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FROM ANNALS OF THE
RHEUMATIC DISEASE

he cardiovascular risk in rheuma-
I toid arthritis is comparable to that
of diabetes, a large Danish study
has shown.
Further, the risk of myocardial infarc-

tion (MI) in theumatoid arthritis patients
corresponds to that observed in the gen-

eral population of individuals without
the musculoskeletal condition who are,
on average, 10 years older and does not
appear to be affected by the duration of
drug treatment for the disease, Dr. Jesper
Lindhardsen of Gentofte University Hos-
pital in Copenhagen, and colleagues re-
ported.

Using nationwide registers encom-
passing the entire Danish population old-
er than 16 years, the investigators iden-

tified individuals with new-onset
rheumatoid arthritis (RA), new-onset di-
abetes, and new MI during a 10-year pe-
riod, excluding individuals with prior
disease and incomplete data entries from
the full cohort of 4,311,022 subjects,
they wrote.

During the 10-year study period, 9,921
individuals developed RA and 129,659 de-
veloped diabetes. Compared with the
diabetes patients, “RA patients were
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RA, Diabetes Confer Same Cardiovascular Risk

more often women, used less cardio-
protective medications, and had less co-
morbidity, whereas age was similar in the
two groups,” they reported.

Regarding cardiovascular outcomes,
265 of the RA patients and 3,948 of the
diabetes patients had new MI, repre-
senting in both cohorts a 1.7 increased in-
cidence rate ratio (IRR) of Ml in a fully
adjusted model compared with the gen-
eral population in which 75,870 individ-
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WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS
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 Cymbalta or any other antidepressant 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 antidepressant therapy
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.
Cymbalta is not approved for use in pediatric patients. [See Warnings and
Precautions and Use in Specific Populations.]

INDICATIONS AND USAGE: Major Depressive Disorder—Cymbalta is indicated for the acute
and maintenance treatment of major depressive disorder (MDD). The efficacy of Cymbalta
was established in four short-term trials and one maintenance trial in adults.

Generalized Anxiety Disorder—Cymbalta is indicated for the treatment of generalized
anxiety disorder (GAD). The efficacy of Cymbalta was established in three short-term trials
and one maintenance trial in adults.

Diabetic Peripheral Neuropathic Pain—Cymbalta is indicated for the management of
neuropathic pain (DPNP) associated with diabetic peripheral neuropathy.

Fibromyalgia—Cymbalta is indicated for the management of fibromyalgia (FM).

Chronic Musculoskeletal Pain—Cymbalta is indicated for the management of chronic
musculoskeletal pain. This has been established in studies in patients with chronic low back
pain (CLBP) and chronic pain due to osteoarthritis.

CONTRAINDICATIONS: Monoamine Oxidase Inhibitors—Concomitant use in patients
taking monoamine oxidase inhibitors (MAQIs) is contraindicated due to the risk of serious,
sometimes fatal, drug interactions with serotonergic drugs. These interactions may include
hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital
signs, and mental status changes that include extreme agitation progressing to delirium and
coma. These reactions have also been reported in patients who have recently discontinued
serotonin reuptake inhibitors and are then started on an MAQI. Some cases presented with
features resembling neuroleptic malignant syndrome [See Warnings and Precautions].

Uncontrolled Narrow-Angle Glaucoma—In clinical trials, Cymbalta use was associated
with an increased risk of mydriasis; therefore, its use should be avoided in patients with
uncontrolled narrow-angle glaucoma [see Warnings and Precautions].

WARNINGS AND PRECAUTIONS: Clinical Worsening and Suicide Risk—Patients with
major depressive disorder (MDD), both adult and pediatric, may experience worsening of their
depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant 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
may have a role in inducing worsening of depression and the emergence of suicidality in
certain patients during the early phases of treatment.

Pooled analyses of short-term, placebo-controlled trials of antidepressant drugs (SSRls
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 antidepressants compared to placebo in adults beyond age 24;
there was a reduction with antidepressants compared to placebo in adults aged 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 antidepressant drugs 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 vs 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.

Table 1

Age Range Drug-Placebo Difference in
Number of Cases of Suicidality

per 1000 Patients Treated

Increases Compared to Placebo

<18 14 additional cases

18-24 5 additional cases
Decreases Compared to Placebo
25-64 1 fewer case
>65 6 fewer cases
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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 unknown 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 antidepressants for any indication should be
monitored appropriately and observed closely for clinical worsening, suicidality, and
unusual changes in behavior, 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, and mania,
have been reported in adult and pediatric patients being treated with antidepressants 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 whose depression is persistently worse, or who
are experiencing emergent suicidality or symptoms that might be precursors to worsening
depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were
not part of the patient’s presenting symptoms.

