratory depression

* patients who have severe bronchial asthma

. platients who have or are suspected of having paralytic
ileus

* patients who have known hypersensitivity to any of its
components or the active ingredient, buprenorphine

« the management of acute pain or in patients who require
opioid analgesia for a short period of time

« the management of post-operative pain, including use
after out-patient or day surgeries

* the management of mild pain

« the management of intermittent pain (e.g., use on an as
needed basis [prn])

5 WARNINGS AND PRECAUTIONS

5.1 Respiratory Depression

Respiratory depression is the chief hazard of Butrans.

Respiratory depression occurs more frequently in elderly

or debilitated patients as well as those suffering from condi-

tions accompanied by hypoxia or hypercapnia when even

moderate therapeutic doses may dangerously decrease

pulmonary ventilation, and when opioids, including

Butrans, are given in conjunction with other agents that

depress respiration.

Profound sedation, unresponsiveness, infrequent deep

(“sighing”) breaths or atypical snoring frequently accom-

pany opioid-induced respiratory depression.

Use Butrans with extreme caution in patients with any of

the following:

« significant chronic obstructive pulmonary disease or
cor pulmonale

« other risk of substantially decreased respiratory reserve
suchas asthma, severe obesity, sleep apnea, myxedema,
clinically significant kyphoscoliosis, and central nervous
system (CNS) depression

* hypoxia

* hypercapnia

* pre-gxisting respiratory depression

5.2 CNS Depression

Butrans may cause somnolence, dizziness, alterations

in judgment and alterations in levels of consciousness,

including coma.

5.3 Interactions with Alcohol, Central Nervous

System Depressants, and lllicit Drugs

Hypotension, profound sedation, coma or respiratory

depression may result if Butrans is added to a regimen

that includes other CNS depressants (e.g., sedatives,

anxiolytics, hypnotics, neuroleptics, muscle relaxants,

other opioids). Therefore, use caution when deciding

to initiate therapy with Butrans in patients who are taking

other CNS depressants. Take into account the types of

other medications being taken, the duration of therapy

with them, and the patient’s response to those medicines,

including the degree of tolerance that has developed to

CNS depression. Consider the patient’s use, if any, of

alcohol and/or illicit drugs that cause CNS depression. If

the decision to begin Butrans is made, start with a lower

Butrans dose than usual.

Consider using a lower initial dose of a CNS depressant

when given to a patient currently taking Butrans due to the

potential of additive CNS depressant effects.

5.4 QTc Prolongation

A positive-controlled study of the effects of Butrans on
the QTc interval in healthy subjects demonstrated no
clinically meaningful effect at a Butrans dose of 10 mcg/
hour; however, a Butrans dose of 40 mcg/hour (given
as two Butrans 20 mcg/hour Transdermal Systems)
was observed to prolong the QTc interval [see Clinical
Pharmacology (12.2)].

Consider these observations in clinical decisions when
prescribing Butrans to patients with hypokalemia or clini-
cally unstable cardiac disease, including: unstable atrial
fibrillation, symptomatic bradycardia, unstable congestive
heart failure, or active myocardial ischemia. Avoid the use
of Butrans in patients with a history of Long QT Syndrome or
an immediate family member with this condition, or those
taking Class IA antiarrhythmic medications (€.g., quinidine,
procainamide, disopyramide) or Class Il antiarrhythmic
medications (e.g., sotalol, amiodarone, dofetilide).

5.5 Head Injury

The respiratory depressant effects of opioids, including
Butrans, include carbon dioxide retention, which can
lead to an elevation of cerebrospinal fluid pressure. This
effect may be exaggerated in the presence of head injury,
intracranial lesions, or other sources of pre-existing
increased intracranial pressure. Butrans may produce
miosis that is independent of ambient light, and altered
consciousness, either of which may obscure neurologic
signs associated with increased intracranial pressure in
persons with head injuries.

5.6 Hypotensive Effects

Butrans may cause severe hypotension. There is an
added risk to individuals whose ability to maintain blood
pressure has been compromised by a depleted blood
volume, or after concurrent administration with drugs

such as phenothiazines or other agents which compromise
vasomotor tone. Buprenorphine may produce orthostatic
hypotension in ambulatory patients. Administer Butrans with
caution to patients in circulatory shock, since vasodilation
produced by the drug may further reduce cardiac output
and blood pressure.

5.7 Misuse, Abuse, and Diversion of Opioids
Butrans contains buprenorphine, a partial agonist at the mu
opioid receptor and a Schedule III controlled substance.
Opioid agonists have potential for being abused, are sought
by drug abusers and people with addiction disorders, and
are subject to criminal diversion.

Butrans can be abused in a manner similar to other opioid
agonists, legal or illicit. Consider this potential for abuse
when prescribing or dispensing Butrans in situations
where the prescriber or pharmacist is concerned about an
increased risk of misuse, abuse, or diversion. Monitor all
patients receiving opioids for signs of abuse, misuse, and
addiction. Furthermore, assess patients for their potential
for opioid abuse prior to being prescribed opioid therapy.
Persons at increased risk for opioid abuse include those
with a personal or family history of substance abuse
(including drug or alcohol abuse) or mental illness (e.g.,
depression). Opioids may still be appropriate for use in
these patients; however, they will require intensive monitor-
ing for signs of abuse.

