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0.0] Overview
1]) Class
a]) This drug is a member of the following class(es):

Antianxiety

Antidepressant

Central Nervous System Agent
Neuropathic Pain Agent

2]) Dosing Information
a]) Duloxetine Hydrochloride
1]) Adult

a]) Avoid abrupt discontinuation; taper dose gradually; if intolerable symptoms, resume
previous dose followed by smaller decreases [1]

1]) Diabetic peripheral neuropathy - Pain

a]) 60 mg orally once daily; MAX 60 mg orally once daily [4]

2]) Fibromyalgia
a]) Initial, 30 mg orally once daily for 1 week; increase to usual dosage of 60 mg
once daily based on tolerability; MAX 60 mg once daily [4]

3]) Generalized anxiety disorder

a]) Initial, 60 mg orally once daily; may start at 30 mg orally once daily for 1 week
and then increase to 60 mg orally once daily; may increase further by increments
of 30 mg once daily; MAX 120 mg orally once daily [1]
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4]) Major depressive disorder
a]) Initial, 20 mg orally twice daily up to 60 mg/day (once daily or 30 mg twice
daily); maintenance, 60 mg orally once daily; may increase by increments of 30
mg once daily to MAX 120 mg orally once daily [4]

5]) Musculoskeletal pain, Chronic
a]) Initial, 30 mg orally once daily for 1 week; maintenance, 60 mg orally once
daily; MAX 60 mg/day [4]

6]) Pain, Chemotherapy-induced - Peripheral nerve disease
a]) 30 mg orally once daily for 1 week, then 60 mg orally once daily (off-label
dosage) [26]

7]) Urinary incontinence

a]) 40 mg orally twice daily (off-label dosage) [27][28][29][30]

2]) Pediatric
a]) Generalized anxiety disorder

1]) (7 years or older) Initial, 30 mg orally once daily for 2 weeks, and may then increase to
60 mg orally once daily; may increase further by increments of 30 mg once daily; MAX
120 mg once daily [1]

3]) Contraindications
a]) Duloxetine Hydrochloride

1]) Concomitant use with an MAOI, including linezolid or IV methylene blue, or within 14 days of
discontinuing an MAOI, at least 5 days should elapse after discontinuation of duloxetine before MAOI
initiation due to risk of serotonin syndrome [37]

4]) Serious Adverse Effects
a]) Duloxetine Hydrochloride
1]) Gastrointestinal hemorrhage
2]) Hemorrhage, Abnormal
3]) Hypertensive crisis

4)]) Liver failure


http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ibebc7bf1475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fed98475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Icb1f6963475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib5baba78475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Iaf356ae3475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ibbea9735475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0

DULOXETINE, DRUGDEX-EV 2193

5]) Myocardial infarction

6]) Orthostatic hypotension

71) Serotonin syndrome

8]) Stevens-Johnson syndrome

9]) Suicidal thoughts

10]) Withdrawal sign or symptom

5]) Clinical Applications
a]) Duloxetine Hydrochloride

1]) FDA Approved Indications
a]) Diabetic peripheral neuropathy - Pain
b]) Fibromyalgia
c]) Generalized anxiety disorder
d]) Major depressive disorder

e]) Musculoskeletal pain, Chronic

2]) Non-FDA Approved Indications
a]) Pain, Chemotherapy-induced - Peripheral nerve disease

b]) Urinary incontinence

1.0] Dosing Information

Drug Properties
Storage and Stability
Adult Dosage
Pediatric Dosage

1.1] Drug Properties

A)) Information on specific products and dosage forms can be obtained by referring to the Tradename List (Product
Index)
B]) Synonyms

Duloxetine

Duloxetine HCI

Duloxetine Hydrochloride
C]) Physicochemical Properties

1]) Duloxetine Hydrochloride


http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib9c08b34475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Icb1f6963475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib3510d2c475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=I1453eacdff5111dc84008c7818c06073&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ic21f0856475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ibebc7bf1475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib7c7c836475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ibdaf9fb5475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0

DULOXETINE, DRUGDEX-EV 2193

a]) Molecular Weight

1) 333.88 [51]

b]) Solubility

1]) Slightly soluble in water [51].