If the decision has been made to discontinue treatment, medication should be tapered, as
rapidly as is feasible, but with recognition that discontinuation can be associated with certain
symptoms [see Warnings and Precautions for descriptions of the risks of discontinuation of
Cymbalta.

Families and caregivers of patients being treated with antidepressants for major
depressive disorder or other indications, both psychiatric and nonpsychiatric, should
be alerted about the need to monitor patients for the emergence of agitation, 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 healthcare
providers. Such monitoring should include daily observation by families and caregivers.
Prescriptions for Cymbalta should be written for the smallest quantity of capsules
consistent with good patient management in order to reduce the risk of overdose.

Screening Patients for Bipolar Disorder—A major depressive episode may be the initial
presentation of bipolar disorder. It is generally believed (though not established in controlled
trials) that treating such an episode with an antidepressant alone may increase the likelinood
of precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any
of the symptoms described above represent such a conversion is unknown. However, prior
to initiating treatment with an antidepressant, patients with depressive symptoms should
be adequately screened to determine if they are at risk for bipolar disorder; such screening
should include a detailed psychiatric history, including a family history of suicide, bipolar
disorder, and depression. It should be noted that Cymbalta (duloxetine) is not approved for
use in treating bipolar depression.

Hepatotoxicity—There have been reports of hepatic failure, sometimes fatal, in patients
treated with Cymbalta. These cases have presented as hepatitis with abdominal pain,
hepatomegaly, and elevation of transaminase levels to more than twenty times the upper
limit of normal with or without jaundice, reflecting a mixed or hepatocellular pattern of liver
injury. Cymbalta should be discontinued in patients who develop jaundice or other evidence
of clinically significant liver dysfunction and should not be resumed unless another cause
can be established.

Cases of cholestatic jaundice with minimal elevation of transaminase levels have also
been reported. Other postmarketing reports indicate that elevated transaminases, bilirubin,
and alkaline phosphatase have occurred in patients with chronic liver disease or cirrhosis.

Cymbalta increased the risk of elevation of serum transaminase levels in development
program clinical trials. Liver transaminase elevations resulted in the discontinuation of
0.3% (89/29,435) of Cymbalta-treated patients. In most patients, the median time to
detection of the transaminase elevation was about two months. In placebo-controlled trials
in any indication, for patients with normal and abnormal baseline ALT values, elevation of
ALT >3 times the upper limit of normal occurred in 1.37% (132/9611) of Cymbalta-treated
patients compared to 0.49% (35/7182) of placebo-treated patients. In placebo-controlled
studies using a fixed-dose design, there was evidence of a dose response relationship for
ALT and AST elevation of >3 times the upper limit of normal and >5 times the upper limit of
normal, respectively.

Because it is possible that duloxetine and alcohol may interact to cause liver injury or that
duloxetine may aggravate pre-existing liver disease, Cymbalta should not be prescribed to
patients with substantial alcohol use or evidence of chronic liver disease.

Orthostatic Hypotension and Syncope—Orthostatic hypotension and syncope have
been reported with therapeutic doses of duloxetine. Syncope and orthostatic hypotension
tend to occur within the first week of therapy but can occur at any time during duloxetine
treatment, particularly after dose increases. The risk of blood pressure decreases may be
greater in patients taking concomitant medications that induce orthostatic hypotension (such
as antihypertensives) or are potent CYP1A2 inhibitors [see Warnings and Precautions and
Drug Interactions ] and in patients taking duloxetine at doses above 60 mg daily. Consideration
should be given to discontinuing duloxetine in patients who experience symptomatic
orthostatic hypotension and/or syncope during duloxetine therapy.

Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-like Reactions—
The development of a potentially life-threatening serotonin syndrome or Neuroleptic
Malignant Syndrome (NMS)-like reactions have been reported with SNRIs and SSRIs alone,
including Cymbalta treatment, but particularly with concomitant use of serotonergic drugs
(including triptans) with drugs which impair metabolism of serotonin (including MAQIs), or
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Major Finding: The RA and diabetes cohorts both had a 1.7 increased inci-
dence rate ratio (IRR) of MI, compared with the general population.