Notwithstanding concerns about abuse, addiction, and
diversion, provide proper management of pain. However,
all patients treated with opioid agonists require careful
monitoring for signs of abuse and addiction, since use
of opioid agonist analgesic products carries the risk of
addiction even under appropriate medical use [see Drug
Abuse and Dependence (9.2)]. Data are not available to
establish the true incidence of addiction in patients with
chronic pain treated with opioids.

Abuse of Butrans poses a significant risk to the abuser that
could potentially result in overdose or death /see Drug
Abuse and Dependence (9)].

Contact your state professional licensing board or state
controlled substances authority for information on how to
prevent and detect abuse or diversion of this product.

5.8 Hepatotoxicity

Although not observed in Butrans chronic pain clinical tri-
als, cases of cytolytic hepatitis and hepatitis with jaundice
have been observed in individuals receiving sublingual
buprenorphine for the treatment of opioid dependence, both
in clinical trials and through post-marketing adverse event
reports. The spectrum of abnormalities ranges from tran-
sientasymptomatic elevations in hepatic transaminases to
case reports of hepatic failure, hepatic necrosis, hepatorenal
syndrome, and hepatic encephalopathy. In many cases,
the presence of pre-existing liver enzyme abnormalities,
infection with hepatitis B or hepatitis C virus, concomitant
usage of other potentially hepatotoxic drugs, and ongo-
ing injection drug abuse may have played a causative or
contributory role. In other cases, insufficient data were
available to determine the etiology of the abnormality.
The possibility exists that buprenorphine had a causative
or contributory role in the development of the hepatic
abnormality in some cases. For patients at increased risk
of hepatotoxicity (e.g., patients with a history of excessive
alcohol intake, intravenous drug abuse or liver disease),
baseline and periodic monitoring of liver function during
treatment with Butrans is recommended. A biological and
gtiological evaluation is recommended when a hepatic
gvent is suspected.

5.9 Application Site Skin Reactions

In rare cases, severe application site skin reactions with
signs of marked inflammation including “bumn,” “dis-
charge,” and “vesicles” have occurred. Time of onset
varies, ranging from days to months following the initiation
of Butrans treatment. Instruct patients to promptly report
the development of severe application site reactions and
discontinue therapy.

5.10 Anaphylactic/Allergic Reactions
Cases of acute and chronic hypersensitivity to buprenor-
phine have been reported both in clinical trials and in the



post-marketing experience. The most common signs and
symptoms include rashes, hives, and pruritus. Cases of
bronchospasm, angioneurotic edema, and anaphylactic
shock have been reported. A history of hypersensitivity to
buprenorphine is a contraindication to the use of Butrans.

5.11 Application of External Heat

Advise patients and their caregivers to avoid exposing the
Butrans application site and surrounding area to direct
external heat sources, such as heating pads or electric
blankets, heat or tanning lamps, saunas, hot tubs, and
heated water beds, etc., while wearing the system because
anincrease in absorption of buprenorphine may occur /see
Clinical Pharmacology (12.3)]. Advise patients against
exposure of the Butrans application site and surrounding
area to hot water or prolonged exposure to direct sunlight.
There is a potential for temperature-dependent increases in
buprenorphine released from the system resulting in possible
overdose and death.

5.12 Patients with Fever

Patients wearing Butrans systems who develop fever or
increased core body temperature due to strenuous exertion
should be monitored for opioid side effects and the Butrans
dose should be adjusted if necessary [see Dosage and
Administration (2.4)].

5.13 Driving and Operating Machinery

Butrans may impair the mental and physical abilities needed
to perform potentially hazardous activities such as driving a
car or operating machinery. Caution patients accordingly.

5.14 Seizures

Butrans, as with other opioids, may aggravate seizure disor-

ders, may lower seizure threshold, and therefore, may induce

seizures in some clinical settings. Use Butrans with caution

in patients with a history of seizure disorders.

5.15 Special Risk Groups

Use Butrans with caution in the following conditions, due

to increased risk of adverse reactions: alcoholism; delirium

tremens; adrenocortical insufficiency; CNS depression;

debilitation; kyphoscoliosis associated with respiratory com-

promise; myxedema or hypothyroidism; prostatic hypertrophy

or urethral stricture; severe impairment of hepatic, pulmonary

or renal function; and toxic psychosis.

5.16 Use in Pancreatic/Biliary Tract Disease and Other

Gastrointestinal Conditions

Butrans may cause spasm of the sphincter of Oddi. Use

with caution in patients with biliary tract disease, including

acute pancreatitis. Opioids, including Butrans, may cause

increased serum amylase.