1.2] Storage and Stability
A]) Duloxetine Hydrochloride
1]) Preparation
a]) Nasogastric route
1]) Following NG administration, apple juice may be used to flush tube without
compromising the potency of duloxetine from opened capsules [36].
b]) Oral route

1])Capsules should be swallowed whole and not chewed, crushed, or opened to be sprinkled
on food or mixed with liquids [35].

2]) For patients with difficulty swallowing, capsules may be opened and the pellet contents
mixed with 30 mL of applesauce or apple juice without compromising the potency of
duloxetine when administered within 2 hours; do not mix in chocolate pudding. Do not
crush or chew the pellets [36].

3]) May be given with food or on an empty stomach [35].

B]) Duloxetine Hydrochloride
1]) Oral route
a]) Capsule, Delayed Release

1]) Store at controlled room temperature, 25 degrees Celsius (77 degrees Fahrenheit), with
excursions permitted between 15 and 30 degrees Celsius (59 and 86 degrees Fahrenheit) [51].

1.3] Adult Dosage
1.3.1] Normal Dosage
1.3.1.A] Important Note

]) Duloxetine should not be used concomitantly with MAOIs intended to treat psychiatric
disorders or with linezolid or IV methylene blue. Do not initiate duloxetine within 14 days of
MAOI discontinuation. Do not initiate an MAOI within 5 days of discontinuing duloxetine. Do


http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0

DULOXETINE, DRUGDEX-EV 2193

not initiate duloxetine in patients being treated with linezolid or IV methylene blue; duloxetine
may be resumed 24 hours after the last linezolid or IV methylene blue dose [1].

) Beers Criteria: Use caution or avoid use as potentially inappropriate in older adults [2].
1.3.1.B] Duloxetine Hydrochloride
1.3.1.B.1] Oral route
1.3.1.B.1.a] Diabetic peripheral neuropathy - Pain

1]) Usual dosage: 60 mg orally once daily. A lower starting dose may be considered for patients
in whom tolerability is a concern [4].

2]) Maximum dosage: 60 mg once daily. There is no evidence that higher doses provide additional
significant benefit [4].

3]) Duration of use: Efficacy beyond 12 weeks of treatment has not been evaluated in placebo-
controlled trials [4].

See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.b] Fibromyalgia

1]) Usual dosage: 60 mg orally once daily; doses above 60 mg/day do not offer additional clinical
benefit and are associated with a higher rate of adverse events [23]

2]) Titration: Begin with 30 mg once daily for 1 week and increase to 60 mg/day based on
tolerability [23].

3]) Duration of use: Base duration of maintenance therapy on clinical response; efficacy was
demonstrated for up to 3 months in clinical trials [23]. In one clinical trial, efficacy onset occurred
at 3 months and was maintained for 6 months of therapy [34].

See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.c] Generalized anxiety disorder

1]) Usual dosage: 60 mg orally once daily without regard to meals [1]

2]) Titration: If tolerability is a concern, begin with 30 mg once daily for 1 week and then increase
to 60 mg once daily. Dose may be increased further by increments of 30 mg once daily. There is
no evidence that doses greater than 60 mg/day provide additional benefit [1].

3]) Maximum dose: 120 mg once daily [1]

4]) Duration of use: Periodically reassess for appropriate dose and need for continued
maintenance treatment [1]

See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.d] Major depressive disorder

1]) Initial dosage: 40 mg orally (taken as 20 mg twice daily) to 60 mg/day taken once daily or 30
mg twice daily. Alternatively, if tolerability is a concern, begin with 30 mg once daily for 1 week,
then increase to 60 mg once daily [4].