Data Source: A large, population-based study of the incidence of new-onset
rheumatoid arthritis, diabetes, and myocardial infarction using Danish patient

registry information covering a 10-year period.

Disclosures: The study was supported by an unrestricted grant from the Danish
Rheumatism Association. The authors disclosed having no conflicts of interest.

uals had new myocardial infarctions.
The IRR among patients with both RA
and diabetes was 2.6, “which roughly
equaled the predicted additive risk for the
two separate diseases, they wrote (Ann.
Rheum. Dis. 2011;70:929-34).

The investigators conducted a nested
case-control study that corroborated the
comparable risk of MI in the RA and di-
abetes patients. The findings demon-
strated that the increased risk in these
groups was independent of treatment

duration within the time frame of the
current study, they wrote.

Stratified by gender, the MI risk esti-
mates did not differ between women
and men in the RA group. In the diabetes
patients, however, women were at sig-
nificantly higher risk than men for the ad-
verse cardiovascular outcome, the au-
thors wrote. An age-dependent pattern of
MI risk was also observed. Specifically,
among women with RA and diabetes, re-
spectively, the risk of MI in those younger
than 50 years old was 5.5 and 5.9 times
that observed in the age-matched refer-
ence group, they reported. Additionally,

ARTHRITIS

for women between 50 and 65 years of
age, the IRRs were 1.7 and 2.6 for RA and
diabetes patients, respectively.

The age-stratified patterns observed in
men were different, the authors stated,
noting that “the IRRs in the two oldest
age groups were comparable, and even
tended to be slightly higher in the 50-65
years age group of RA patients com-
pared to the same-aged [diabetes] pa-
tients.” And while the youngest men
with RA had a markedly raised IRR, di-
abetes patients in the same age stratum
had a significantly higher risk, with an

Continued on following page

with antipsychotics or other dopamine antagonists. Serotonin syndrome symptoms may
include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability
(e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g.,
hyperreflexia, incoordination), and/or gastrointestinal symptoms (e.g., nausea, vomiting,
diarrhea). 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 Cymbalta with MAOIs intended to treat depression is
contraindicated [see Contraindications].

If concomitant treatment of Cymbalta with a 5-hydroxytryptamine receptor agonist (triptan)
is clinically warranted, careful observation of the patient is advised, particularly during
treatment initiation and dose increases [see Drug Interactions].

The concomitant use of Cymbalta with serotonin precursors (such as tryptophan) is not
recommended [see Drug Interactions].

Treatment with duloxetine 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.

Abnormal Bleeding—SSRIs and SNRIs, including duloxetine, may increase the risk of
bleeding events. Concomitant use of aspirin, nonsteroidal anti-inflammatory drugs, warfarin,
and other anti-coagulants may add to this risk. Case reports and epidemiological 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 SSRI and SNRI 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 duloxetine and NSAIDs, aspirin, or other drugs that affect coagulation.

Discontinuation of Treatment with Cymbalta—Discontinuation symptoms have
been systematically evaluated in patients taking duloxetine. Following abrupt or tapered
discontinuation in placebo-controlled clinical trials, the following symptoms occurred at
1% or greater and at a significantly higher rate in duloxetine-treated patients compared
to those discontinuing from placebo: dizziness, nausea, headache, paresthesia, fatigue,
vomiting, irritability, insomnia, diarrhea, anxiety, and hyperhidrosis.

During marketing of other SSRIs and SNRIs (serotonin and norepinephrine reuptake
inhibitors), there have been spontaneous reports of adverse events occurring upon
discontinuation of these drugs, particularly when abrupt, including 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
Cymbalta. A gradual reduction in the dose rather than abrupt cessation is recommended
whenever possible. 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].

Activation of Mania/Hypomania—In placebo-controlled trials in patients with major
depressive disorder, activation of mania or hypomania was reported in 0.1% (2/2489) of
duloxetine-treated patients and 0.1% (1/1625) of placebo-treated patients. No activation
of mania or hypomania was reported in GAD, fibromyalgia, or chronic musculoskeletal pain
placebo-controlled trials. Activation of mania or hypomania has been reported in a small
proportion of patients with mood disorders who were treated with other marketed drugs
effective in the treatment of major depressive disorder. As with these other agents, Cymbalta
should be used cautiously in patients with a history of mania.