The administration of Butrans may obscure the diagnosis

or clinical course in patients with acute abdominal condi-

tions. Use Butrans with caution in patients who are at risk

of developing ileus.

5.17 Use in Addiction Treatment

Butrans has not been studied and is not approved for use in

the management of addictive disorders.

5.18 MAO Inhibitors

Butrans is not recommended for use in patients who have

received MAQ inhibitors within 14 days, because severe

and unpredictable potentiation by MAQ inhibitors has been

reported with opioid analgesics.

6 ADVERSE REACTIONS

The following adverse reactions described elsewhere in the

labeling include:

* Respiratory Depression [see Warnings and Precautions
)]

 CNS Depression [see Warnings and Precautions (5.2)]

* QTc Prolongation [see Warnings and Precautions (5.4)]

* Hypotensive Effects [see Warnings and Precautions
(9.6)]

« Application Site Skin Reactions [see Warnings and
Precautions (5.9)]

* Anaphylactic/Allergic Reactions [see Warnings and
Precautions (5.10)]

« Seizures [see Warnings and Precautions (5.14)]

6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying
conditions, adverse reaction rates observed in the clinical
trials of a drug cannot be directly compared to rates in the

Table 4: Adverse Events Reported in Titration-to-
Effect Placebo/Active-Controlled Clinical Trials with
Incidence >2%

clinical trials of another drug and may not reflect the rates MedDRA Preferred Butrans | Placebo
observed in practice. Term (N= (N=
Atotal of 5415 patients were treated with Butrans in controlled 392) 261)
and open-label chronic pain clinical trials. Nine hundred - -
twenty-four subjects were treated for approximately six | Nausea 23% 8%
months and 183 subjects were treated for approximately | Dizziness 16% 8%
one year. The clinical trial population consisted of patients
with persistent moderate to severe pain. Headache 16% 1%
The most common adverse reactions (>5%) reported by | Application site 15% 12%
patients in clinical trials comparing Butrans 10 or 20 meg/ | pruritus
hour to placebo are shown in Tables 2, and comparing P— o o
Butrans 20 mcg/hour to Butrans 5 mcg/hour are shown Constipation 14% S%
in Table 3 below: Somnolence 14% 5%
Table 2: Adverse Events Reported in > 5% of Patients | Yomiting 1% 2%
during the Open-Label Titration Period and Double- | peripheral edema 7% 3%
Blind Treatment Period: Opioid-Naive Patients -
Dry mouth 7% 2%
Open-Label Double-Blind [RT—" o 9
Titration Period  Treatment Period épﬁﬂgﬁgfn site 7% 2%
e (:"1’:'524) (:"faz"sss) (:'T’Zl;‘;) Application site rash 6% 6%
Preferred Term ) ) Fatigue 5% 1%
Nausea 239% 13% 119 Hyperhidrosis 4% 1%
Dizziness 10% 4% 1% Prurifus 4% 1%
Fall 4% 2%
Headache 10% 5% 5%

o N i N Diarrhea 3% 2%
ﬁfuﬂli'tiinon site 8 4 7 Pain in extremity 3% 2%
Somnolence - o oy Insomnia 3% 2%

mnolenc

- ’ 0 ° Dyspnea 3% 1%
Vomiting 8% 4% 2% Dyspepsia 3% 3%
Constipation % 4% 1% Urinary tract infection 3% 2%

Table 3: Ad Events Reported in > 5% of Back pain 3 2
able 3: Adverse Events Reported in >5% o0 - - > >
Patients during the Open-Label Titration Period and Joint swellln.g SOA’ 15’
Double-Blind Treatment Period: Opioid-Experienced | Hypoesthesia 2% 1%
Patients Arthralgia 2% 2%
Open-Label Double-Blind Stomach discomfort 2% 1%
Titration Period  Treatment Period
itration Perio reatment Perio Rash % %
Butrans  Butrans 20 Butrans 5 - > ;
MedDRA  (N=1160) (N=219) (N=221) |Anorexia b 1%
Preferred Term Paraesthesia 2% 1%
Nausea 15% 12% 8% Tremor 2% <1%
Headache 1% 1% 5% Confusional State 2% 3%
Application sitt 9% 13% 5% ,
pruritus The adverse events seen in controlled and open-label
studies are presented below in the following manner:
Somnolence 6% 5% 2% most common (>5%), common (>1% - <5%), and less
" 0 o 0 common (<1%).
Vomiting 5% 5% 2% The most common adverse events (=5%) reported by
Dizziness 5% 5% 2% patients treated with Butrans in the clinical trials were nausea,
o headache, application site pruritus, dizziness, constipation,
Constipation 4% 6% 3% somnolence, vomiting, application site erythema, dry mouth,
Anplication site 3% 10% 5% and application site rash.
eri;ghema The common (>1% to <5%) adverse events reported by
patients treated with Butrans in the clinical trials organized
Application 3% 9% 6% by MedDRA (Medical Dictionary for Regulatory Activities)
site rash System Organ Class were:

- Gastrointestinal disorders: diarrhea, dyspepsia, and upper

Application 2% 5% 3% abdominal pain ySpep bp

site irritation

The following table lists adverse events that were reported
inat least 2.0% of patients in four placebo/active-controlled
titration-to-effect trials.