2]) Titration: May increase by increments of 30 mg once daily to up to maximum dosage [4].
3])Maintenance dosage: 60 mg orally once daily [4]
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4]) Maximum dosage: 120 mg orally once daily; however, there is no evidence that doses greater
than 60 mg/day confer any added benefits [4].

5]) Duration of use: Reassess dosage and need for maintenance therapy in patients periodically
[23].

See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.e] Musculoskeletal pain, Chronic

1)) Initial dosage: 30 mg orally once daily for 1 week [4]

2]) Titration: May increase to 60 mg orally once daily. Even if patients are not responding to
treatment, doses higher than 60 mg/day do not afford additional benefit and are associated with
a higher frequency of adverse events [4].

3]) Duration of use: Efficacy beyond 13 weeks has not been established [4].

See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.] Pain, Chemotherapy-induced - Peripheral nerve disease

1]) Off-label dosage: 30 mg orally once daily for 1 week, then 60 mg orally once daily for 4 weeks
[26].

1.3.1.B.1.g] Urinary incontinence

1]) Off-label dosage: 40 mg orally twice daily [27][28][29][30]
1.3.1.B.1.h]) Withdrawal of Therapy

1]) Abrupt discontinuation of duloxetine has lead to symptoms such as dizziness, nausea,
headache, paresthesia, vomiting, irritability, and anxiety. Gradual reduction of the dose,
rather than abrupt discontinuation, is recommended. If intolerable symptoms occur following
a decrease in dose, consider resuming the previous dose and using smaller decreases [1].

1.3.2] Dosage in Renal Failure
A]) Duloxetine Hydrochloride
1]) Severe impairment (CrCl less than 30 mL/min): Avoid use [1]
1.3.3] Dosage in Hepatic Insufficiency
A]) Duloxetine Hydrochloride
1]) Chronic liver disease or cirrhosis: Avoid use [1]
1.3.4] Dosage in Geriatric Patients
A]) Duloxetine Hydrochloride
1]) Generalized Anxiety Disorder

a]) Begin with 30 mg orally once daily for 2 weeks and then increase to target dose 60 mg orally
once daily. Increase further, if needed, by increments of 30 mg once daily to maximum 120 mg
once daily [1].
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1.3.6] Dosage in Other Disease States
A]) Duloxetine Hydrochloride
1]) No adjustment is necessary on the basis of gender [1].
2]) No adjustment is necessary in smokers [1].
1.4] Pediatric Dosage
1.4.1] Normal Dosage
1.4.1.A] Important Note

]) Duloxetine should not be used concomitantly with MAOIs intended to treat psychiatric
disorders or with linezolid or IV methylene blue. Do not initiate duloxetine within 14 days of
MAUOI discontinuation. Do not initiate an MAOI within 5 days of discontinuing duloxetine. Do
not initiate duloxetine in patients being treated with linezolid or IV methylene blue; duloxetine
may be resumed 24 hours after the last linezolid or IV methylene blue dose [1].

) Beers Criteria: Use caution or avoid use as potentially inappropriate in older adults [2].
1.4.1.B] Duloxetine Hydrochloride
1.4.1.B.1] Generalized anxiety disorder

a]) Usual dosage: 30 to 60 mg orally once daily [1]

b]) Titration: Begin with 30 mg orally once daily for 2 weeks; may increase to 60 mg once daily; may
increase further by 30-mg increments once daily [1]

c]) Maximum dose: 120 mg once daily [1]

See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

2.0] Pharmacokinetics

Onset and Duration
Drug Concentration Levels
ADME

2.1] Onset and Duration
A]) Onset
1]) Duloxetine Hydrochloride
a]) Initial Response
1]) Depression, oral: within 2 weeks [156].

a])Patients treated with duloxetine experienced significant improvements in the 17-
item Hamilton Depression Rating Scale (HAMD-17) compared to placebo-treated
patients by the second week of treatment (p<0.05). In a pooled analysis of two
9-week trials, which compared duloxetine 60 mg orally once daily (n=251) with
placebo (n=261) in the treatment of major depressive disorder, rapid improvements
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in the individual symptoms of depressed mood, guilt, suicidal ideation, work/
activities, and psychic anxiety were demonstrated by the end of the first week with
duloxetine treatment [156].

b]) Peak Response
1]) Platelet serotonin uptake inhibition, oral: 4 to 6 hours [157][158].

a]) Represents time to maximal or near-maximal inhibition in platelets from healthy
subjects treated with 20 mg daily. This pharmacodynamic parameter may correlate
with CNS activity [159][157], although its usefulness for clinical monitoring has not
been determined.