Seizures—Duloxetine has not been systematically evaluated in patients with a seizure
disorder, and such patients were excluded from clinical studies. In placebo-controlled clinical
trials, seizures/convulsions occurred in 0.03% (3/10,524) of patients treated with duloxetine
and 0.01% (1/7699) of patients treated with placebo. Cymbalta should be prescribed with
care in patients with a history of a seizure disorder.

Effect on Blood Pressure—In placebo-controlled clinical trials across indications from
baseline to endpoint, duloxetine treatment was associated with mean increases of 0.5 mm Hg
in systolic blood pressure and 0.8 mm Hg in diastolic blood pressure compared to mean
decreases of 0.6 mm Hg systolic and 0.4 mm Hg diastolic in placebo-treated patients.
There was no significant difference in the frequency of sustained (3 consecutive visits)
elevated blood pressure. In a clinical pharmacology study designed to evaluate the effects of
duloxetine on various parameters, including blood pressure at supratherapeutic doses with
an accelerated dose titration, there was evidence of increases in supine blood pressure at
doses up to 200 mg twice daily. At the highest 200 mg twice daily dose, the increase in mean
pulse rate was 5.0 to 6.8 beats and increases in mean blood pressure were 4.7 to 6.8 mm Hg
(systolic) and 4.5 to 7 mm Hg (diastolic) up to 12 hours after dosing.

Blood pressure should be measured prior to initiating treatment and periodically measured
throughout treatment [see Adverse Reactions].

Clinically Important Drug Interactions—Both CYP1A2 and CYP2D6 are responsible for
duloxetine metaholism.

Potential for Other Drugs to Affect Cymbalta

CYP1A2 Inhibitors—Co-administration of Cymbalta with potent CYP1A2 inhibitors should
be avoided [see Drug Interactions].

CYP2D6 Inhibitors—Because CYP2D6 is involved in duloxetine metabolism, concomitant
use of duloxetine with potent inhibitors of CYP2D6 would be expected to, and does, result in
higher concentrations (on average of 60%) of duloxetine [see Drug Interactions.
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Potential for Cymbalta to Affect Other Drugs

Drugs Metabolized by CYP2D6—Co-administration of Cymbalta with drugs that are
extensively metabolized by CYP2D6 and that have a narrow therapeutic index, including
certain antidepressants (tricyclic antidepressants [TCAs], such as nortriptyline, amitriptyline,
and imipramine), phenothiazines, and Type 1C antiarrhythmics (e.g., propafenone, flecainide),
should be approached with caution. Plasma TCA concentrations may need to be monitored
and the dose of the TCA may need to be reduced if a TCA is co-administered with Cymbalta.
Because of the risk of serious ventricular arrhythmias and sudden death potentially
associated with elevated plasma levels of thioridazine, Cymbalta and thioridazine should not
be co-administered [see Drug Interactions].

Other Clinically Important Drug Interactions

Alcoho—Use of Cymbalta concomitantly with heavy alcohol intake may be associated
with severe liver injury. For this reason, Cymbalta should not be prescribed for patients with
substantial alcohol use [see Warnings and Precautions and Drug Interactions].

CNS Acting Drugs—Given the primary CNS effects of Cymbalta, it should be used with
caution when it is taken in combination with or substituted for other centrally acting drugs,
including those with a similar mechanism of action [see Warnings and Precautions and Drug
Interactions].

Hyponatremia—Hyponatremia may occur as a result of treatment with SSRIs and
SNRIs, including Cymbalta. 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 and appeared to be reversible when Cymbalta
was discontinued. Elderly patients may be at greater risk of developing hyponatremia with
SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise volume depleted may
be at greater risk [see Use in Specific Populations]. Discontinuation of Cymbalta should be
considered in patients with symptomatic hyponatremia and appropriate medical intervention
should be instituted.

Signs and symptoms of hyponatremia include headache, difficulty concentrating, memory
impairment, confusion, weakness, and unsteadiness, which may lead to falls. More severe
and/or acute cases have been associated with hallucination, syncope, seizure, coma,
respiratory arrest, and death.

Use in Patients with Concomitant lllness—Clinical experience with Cymbalta in
patients with concomitant systemic illnesses is limited. There is no information on the effect
that alterations in gastric motility may have on the stability of Cymbalta’s enteric coating.
In extremely acidic conditions, Cymbalta, unprotected by the enteric coating, may undergo
hydrolysis to form naphthol. Caution is advised in using Cymbalta in patients with conditions
that may slow gastric emptying (e.g., some diabetics).