General disorders and administration site conditions: fatigue,
peripheral edema, application site irritation, pain, pyrexia,
chest pain, and asthenia

Infections and infestations: urinary tract infection, upper
respiratory tract infection, nasopharyngitis, influenza,
sinusitis, and bronchitis

Injury, poisoning and procedural complications: fall



Metabolism and nutrition disorders: anorexia
Musculoskeletal and connective tissue disorders: back pain,
arthralgia, pain in extremity, muscle spasms, musculoskel-
etal pain, joint swelling, neck pain, and myalgia

Nervous system disorders: hypoesthesia, tremor, migraine,
and paresthesia

Psychiatric disorders: insomnia, anxiety, and depression
Respiratory, thoracic and mediastinal disorders: dyspnea,
pharyngolaryngeal pain, and cough

Skin and subcutaneous tissue disorders: pruritus, hyper-
hidrosis, rash, and generalized pruritus

Vascular disorders: hypertension

Other less common adverse events, including those known
to occur with opioid treatment, that were seen in <1% of
the patients in the Butrans trials include the following in
alphabetical order:

Abdominal distention, abdominal pain, accidental injury,
affect lability, agitation, alanine aminotransferase increased,
angina pectoris, angioedema, apathy, application site
dermatitis, asthma aggravated, bradycardia, chills, con-
fusional state, contact dermatitis, coordination abnormal,
dehydration, depressed level of consciousness, depressed
mood, depersonalization, disorientation, disturbance in
attention, diverticulitis, drug hypersensitivity, drug with-
drawal syndrome, dry eye, dry skin, dysarthria, dysgeusia,
dysmenorrhea, dysphagia, euphoric mood, face edema,
flatulence, flushing, gait disturbance, hallucination, hiccups,
hot flush, hyperventilation, hypotension, hypoventilation,
ileus, insomnia, libido decreased, loss of consciousness,
malaise, memory impairment, mental impairment, mental
status changes, miosis, muscle weakness, nervousness,
nightmare, orthostatic hypotension, palpitations, psychotic
disorder, respiration abnormal, respiratory depression,
respiratory distress, respiratory failure, restlessness, rhinitis,
sedation, sexual dysfunction, syncope, tachycardia, tinnitus,
urinary hesitation, urinary incontinence, urinary retention,
urticaria, vasodilatation, vertigo, vision blurred, visual
disturbance, weight decreased, and wheezing.

7 DRUG INTERACTIONS

7.1 Metabolic Drug Interactions

CYP3A4 Inhibitors

Co-administration of ketoconazole, a strong CYP3A4
inhibitor, with Butrans, did not have any effect on Gy
and AUC of buprenorphine. Based on this observation,
pharmacokinetics of Butrans is not expected to be affected
by co-administration of CYP3A4 inhibitors.

However, certain protease inhibitors (PIs) with CYP3A4
inhibitory activity such as atazanavir and atazanavir/
ritonavir resulted in elevated levels of buprenorphine and
norbuprenorphine following sublingual administration of
buprenorphine and naloxone. Patients in this study reported
increased sedation, and symptoms of opiate excess have
been found in post-marketing reports of patients receiving
sublingual buprenorphine and atazanavir with and without
ritonavir concomitantly. It should be noted that atazanavir
is both a CYP3A4 and UGT1A1 inhibitor. As such, the
drug-drug interaction potential for buprenorphine with
CYP3A4 inhibitors is likely to be dependent on the route of
administration as well as the specificity of enzyme inhibition
[see Clinical Pharmacology (12.3)].

CYP3A4 Inducers

The interaction between buprenorphine and CYP3A4
enzyme inducers has not been studied; therefore it is
recommended that patients receiving Butrans be closely
monitored for reduced efficacy if inducers of CYP3A4 (e.g.
phenobarbital, carbamazepine, phenytoin, rifampin) are
co-administered [see Clinical Pharmacology (12.3)].

7.2 Non-Metabolic Drug Interactions

Benzodiazepines

There have been a number of reports regarding coma
and death associated with the misuse and abuse of the
combination of buprenorphine and benzodiazepines. In
many, but not all of these cases, buprenorphine was mis-
used by self-injection of crushed buprenorphine tablets.
Preclinical studies have shown that the combination of
benzodiazepines and buprenorphine altered the usual
ceiling effect on buprenorphine-induced respiratory

depression, making the respiratory effects of buprenorphine
appear similar to those of full opioid agonists. Prescribe
Butrans with caution to patients taking benzodiazepines
or other drugs that act on the central nervous system
regardless of whether these drugs are taken on the
advice of a physician or are being abused/misused. Wam
patients that it is extremely dangerous to self-administer
benzodiazepines while taking Butrans, and caution patients
to use benzodiazepines concurrently with Butrans only as
directed by their physician.