B]) Duration
1]) Duloxetine Hydrochloride
a]) Multiple Dose
1]) Platelet serotonin uptake inhibition, oral: at least 7 days [157][158].

a]) Represents duration of inhibition after the last dose of a regimen of 20 mg daily
for one week. Effects persisted after plasma levels of duloxetine were no longer
detectable.

2.2] Drug Concentration Levels
A]) Duloxetine Hydrochloride
1]) Therapeutic Drug Concentration
a]) Pediatrics steady-state concentrations: 30% lower compared with adults [1]

1]) Average steady state concentrations of duloxetine observed in children and adolescents
were about 30% lower than that observed for adults. However, overall steady state
concentrations were comparable among children, adolescents and adults, and average
steady state concentrations in children and adolescents did not exceed and were within the
concentration range observed for adults [1].

2]) Peak Concentration
a]) Oral: 13 nanograms/mL (ng/mL; 44 nanomol/L (nmol/L); 20-mg dose) [160].

1]) Following single oral doses of 20 mg, a mean peak duloxetine plasma level of 13 ng/
mL (44 nmol/L) was reported; plasma levels of the desmethyl metabolite (active) were less
than 2 ng/mL [160].
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3]) Time to Peak Concentration

a]) Oral: 6 to 10 hours [51][161][160].

1]) Maximal plasma concentrations (Cmax) of duloxetine occur 6 hours post dose, but are
delayed from 6 to 10 hours if taken in the presence of food [51].

2]) Values represent times to peak levels over the range of 10 to 40 mg once daily,
with a tendency toward prolonged times with higher doses. Duloxetine exhibits linear
pharmacokinetics [162].

3]) Steady-State: Steady-state has been reached in 3 to 5 days with 20 to 40 mg twice-daily,
and after 7 days with 20 mg once daily in healthy subjects; with the latter regimen, the mean
peak plasma level at steady-state was 21 nanograms/mL (ng/mL; 71 nanomol/L (nmol/L);
15 to 32 ng/mL (50 to 110 nmol/L)) [161].

4]) During oral administration of 20 and 30 mg twice daily in healthy subjects, mean steady-
state trough plasma levels were approximately 15 ng/mL (50 nmol/L) and 20 ng/mL (70
nmol/L), respectively, in one study [162].

4]) Area Under the Curve

a]) Renal Impairment

1]) After a single 60-milligram dose of duloxetine, patients with end stage renal disease
receiving chronic intermittent hemodialysis had Cmax and AUC values approximately
100% greater than those of patients with normal renal function. The AUCs of 4-hydroxy
duloxetine glucuronide and 5-hydroxy, 6-methoxy duloxetine sulfate, the major circulating
metabolites, which are largely excreted in urine, were approximately 7- to 9-fold higher and
would be expected to increase further with multiple dosing [51].

b]) Hepatic Impairment

1]) After a single 20-milligram dose of duloxetine, 6 cirrhotic patients with moderate liver
impairment (Child-Pugh Class B) showed a 5-fold increase in AUC compared to non-
cirrhotic patients [51].

c]) Geriatric

2.3] ADME

2.3.1] Absorption

1]) After a single 40 mg dose of duloxetine, AUC values were approximately 25% higher
among elderly women (65 to 77 years) compared younger women (32 to 50 years), but there
was no difference observed for Cmax [1].