Cymbalta has not been systematically evaluated in patients with a recent history of
myocardial infarction or unstable coronary artery disease. Patients with these diagnoses were
generally excluded from clinical studies during the product’s premarketing testing.

Hepatic Insufficiency—Cymbalta should ordinarily not be used in patients with hepatic
insufficiency [see Warnings and Precautions and Use in Specific Populations |.

Severe Renal Impairment—Cymbalta should ordinarily not be used in patients with end-
stage renal disease or severe renal impairment (creatinine clearance <30 mL/min). Increased
plasma concentration of duloxetine, and especially of its metabolites, occur in patients with
end-stage renal disease (requiring dialysis) [see Use in Specific Populations .

Controlled Narrow-Angle Glaucoma—In clinical trials, Cymbalta was associated with an
increased risk of mydriasis; therefore, it should be used cautiously in patients with controlled
narrow-angle glaucoma [See Contraindications].

Glycemic Control in_Patients with Diabetes—As observed in DPNP trials, Cymbalta
treatment worsens glycemic control in some patients with diabetes. In three clinical trials
of Cymbalta for the management of neuropathic pain associated with diabetic peripheral
neuropathy, the mean duration of diabetes was approximately 12 years, the mean baseline
fasting blood glucose was 176 mg/dL, and the mean baseline hemoglobin A;; (HbA,) was
7.8%. In the 12-week acute treatment phase of these studies, Cymbalta was associated with
a small increase in mean fasting blood glucose as compared to placebo. In the extension
phase of these studies, which lasted up to 52 weeks, mean fasting blood glucose increased
by 12 mg/dL in the Cymbalta group and decreased by 11.5 mg/dL in the routine care group.
HbA, increased by 0.5% in the Cymbalta group and by 0.2% in the routine care groups.

Urinary Hesitation and Retention—Cymbalta is in a class of drugs known to affect
urethral resistance. If symptoms of urinary hesitation develop during treatment with Cymbalta,
consideration should be given to the possibility that they might be drug-related.

In postmarketing experience, cases of urinary retention have been observed. In some
instances of urinary retention associated with duloxetine use, hospitalization and/or
catheterization has been needed.

Laboratory Tests—No specific laboratory tests are recommended.

ADVERSE REACTIONS: Clinical Trial Data Sources—The data described below reflect
exposure to duloxetine in placebo-controlled trials for MDD (N=2489), GAD (N=910),
0A (N=239), CLBP (N=600), DPNP (N=906), and FM (N=876). The population studied was
17 to 91 years of age; 65.5%, 62.5%, 61.5%, 42.9%, and 94.9% female; and 86.5%,
81.2%, 86.2%, 74.0%, and 88% Caucasian for MDD, GAD, OA and CLBP, DPNP, and FM,
respectively. Most patients received doses of a total of 60 to 120 mg per day [See Clinical
Studies (14)].

The stated frequencies of adverse reactions represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse reaction 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. Reactions reported during the studies
were not necessarily caused by the therapy, and the frequencies do not reflect investigator
impression (assessment) of causality.
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IRR of 4.9 compared with 2.1, they said.
In a fully adjusted regression model in
which the IRRs for MI in RA patients
were calculated according to 10-year
subject age intervals, “RA patients had
the same, or higher, risk of MI as con-
trol subjects who were, on average, 10
years older,” the authors reported.
Although the study has several limita-
tions, including the identification of RA
patients based on dispensed prescrip-
tions and diagnosis versus the 1987
American College of Rheumatology cri-

teria, the reliance on the use of glucose-
lowering drugs as a proxy for diabetes,

‘RA patients had
the same, or
higher, risk of MI
as control
subjects who
were, on average,
10 years older.’

DR. LINDHARDSEN

and the lack of information about clas-
sic cardiovascular risk factors, “the re-

sults corroborate and expand previous
findings in this area of research and in-
dicate that patients with RA should be
considered for more aggressive primary
[cardiovascular disease] prevention,” the
authors stressed.

In an accompanying editorial, Dr.
Michael T. Nurmohamed and Dr.
George Kitas of VU University Medical
Centre in Amsterdam wrote that the
findings of the current study should put
to bed any doubt or debate about an en-
hanced cardiovascular risk in RA. “Im-
portantly, they also provide further evi-
dence that the cardiovascular risk in RA
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is broadly similar to that of contem-
porarily managed diabetes,” they stated.
The results of the study, as well as the
success of cardiovascular risk manage-
ment in diabetes provides a clear incen-
tive to identify and actively manage, if
necessary, cardiovascular risk in all RA
patients as part of quality routine
rheumatological practice” (Ann. Rheum.
Dis. 2011;70:881-3).

The study was sponsored by an unre-
stricted grant from the Danish Rheuma-
tism Association. The authors of the
study and the accompanying editorial re-
ported having no conflicts of interest. B

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 Reported as Reasons for Discontinuation of Treatment in
Placebo-Controlled Trials—Major Depressive Disorder—Approximately 9% (209/2327)
of the patients who received duloxetine in placebo-controlled trials for MDD discontinued
treatment due to an adverse reaction, compared with 4.7% (68/1460) of the patients
receiving placebo. Nausea (duloxetine 1.3%, placebo 0.5%) was the only common adverse
reaction reported as a reason for discontinuation and considered to be drug-related (i.e.,
discontinuation occurring in at least 1% of the duloxetine-treated patients and at a rate of at
least twice that of placebo).

Generalized Anxiety Disorder—Approximately 15.3% (102/668) of the patients who
received duloxetine in placebo-controlled trials for GAD discontinued treatment due to an
adverse reaction, compared with 4.0% (20/495) for placebo. Common adverse reactions
reported as a reason for discontinuation and considered to be drug-related (as defined
above) included nausea (duloxetine 3.7%, placebo 0.2%), and vomiting (duloxetine 1.3%,
placebo 0.0%), and dizziness (duloxetine 1.0%, placebo 0.2%).

Diabetic Peripheral Neuropathic Pain—Approximately 12.9% (117/906) of the patients
who received duloxetine in placebo-controlled trials for DPNP discontinued treatment due to
an adverse reaction, compared with 5.1% (23/448) for placebo. Common adverse reactions
reported as a reason for discontinuation and considered to be drug-related (as defined above)
included nausea (duloxetine 3.5%, placebo 0.7%), dizziness (duloxetine 1.2%, placebo 0.4%),
and somnolence (duloxetine 1.1%, placebo 0.0%).

Fibromyalgia—Approximately 19.6% (172/876) of the patients who received duloxetine
in 3- to 6-month placebo-controlled trials for FM discontinued treatment due to an adverse
reaction, compared with 11.8% (63/535) for placebo. Common adverse reactions reported as
a reason for discontinuation and considered to be drug-related (as defined above) included
nausea (duloxetine 1.9%, placebo 0.7%), somnolence (duloxetine 1.5%, placebo 0.0%), and
fatigue (duloxetine 1.3%, placebo 0.2%).

Chronic Pain due to Osteoarthritis—Approximately 16.3% (39/239) of the patients
who received duloxetine in 13-week, placebo-controlled trials for chronic pain due to 0A
discontinued treatment due to an adverse reaction, compared with 5.6% (14/248) for
placebo. Common adverse reactions reported as a reason for discontinuation and considered
to be drug-related (as defined above) included nausea (duloxetine 2.9%, placebo 0.8%) and
asthenia (duloxetine 1.3%, placebo 0.0%).

Chronic Low Back Pain—Approximately 16.5% (99/600) of the patients who received
duloxetine in 13-week, placebo-controlled trials for CLBP discontinued treatment due to an
adverse reaction, compared with 6.3% (28/441) for placebo. Common adverse reactions
reported as a reason for discontinuation and considered to be drug-related (as defined
ahove) included nausea (duloxetine 3.0%, placebo 0.7%), and somnolence (duloxetine 1.0%,
placebo 0.0%).

Most Common Adverse Reactions—Pooled Trials for all Approved Indications—The
most commonly observed adverse reactions in Cymbalta-treated patients (incidence of at
least 5% and at least twice the incidence in placebo patients) were nausea, dry mouth,
somnolence, fatigue, constipation, decreased appetite, and hyperhidrosis.

Diabetic Peripheral Neuropathic Pain—The most commonly observed adverse reactions in
Cymbalta-treated patients (as defined above) were nausea, somnolence, decreased appetite,
constipation, hyperhidrosis, and dry mouth.

Fibromyalgia—The most commonly observed adverse reactions in Cymbalta-treated
patients (as defined above) were nausea, dry mouth, constipation, somnolence, decreased
appetite, hyperhidrosis, and agitation.

Chronic Pain due to Osteoarthritis—The most commonly observed adverse reactions in
Cymbalta-treated patients (as defined above) were nausea, fatigue, and constipation.

Chronic Low Back Pain—The most commonly observed adverse reactions in Cymbalta-
treated patients (as defined above) were nausea, dry mouth, insomnia, somnolence,
constipation, dizziness, and fatigue.

Adverse Reactions Occurring at an Incidence of 5% or More Among Duloxetine-
Treated Patients in Placebo-Controlled Trials—Table 2 in full Pl gives the incidence of
treatment-emergent adverse reactions in placebo-controlled trials (N=6020 Cymbalta;
N=3962 placebo) for approved indications that occurred in 5% or more of patients treated
with duloxetine and with an incidence greater than placebo. These adverse events were:
nausea, headache, dry mouth, fatigue (includes asthenia), somnolence* (includes hypersomnia
and sedation), insomnia* (includes middle insomnia, early morning awakening, and initial
insomnia), dizziness, constipation*, diarrhea, decreased appetite* (includes anorexia), and
hyperhidrosis.

*Events for which there was a significant dose-dependent relationship in fixed-dose
studies, excluding three MDD studies which did not have a placebo lead-in period or dose
titration.

Adverse Reactions Occurring at an Incidence of 2% or More Among Duloxetine-
Treated Patients in Placebo-Controlled Trials—Pooled MDD and GAD Trials—
Table 3 infull Pl gives the incidence of treatment-emergent adverse reactions in MDD and GAD
placebo-controlled trials (N=2995 Cymbalta; N=1955 placebo) for approved indications that
occurred in 2% or more of patients treated with duloxetine and with an incidence greater than
placebo. These adverse events were: Cardiac Disorders—palpitations; Eye Disorders—vision
blurred; Gastrointestinal Disorders—nausea, dry mouth, diarrhea, constipation®, abdominal
pain (includes abdominal pain upper, abdominal pain lower, abdominal tenderness, abdominal
discomfort, and gastrointestinal pain), vomiting; General Disorders and Administration Site
Conditions—fatigue (includes asthenia); Investigations—weight decreased*; Metabolism and
Nutrition Disorders—decreased appetite (includes anorexia); Nervous System Disorders—
dizziness, somnolence (includes hypersomnia and sedation), tremor; Psychiatric Disorders—
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insomnia (includes middle insomnia, early morning awakening, and initial insomnia), agitation
(includes feeling jittery, nervousness, restlessness, tension, and psychomotor agitation),
anxiety, libido decreased (includes loss of libido), orgasm abnormal (includes anorgasmia),
abnormal dreams (includes nightmare); Reproductive System and Breast Disorders—erectile
dysfunction, ejaculation delayed*, ejaculation disorder (includes ejaculation failure and
gjaculation dysfunction); Respiratory, Thoracic, and Mediastinal Disorders—yawning; Skin
and Subcutaneous Tissue Disorders—hyperhidrosis; Vascular Disorders—hot flush.

*Events for which there was a significant dose-dependent relationship in fixed-dose
studies, excluding three MDD studies which did not have a placebo lead-in period or dose
titration.

DPNP, FM, 0A, and CLBP—Table 4 in full PI gives the incidence of treatment-emergent
adverse events that occurred in 2% or more of patients treated with Cymbalta (determined prior
to rounding) in the premarketing acute phase of DPNP, FM, OA, and CLBP placebo-controlled
trials (N=2621 Cymbalta; N=1672 placebo) and with an incidence greater than placebo.
These adverse events were: Gastrointestinal Disorders—nausea, dry mouth*, constipation®,
diarrhea, abdominal pain (includes abdominal discomfort, abdominal pain lower, abdominal
pain upper, abdominal tenderness, and gastrointestinal pain), vomiting, dyspepsia (includes
stomach discomfort); General Disorders and Administration Site Conditions—fatigue (includes
asthenia); Infections and Infestations—nasopharyngitis, upper respiratory tract infection,
influenza; Metabolism and Nutrition Disorders—decreased appetite*(includes anorexia);
Musculoskeletal and Connective Tissue Disorders—musculoskeletal pain* (includes myalgia
and neck pain), muscle spasm; Nervous System Disorders—headache, somnolence* (includes
hypersomnia and sedation), dizziness, paraesthesia (includes hypoaesthesia, hypoaesthesia
facial, and paraethesia oral), tremor*; Psychiatric Disorders—insomnia* (includes middle
insomnia, early morning awakening, and initial insomnia), agitation (includes feeling jittery,
nervousness, restlessness, tension, and psychomotor hyperactivity); Reproductive System
and Breast Disorders—erectile dysfunction*, ejaculation disorder; Respiratory, Thoracic,
and Mediastinal Disorders—cough, oropharyngeal pain*; Skin and Subcutaneous Tissue
Disorders—hyperhidrosis; Vascular Disorders—flushing (includes hot flush).