Skeletal Muscle Relaxants

Butrans, like other opioids, may interact with skeletal muscle
relaxants to enhance neuromuscular blocking action and
increase respiratory depression.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies with
Butrans in pregnant women. Butrans should be used
during pregnancy only if the potential benefit justifies
the potential risk to the mother and the fetus. In animal
studies, buprenorphine caused an increase in the number
of stillborn offspring, reduced litter size, and reduced
offspring growth in rats at maternal exposure levels that
were approximately 10 times that of human subjects who
received one Butrans 20 meg/hour, the maximum recom-
mended human dose (MRHD).

Teratogenic Effects

Studies in rats and rabbits demonstrated no evidence of
teratogenicity following Butrans or subcutaneous (SC)
administration of buprenorphine during the period of
major organogenesis. Rats were administered up to one
Butrans 20 mcg/hour every 3 days (gestation days 6, 9,
12, & 15) or received daily SC buprenorphine up to 5
mg/kg (gestation days 6-17). Rabbits were administered
four Butrans 20 mcg/hour every 3 days (gestation days 6,
9,12,15,18, & 19) or received daily SC buprenorphine
up to 5 mg/kg (gestation days 6-19). No teratogenicity
was observed at any dose. Area under the curve (AUC)
values for buprenorphine with Butrans application and SC
injection were approximately 140 and 110 times that of
human subjects who received the MRHD of one Butrans
20 meg/hour.

Non-Teratogenic Effects

Ina peri- and post-natal study conducted in pregnant and
lactating rats, administration of buprenorphine either as
Butrans or SC buprenorphine was associated with toxicity
to offspring. Buprenorphine was present in maternal milk.
Pregnant rats were administered 1/4 of one Butrans 5 mcg/
hour every 3 days or received daily SC buprenorphine at
doses of 0.05, 0.5, or 5 mg/kg from gestation day 6 to
lactation day 21 (weaning). Administration of Butrans or SC
buprenorphine at 0.5 or 5 mg/kg caused maternal toxicity
and an increase in the number of stillborns, reduced litter
size, and reduced offspring growth at maternal exposure
levels that were approximately 10 times that of human
subjects who received the MRHD of one Butrans 20 meg/
hour. Maternal toxicity was also observed at the no observed
adverse effect level (NOAEL) for offspring.

8.2 Labor and Delivery

The safety of Butrans given during labor and delivery has
not been established.

Opioids cross the placenta and may produce respiratory
depression and psychophysiologic effects in neonates.
Butrans is not recommended for use in women immediately
prior to and during labor, when use of shorter-acting anal-
gesics or other analgesic technigues are more appropriate.
Occasionally, opioid analgesics may prolong labor through
actions which temporarily reduce the strength, duration and
frequency of uterine contractions. However this effect is
not consistent and may be offset by an increased rate of
cervical dilatation, which tends to shorten labor.

Closely observe neonates whose mothers received opioid
analgesics during labor for signs of respiratory depres-
sion. Have a specific opioid antagonist, such as naloxone
or nalmefene, available for reversal of opioid-induced
respiratory depression in the neonate.

Neonates whose mothers have been taking opioids chroni-
cally may also exhibit withdrawal signs, either at birth and/
or in the nursery, because they have developed physical
dependence. This is not, however, synonymous with addic-
tion. Neonatal opioid withdrawal syndrome, unlike opioid
withdrawal syndrome in adults, may be life-threatening
and should be treated according to protocols developed
by neonatology experts.

8.3 Nursing Mothers

Buprenorphine has been detected in low concentrations
in human milk. Breast-feeding is not advised in mothers
treated with Butrans.

8.4 Pediatric Use

The safety and efficacy of Butrans in patients under 18
years of age has not been established. Butrans is not
recommended for use in pediatric patients.

8.5 Geriatric Use

Of the total number of subjects in the clinical trials (5,415),
Butrans was administered to 1,377 patients aged 65 years
and older. Of those, 457 patients were 75 years of age and
older. Inthe clinical program, the incidences of selected
Butrans-related AEs were higher in older subjects. The
incidences of application site AEs were slightly higher
among subjects <65 years of age than those > 65 years
of age for both Butrans and placebo treatment groups.

In a single-dose study of healthy elderly and healthy
young subjects treated with Butrans 10 mcg/hour, the
pharmacokinetics and safety outcomes were similar. Ina
separate dose-escalation safety study, the pharmacokinetics
in the healthy elderly and hypertensive elderly subjects
taking thiazide diuretics were similar to those in the
healthy young adults. In the elderly groups evaluated,
adverse event rates were similar to or lower than rates
in healthy young adult subjects, except for constipation
and urinary retention, which were more common in the
elderly. Although specific dose adjustments on the basis
of advanced age are not required for pharmacokinetic
reasons, use caution in the elderly population to ensure
safe use [see Dosage and Administration (2.4) and Clinical
Pharmacology (12.3)].

8.6 Hepatic Impairment

Inastudy utilizing intravenous buprenorphine, peak plasma
levels (Cpa) and exposure (AUC) of buprenorphine in
patients with mild and moderate hepatic impairment did not
increase as compared to those observed in subjects with
normal hepatic function. Butrans has not been evaluated
in patients with severe hepatic impairment and should be
administered with caution [see Dosage and Administration
(2.4), and Clinical Pharmacology (12.3]).

8.7 Renal Impairment

The pharmacokinetics of buprenorphine is not altered dur-
ing the course of renal failure [see Clinical Pharmacology
(12.3)).

8.8 Gender Differences

There was no significant gender effect observed for Butrans

with respect to either the incidence of adverse events or
pharmacokinetics /see Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

Butrans contains buprenorphine, a mu opioid partial
agonist and Schedule IIl controlled substance. Butrans
can be abused and is subject to misuse, abuse, addiction
and criminal diversion.

9.2 Abuse

Abuse of Butrans poses a hazard of overdose and death.
This risk is increased with compromise of the Butrans
Transdermal System and with concurrent abuse of alcohol
or other substances. Butrans has been diverted for non-
medical use.

All patients treated with opioids, including Butrans, require
careful monitoring for signs of abuse and addiction, because
use of opioid analgesic products carries the risk of addiction
even under appropriate medical use.

Addiction is a primary, chronic, neurobiologic disease,
with genetic, psychosocial, and environmental factors



influencing its development and manifestations. It is
characterized by behaviors that include one or more of
the following: impaired control over drug use, compulsive
use, continued use despite harm, and craving. Opioid drugs
are sought by people with substance use disorders (abuse
or addiction, the latter of which is also called “substance
dependence”) and criminals who supply them by diverting
medicines out of legitimate distribution channels. Butrans
is a target for theft and diversion.

“Drug-seeking” behavior is very common in persons with
substance use disorders. Drug-seeking tactics include, but
are not limited to, emergency calls or visits near the end
of office hours, refusal to undergo appropriate examina-
tion, testing or referral, repeated “loss” of prescriptions,
altering or forging of prescriptions and reluctance to
provide prior medical records or contact information for
other treating physician(s). “Doctor shopping” to obtain
additional prescriptions is common among people with
untreated substance use disorders, and criminals who
divert controlled substances.

Abuse and addiction are separate and distinct from physical
dependence and tolerance. Physicians should be aware
that addiction may not be accompanied by concurrent
tolerance and symptoms of physical dependence in all
addicts. In addition, abuse of opioids can occur in the
absence of true addiction and is characterized by misuse
for nonmedical purposes, often in combination with other
psychoactive substances. Since Butrans may be diverted
fornon-medical use, careful record-keeping of prescribing
information, including quantity, frequency, and renewal
requests is strongly advised.

The risks of misuse and abuse should be considered
when prescribing or dispensing Butrans. Concerns about
abuse and addiction, should not prevent the proper man-
agement of pain, however. Treatment of pain should be
individualized, balancing the potential benefits and risks
for each patient.

Butrans is intended for transdermal use only. Compromising
the transdermal delivery system will result in the uncon-
trolled delivery of buprenorphine and pose a significant
risk to the abuser that could result in overdose and death
[see Warnings and Precautions (5.1)]. The risk of fatal
overdose is further increased when buprenorphine is
abused concurrently with alcohol or other CNS depressants,
including other opioids and benzodiazepines [see Warnings
and Precautions (5.3)]. Abuse may occur by applying the
transdermal system in the absence of legitimate purpose,
or by swallowing, snorting or injecting buprenorphine
extracted from the transdermal system.

Proper assessment of the patient, proper prescribing
practices, periodic re-evaluation of therapy, proper dis-
pensing and correct storage and handling are appropriate
measures that help to limit misuse and abuse of opioid
drugs. Careful record-keeping of prescribing information,
including quantity, frequency, and renewal requests is
strongly advised.

Healthcare professionals should contact their State
Professional Licensing Board or State Controlled
Substances Authority for information on how to prevent
and detect abuse or diversion of this product.

9.3 Physical Dependence and Tolerance

Tolerance is a state of adaptation in which exposure to a
drug induces changes that result in a diminution of one or
more of the drug’s effects over time. Tolerance could occur
to both the desired and undesired effects of drugs, and may
develop at different rates for different effects.

Physical dependence to an opioid is manifested by
characteristic withdrawal signs and symptoms after abrupt
discontinuation of a drug, significant dose reduction, or
upon administration of an antagonist. Physical dependence
and tolerance are not unusual during chronic opioid
analgesic therapy.

The opioid abstinence or withdrawal syndrome in adults
is characterized by some or all of the following: restless-
ness, lacrimation, rhinorrhea, yawning, perspiration, chills,
piloerection, myalgia, mydriasis, irritability, anxiety, back-
ache, joint pain, weakness, abdominal cramps, insomnia,
nausea, anorexia, vomiting, diarrhea, or increased blood
pressure, respiratory rate, or heart rate /see Use In Specific

Populations (8.2)]

Infants born to mothers physically dependent on opioids will
also be physically dependent and may exhibit respiratory
difficulties and withdrawal symptoms.

In general, opioids should not be abruptly discontinued
[see Dosage and Administration (2.5)].

10 OVERDOSAGE

10.1 Symptoms

Acute overdosage with Butrans can be manifested by
respiratory depression, somnolence progressing to stupor
or coma, skeletal muscle flaccidity, cold and clammy skin,
constricted pupils, bradycardia, hypotension, partial or
complete airway obstruction, atypical snoring and death.
Deaths due to overdose have been reported with abuse
and misuse of buprenorphine. Review of case reports has
indicated that the risk of fatal overdose is further increased
when Butrans is abused concurrently with alcohol or other
CNS depressants, including other opioids.

10.2 Treatment

In cases of overdose, remove Butrans immediately. It is
important to take the pharmacokinetic profile of Butrans
into account when treating overdose. Even in the face of
improvement, continued medical monitoring is required
because of the possibility of extended effects as opioid
continues to be absorbed from the skin. After removal of
Butrans, the mean buprenorphine concentrations decrease
approximately 50% in 12 hours (range 10-24 hours) with an
apparent terminal half-life of approximately 26 hours. Due
to this long apparent terminal half-life, patients may require
monitoring and treatment for at least 24 hours.

In the treatment of Butrans overdosage, primary attention
should be given to the maintenance of a patent airway, and
of effective ventilation (clearance of CO,) and oxygenation,
whether by spontaneous, assisted or controlled respiration.
Supportive measures (including oxygen and vasopressors)
should be employed in the management of circulatory
shock and pulmonary edema accompanying overdose
as indicated. Cardiac arrest or arrhythmias may require
cardiac massage or defibrillation.

Naloxone may not be effective in reversing any respiratory
depression produced by buprenorphine. High doses of
naloxone, 10-35 mg/70 kg, may be of limited value in
the management of buprenorphine overdose. The onset
of naloxone effect may be delayed by 30 minutes or more.
Doxapram hydrochloride (a respiratory stimulant) has
also been used. Since the duration of action of Butrans
may exceed that of the antagonist, keep the patient under
continued surveillance and administer repeated doses of the
antagonist according to the antagonist labeling as needed
to maintain adequate respiration. Maintenance of adequate
ventilation is essential when managing Butrans overdose
and more important than specific antidote treatment with
an opioid antagonist such as naloxone.

Do not administer opioid antagonists in the absence of
clinically significant respiratory or circulatory depression
secondary to buprenorphine overdose. In patients who
are physically dependent on any opioid agonist including
Butrans, an abrupt partial or complete reversal of opioid
effects may precipitate an acute abstinence or withdrawal
syndrome. The severity of the withdrawal syndrome pro-
duced will depend on the degree of physical dependence
and the dose of the antagonist administered. See the
prescribing information for the specific opioid antagonist
for details of its proper use.

17 PATIENT COUNSELING INFORMATION

See MEDICATION GUIDE (including Instructions for
Use) as appended at the end of the full prescribing
information.

17.1 Information for Patients and Caregivers
Provide the following information to patients receiving
Butrans or their caregivers:

1. Advise patients to carefully follow instructions for the
application, removal, and disposal of Butrans. Each
week, apply Butrans to a different site based on the 8
described skin sites, with @ minimum of 3 weeks between
applications to a previously used site.

2. Advise patients to apply Butrans to a hairless or
nearly hairless skin site. If none are available, instruct
patients to clip the hair at the site and not to shave the
area. Instruct patients not to apply to irritated skin. If
the application site must be cleaned, use clear water
only. Soaps, alcohol, oils, lotions, or abrasive devices
should not be used. Allow the skin to dry before
applying Butrans.

3. Advise the patient to wear Butrans continuously for
7 days.

4. Advise patients to talk to their doctor if they have any
pain or bothersome side effects while they are using
Butrans. The dose may have to be changed.

5. Advise patients not to increase or decrease the Butrans
dose they are using without first speaking to their
doctor.

6. Advise patients that Butrans may impair mental and/
or physical ability required for the performance of poten-
tially hazardous tasks (e.g., driving, operating heavy
machinery).

7. Advise patients who are taking Butrans not to drink
alcohol. They should also avoid taking sleep aids and
CNS depressants, unless a doctor prescribes them.

8. Advise patients that while wearing Butrans, they should
avoid exposing the Butrans site to external heat sources,
suchas heating pads, electric blankets, heat lamps, saunas,
hot tubs, heated water beds, etc, because an increase in
absorption of buprenorphine may occur that could lead to
an overdose or death.

9. Advise women who become pregnant, or who plan
to become pregnant, to ask their doctor about the
effects that Butrans may have on themselves and their
pregnancy.

10. Advise patients that buprenorphine is a drug that some
people may abuse. They should use Butrans only
as directed, and not give it to anyone other than the
individual for whom it was prescribed. Protect it from
theft. Be especially careful to keep this medication
away from children and pets.

11. Advise patients to tell their doctor if they have a history
of serious skin reactions to adhesives, as they may not
be able to use Butrans.

12. Advise patients who must stop using Butrans that they
should speak with their doctor to manage the transition
to other pain medications.

Healthcare professionals can telephone
Purdue Pharma’s Medical Services Department
(1-888-726-7535) for information on this product.

CAUTION
DEA Order Form Required.

Distributed by:
Purdue Pharma L.P., Stamford, CT 06901-3431

Manufactured by: LTS Lohmann Therapie-Systeme AG,
Andernach, Germany

U.S. Patent Numbers: 5,681,413; 5,804,215,
6,264,980; 6,315,854 6,344,211; RE41408; RE41489;
RE41571.

Issued: August 2010
©2010, Purdue Pharma L.P.
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PONG PRINCIPLE

30

THIS PATIENT ENCOUNTER WILL FOREVER CHANGE THE
WAY I PRACTICE MEDICINE, THE WAY I PARENT, AND THE
WAY I VIEW MY MOST IMPORTANT RELATIONSHIPS.

Wow. A letter from a
patient with advice for me!
I was stunned. Scrawled
in blue ink across a 3x5
notecard were answers I'd
been searching for. I read the
note over and over, happy
to learn that perhaps I was
already doing some things
right, and T was encouraged
to see specific, tried-and-true
suggestions that seemed very
doable. T gleaned hope from
this patient who had raised
teenagers and lived to tell the
story. I found reassurance
that things would get better
and that, just maybe, the
experience wouldn’t kill me.
Once again, I shared Mrs.

Love’s wisdom with my wife. We his wife, Amy, and their children, from left to right, Philip, 14, Parker, 14, Eve, 11, and

both were touched by her com-

passion for our “plight” and marveled at the time and

thought she had invested in encouraging us.

CONVERSATION STARTER

Although T wouldn’t want it broadcast to my patients,
adherence is not my strong suit, so it was still a while

before T heeded Mrs. Love’s advice about
the ping pong table.

Some friends invited our family to
spend a long weekend with their family
in a cottage on the Outer Banks of North
Carolina. Between our two families, there
were six kids ranging in age from 10 to 16
years old. Five of the six were boys. My
wife and I were a little nervous about how
we would keep all the kids entertained in
the evenings, especially considering the
cottage had no Internet access. But our
friends had failed to mention there was a
ping pong table in the basement.

Every evening, the kids held ping pong
tournaments while the adults enjoyed
hours of uninterrupted conversation
upstairs. At the end of the weekend, we
all knew each other a little better and
appreciated each other a little more. I
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omas, 16.

returned from that weekend optimistic, refreshed, and

determined to purchase a ping pong table of my own.
Walking through Sam’s Club the next weekend, I
saw the store was beginning to display seasonal items

POWER
POINTS

It’s important fo look

a patient in the eyes
when talking and
listening.

Body language can

give you clues about
physical and mental
health that words alone
don’t provide.

The more you interact
with a particular
patient, the more you
can tailor treatment
for better outcomes.

Patients have plenty
of wisdom to share.

MedicalEconomics.com

in preparation for the holidays. On the fringe of all
the new gaming systems, big-screen televisions, and

computers sat a plain, black-and-white
ping pong table, folded up like a forgot-
ten backdrop. T grabbed a ticket from
the plastic pocket, practically skipped

to customer service, purchased one,
strapped it on top of the minivan, and
set it up in our garage the same day. Our
household hasn’t been the same since.

I can’t explain the magnetism of the
ping pong table. It has drawn neighbor-
hood kids that never hung out at our
house before. Even those who don’t want
to play gather and watch. And they talk.
They talk a lot.

My wife has decided her dry park-
ing space has been a small price to
pay. When inclement weather recently
closed the schools for a couple of days,
the kids didn’t congregate in the house
around video games or lounge on the

PHOTO BY ERIC JONES
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During a ping pong game...

PONG PRINCIPLE

During patient interaction...

You must be face-to-face with your opponent.

It's important to look a patient directly in the eyes

—>
when talking and listening to him or her.
All of your focus must be on the game. ——>» You should not be multitasking, writing notes, etc.
Paying attention to your opponent’s body ——> Paying attention to your patient’s body language can give you
language can help you plan your best move. clues about his or her physical and mental health that words
alone don't provide.
There is a back-and-forth exchange of the —> Spend as much time listening to the patient as you do talking.
ball.
A rhythm develops in the game as two —> The more you interact with a particular patient, the more you
players get to know each others’ styles. can tailor your treatment to that individual in a way that yields
better outcomes.
You switch sides to even the playing field. ———> Sometimes when you interact with a patient, you should give

couch with their iPods. They played ping pong.

Over the past couple of months, we’ve had some
awesome conversations with our three teenage boys
and “tween” girl over the ping pong table. I've learned
more about the things they’re struggling with academ-
ically, athle