A]) Duloxetine Hydrochloride
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1]) Bioavailability
a]) Oral: 30% to 80% [163].
1]) The absolute oral bioavailability of a 60-mg dose averaged 50%, but ranged from
30% to 80% [163].
b]) There is a median 2-hour lag until absorption begins [51].
c]) With an evening dose, there is a 3-hour delay in absorption and a 30% increase in apparent
clearance, compared to a morning dose [51].
2]) Effects of Food
a]) slows absorption
b]) Food does not affect Cmax but delays time to peak concentration from 6 to 10 hours and
reduces extent of absorption by 10% [51].
2.3.2] Distribution
A]) Distribution Sites
1]) Duloxetine Hydrochloride
a]) Protein Binding

1]) greater than 90%, primarily to albumin and alpha-1-acid glycoprotein [51].

b]) Other Distribution Sites

1]) Saliva, 0% [160].

BJ]) Distribution Kinetics
1]) Duloxetine Hydrochloride
a]) Volume of Distribution

1]) 1640 L [51].

2.3.3] Metabolism
A]) Metabolism Sites and Kinetics
1]) Duloxetine Hydrochloride

a]) LIVER, extensive [162][161].
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1]) The major metabolic pathways involve oxidation of the naphthyl ring followed
by conjugation and further oxidation involving 2 cytochrome P450 (CYP) isozymes,
CYP1A2 and CYP2D6 [51].
B]) Metabolites
1]) Duloxetine Hydrochloride

a]) 4-hydroxy duloxetine glucuronide (inactive) [51][163][164].

1]) Approximately 47% of a given dose is conjugated to 4-hydroxy duloxetine
glucuronide, which lacks pharmacologic activity since the inhibition constant (Ki)
values for serotonin and norepinephrine uptake inhibition are much higher than the
parent compound duloxetine [163].

b]) 5-hydroxy-6-methoxy duloxetine sulfate (inactive) [S1][163][164].

1]) Approximately 22% of a given dose is conjugated to 5-hydroxy-6-methoxy
duloxetine sulfate, which lacks pharmacologic activity since the inhibition constant
(K1) values for serotonin and norepinephrine uptake inhibition are much higher than
the parent compound duloxetine [163].

2.3.4] Excretion
A)) Kidney
1]) Duloxetine Hydrochloride
a]) Renal Excretion (%)
1]) 70% [51].

a]) Excreted mainly as metabolites; only trace amounts (less than 1% of the
dose) as unchanged drug [51].

B]) Feces
1]) Duloxetine Hydrochloride
a]) 20% [51].
1]) Approximately 20% of duloxetine is excreted in the feces [51] . It is unclear from
available data if this represents unabsorbed drug or biliary excretion.
C]) Total Body Clearance
1]) Duloxetine Hydrochloride

a]) 114 L/hr [162].
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1]) Total clearance was 114 L/hr after oral doses in healthy subjects [162].

2]) Cirrhotic (Child-Pugh Class B) patients (n=6) had a clearance of 15% that of age-
and gender-matched healthy subjects after a 20-milligram dose of duloxetine [1][165].

3]) Based on a population pharmacokinetic analysis, it is predicted that clearance
decreases by 1% for each year of age between 25 and 75 years [1].

2.3.5] Elimination Half-life

A]) Parent Compound

3.0] Cautions

Contraindications
Precautions
Adverse Reactions

1]) Duloxetine Hydrochloride

a]) 12 hours (range: 8 to 17 hours) [1]

1]) Duloxetine pharmacokinetics are dose proportional over the therapeutic range and
the elimination half-life is 12 hours (range: 8 to 17 hours) [1].

2]) The elimination half-life of duloxetine in 6 cirrhotic patients with moderate liver
impairment (Child-Pugh class B) showed a significantly longer half-life (47.8 hours vs
13.5 hours, p < 0.05) compared to healthy subjects [165].

3]) After a single 40 mg dose of duloxetine, the elimination half-life was approximately
4 hour longer among elderly women (65 to 77 years) compared with younger women
(32 to 50 years) [1].