*Incidence of 120 mg/day is significantly greater than the incidence for 60 mg/day.

Effects on Male and Female Sexual Function—Changes in sexual desire, sexual
performance, and sexual satisfaction often occur as manifestations of psychiatric disorders
or diabetes, but they may also be a consequence of pharmacologic treatment. Because
adverse sexual reactions are presumed to be voluntarily underreported, the Arizona Sexual
Experience Scale (ASEX), a validated measure designed to identify sexual side effects, was
used prospectively in 4 MDD placebo-controlled trials. In these trials, patients treated with
Cymbalta experienced significantly more sexual dysfunction, as measured by the total
score on the ASEX, than did patients treated with placebo. Gender analysis showed that this
difference occurred only in males. Males treated with Cymbalta experienced more difficulty
with ability to reach orgasm (ASEX Item 4) than males treated with placebo. Females did not
experience more sexual dysfunction on Cymbalta than on placebo as measured by ASEX total
score. Physicians should routinely inquire about possible sexual side effects. (See Table 5in
full Pl for specific ASEX results.)

Vital Sign Changes—In placebo-controlled clinical trials across approved indications
for change from baseline to endpoint, duloxetine treatment was associated with mean
increases of 0.07 mm Hg in systolic blood pressure and 0.62 mm Hg in diastolic blood
pressure compared to mean decreases of 1.31 mm Hg systolic and 0.73 mm Hg diastolic in
placebo-treated patients. There was no significant difference in the frequency of sustained
(3 consecutive visits) elevated blood pressure [see Warnings and Precautions].

Duloxetine treatment, for up to 26 weeks in placebo-controlled trials across approved
indications, typically caused a small increase in heart rate for change from baseline to
endpoint compared to placebo of up to 1.40 beats per minute.

Weight Changes—In placebo-controlled clinical trials, MDD and GAD patients treated
with Cymbalta for up to 10 weeks experienced a mean weight loss of approximately
0.5 kg compared with a mean weight gain of approximately 0.2 kg in placebo-treated
patients. In studies of DPNP, FM, OA, and CLBP, patients treated with Cymbalta for up to
26 weeks experienced a mean weight loss of approximately 0.6 kg compared with a mean
weight gain of approximately 0.2 kg in placebo-treated patients. In one long-term fibromyalgia
60-week uncontrolled study, duloxetine patients had a mean weight increase of 0.7 kg. In
one long-term CLBP 54-week study (13-week, placebo-controlled acute phase and 41-week,
uncontrolled extension phase), duloxetine patients had a mean weight decrease of 0.6 kg in
13 weeks of acute phase compared to study entry, then a mean weight increase of 1.4 kg in
41 weeks of extension phase compared to end of acute phase.

Laboratory Changes—Cymbalta treatment in placebo-controlled clinical trials across
approved indications, was associated with small mean increases from baseline to endpoint
in ALT, AST, CPK, and alkaline phosphatase; infrequent, modest, transient, abnormal values
were observed for these analytes in Cymbalta-treated patients when compared with placebo-
treated patients [see Warnings and Precautions].

Electrocardiogram Changes—Electrocardiograms were obtained from duloxetine-
treated patients and placebo-treated patients in clinical trials lasting up to 13 weeks. No
clinically significant differences were observed for QTc, QT, PR, and QRS intervals between
duloxetine-treated and placebo-treated patients. There were no differences in clinically
meaningful QTcF elevations between duloxetine and placebo. In a positive-controlled study in
healthy volunteers using duloxetine up to 200 mg twice daily, no prolongation of the corrected
QT interval was observed.

Other Adverse Reactions Observed During the Premarketing and Postmarketing
Clinical Trial Evaluation of Duloxetine—Following is a list of treatment-emergent adverse
reactions reported by patients treated with duloxetine in clinical trials. In clinical trials of
all indications, 29,435 patients were treated with duloxetine. Of these, 30.4% (8953) took
duloxetine for at least 6 months, and 14.7% (4317) for at least one year. The following listing is
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