Teratogenicity/Effects in Pregnancy/Breastfeeding

Drug Interactions
3.0.A] Black Box WARNING

Duloxetine Hydrochloride

Oral (Capsule, Delayed Release)

Antidepressants increased the risk of suicidal thinking and behavior in children, adolescents, and
young adults in short-term studies. These studies did not show an increase in the risk of suicidal
thoughts and behavior with antidepressant use in patients over age 24; there was a reduction
in risk with antidepressant use in patients aged 65 or older. In patients of all ages who are
started on antidepressant therapy monitor closely for worsening, and for emergence of suicidal
thoughts and behaviors. Advise families and caregivers of the need for close observation and
communication with the prescriber [20].
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3.1] Contraindications
A]) Duloxetine Hydrochloride

1]) Concomitant use with an MAOI, including linezolid or IV methylene blue, or within 14 days of
discontinuing an MAOI; at least 5 days should elapse after discontinuation of duloxetine before MAOI
initiation due to risk of serotonin syndrome [37]

3.2] Precautions
A]) Duloxetine Hydrochloride

1]) Black Box Warning: Increased risk of suicidal thinking and behavior in children, adolescents, and young
adults with major depressive and other psychiatric disorders; especially during first few months of therapy
or following changes in dosage; monitoring recommended [37]

2]) Beers Criteria: Avoid use in older adults with a history of falls or fractures (unless safer alternatives are
not available) as ataxia and impaired psychomotor function may occur. If prescribed in older adults, use
caution as SIADH or hyponatremia may occur or be exacerbated. Monitor sodium levels when starting or
changing doses [2].

3]) Cardiovascular: Orthostatic hypotension and syncope have been reported, especially in first week of
therapy, after dose increases, with concomitant use of antihypertensives or potent CYP1A2 inhibitors, and
with duloxetine doses above 60 mg/day; dose reduction or discontinuation may be necessary [20]

4]) Cardiovascular: Blood pressure increases have been reported; monitoring recommended [37]

5]) Dermatologic: Severe skin reactions, including Stevens-Johnson syndrome and erythema multiforme,
may occur; discontinue if signs of hypersensitivity occur and no other etiology has been identified [37]

6]) Discontinuation: Abrupt discontinuation may increase risk of serious discontinuation symptoms;
gradual dose reduction recommended[37]

71) Endocrine and Metabolic: Hyponatremia, in many case due to SIADH, has been reported with other
SSRI and serotonin norepinephrine reuptake inhibitors (SNRI), especially in volume-depleted patients,
elderly, or with concomitant use of diuretics; discontinue if symptoms develop [37]

8]) Endocrine and Metabolic: Use caution in patients with diabetes as glycemic control may worsen [37]

9)) Falls: Falls with serious consequences including bone fractures and hospitalizations have been reported,
with an increased risk in presence of orthostatic hypotension and in elderly patients, with use of multiple
medications, medical comorbidities, and gait disturbances; dose reduction or discontinuation may be
necessary [20]

10]) Gastrointestinal: Conditions that slow gastric emptying may affect stability of enteric coating [37]

11]) Hematologic: Bleeding events, including life-threatening hemorrhages, have been reported with SSR1s
and serotonin norepinephrine reuptake inhibitors; increased risk possible with concomitant use of NSAIDs,
aspirin, warfarin, and other anticoagulants [37]

12]) Hepatic: Hepatotoxicity, including hepatitis, jaundice, elevated transaminase levels, and fatal liver
failure, has been reported; discontinue if patient develops jaundice or other evidence of liver dysfunction
and resume only if no other etiology has been identified [37]


http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fed98475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Icb1f6963475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=I777c6968995711de9b8c850332338889&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3c1fc659475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib3510d2c475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Iae72420c475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=I777c6968995711de9b8c850332338889&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3b37892a475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ic21f078b475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3b37892a475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3af17fb7475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3ab33e1f475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=injury&entityId=Iba097b3d475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=disease&entityId=Ib7c7efe4475411db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextDat