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0.0] Overview
1]) Class
a]) This drug is a member of the following class(es):
Antidepressant
2]) Dosing Information
a]) Venlafaxine Hydrochloride
1]) Adult

a]) May convert from stable immediate-release dose to extended-release capsules or tablets based
on nearest equivalent (mg/day) [5][6]

b]) Taper dose prior to discontinuation to minimize risk of withdrawal symptoms; reductions of
75 mg/day at intervals of 1 week have been used [4][5][6].

1]) Generalized anxiety disorder
a]) (Extended-release) Initial, 37.5 to 75 mg/day orally once daily; may increase
dosage by 75 mg/day every 4 days to MAX 225 mg/day [5]

2]) Major depressive disorder

a]) (Immediate-release tablets) Outpatients, 75 mg/day orally (2 or 3 divided
doses); may increase dosage by 75 mg/day every 4 days to MAX 225 mg/day [4]

b]) (Immediate-release tablets) Inpatients, 75 mg/day orally (2 to 3 divided
doses); may increase dosage by 75 mg/day every 4 days to MAX 375 mg/day (3
divided doses) [4]
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c]) (Extended-release capsules and tablets) Initial, 37.5 to 75 mg/day orally once
daily; may increase dosage by 75 mg/day every 4 days to MAX 225 mg/day [5][6]
3]) Panic disorder, With or without agoraphobia

a]) (Extended-release capsule) Initial, 37.5 mg/day orally for 7 days, then
increase to 75 mg/day; dose may be further increased by up to 75 mg/day at
weekly intervals to MAX 225 mg/day [5]

4]) Social phobia

a]) (Extended-release capsules and tablets) 75 mg/day orally once daily [5][6]

2]) Pediatric

a]) Safety and efficacy not established in pediatric patients [4][5][6]

3]) Contraindications
a]) Venlafaxine Hydrochloride

1]) Concomitant use of MAOIs, including linezolid or IV methylene blue, within 7 days of venlafaxine
discontinuation or use of venlafaxine within 14 days of discontinuing an MAOI; increased risk of
serotonin syndrome [59][60][58]

2]) Hypersensitivity to venlafaxine hydrochloride [59][60], desvenlafaxine [59], or to any excipients in the
formulation [59][60]

4)]) Serious Adverse Effects
a]) Venlafaxine Hydrochloride

1]) Depression, Exacerbation
2]) Gastrointestinal hemorrhage
3]) Hemorrhage, Abnormal
4)]) Hepatitis
5]) Hypomania
6]) Hyponatremia
71) Mania
8]) Neuroleptic malignant syndrome

9]) Seizure
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10]) Serotonin syndrome

11]) Suicidal thoughts

12]) Suicide

5]) Clinical Applications
a]) Venlafaxine Hydrochloride

1]) FDA Approved Indications
a]) Generalized anxiety disorder
b]) Major depressive disorder
c]) Panic disorder, With or without agoraphobia

d]) Social phobia

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

Venlafaxine

Venlafaxine HCI

Venlafaxine Hydrochloride
C]) Physicochemical Properties

1]) Venlafaxine Hydrochloride
a]) Molecular Weight
1]) Venlafaxine: 277 [436]; Venlafaxine hydrochloride: 313.87 [402][117]; O-
desmethylvenlafaxine (ODV): 263 [436]
b]) Partition Coefficient

1]) Octanol-water: 0.43 (0.2 molar sodium chloride) [402][117]

c]) pKa
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1]) 9.4 [442]

d]) Solubility

1]) Venlafaxine hydrochloride has a solubility of 572 mg/mL in water adjusted to an ionic
strength of 0.2 molar with sodium chloride [402][117].

1.2] Storage and Stability
Al) Venlafaxine Hydrochloride
1]) Preparation
a]) Oral route
1])Administer with food at approximately the same time each day [4][5][6].

2]) Swallow extended-release (XR) capsules and tablets whole with fluid. Do not divide,
crush, chew, or place XR capsules or tablets in water. Alternatively, XR capsules may be
administered by opening the capsule, sprinkling the contents on a spoonful of applesauce,
and swallowing immediately without chewing. Follow with a glass of water [5][6].

BJ]) Venlafaxine Hydrochloride
1]) Oral route

a]) Capsule, Extended Release/Tablet

1]) Store at controlled room temperature, 20 to 25 degrees Celsius (68 to 77 degrees
Fahrenheit) [4][5].

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

]) Discontinue MAOIs intended to treat psychiatric disorders at least 14 days prior to the
administration of venlafaxine. Allow at least 7 days to elapse between discontinuation of
venlafaxine and initiation of MAOIs intended to treat psychiatric disorders [1].

]) Do not initiate venlafaxine in a patient receiving linezolid or IV methylene blue. If a patient is
already receiving venlafaxine and treatment with linezolid or IV methylene blue is unavoidable,
and the potential benefit of therapy outweighs the risk for serotonin syndrome, discontinue
venlafaxine. Monitor for symptoms of serotonin syndrome for 7 days or for 24 hours after the
last dose of linezolid or IV methylene blue, whichever comes first. Resume venlafaxine therapy 24
hours after the last dose of linezolid or IV methylene blue [1].

]) Beers Criteria: Use caution or avoid use as potentially inappropriate in older adults [2].
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1.3.1.B] Venlafaxine Hydrochloride
1.3.1.B.1] Oral route
1.3.1.B.1.a] Generalized anxiety disorder
1]) Extended-Release Capsule

a]) Initial dosage and titration: 37.5 to 75 mg/day orally once daily; may increase dosage
by 75 mg/day every 4 days [5]

b]) Maximum dosage: 225 mg/day [5]
See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.b] Major depressive disorder
1]) Immediate-Release

a]) Initial dosage and titration: 75 mg/day orally in 2 or 3 divided doses; may increase
dosage by 75 mg/day every 4 days [4]

b]) Maximum dosage (outpatients): 225 mg/day [4]

¢]) Maximum dosage (inpatients): 375 mg/day in 3 divided doses [4]
2]) Extended-Release

a]) Initial dosage and titration: 37.5 to 75 mg/day orally once daily; may increase dosage
by 75 mg/day every 4 days [5][6]

b]) Maximum dosage: 225 mg/day [5][6]
See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.c] Panic disorder, With or without agoraphobia

1]) Extended-Release Capsule
a]) Initial dosage: 37.5 mg/day orally once daily for 7 days then increase to 75 mg/day [5]
b]) Dosage titration: May further increase by up to 75 mg/day at weekly intervals [5]

¢]) Maximum dosage: 225 mg/day [5]
See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)

1.3.1.B.1.d] Social phobia
1]) Extended-Release

a]) Usual dosage: 75 mg/day orally once daily [5][6]
See Drug Consult reference: Class Comparison: SSRIs and Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs) (Selected)
1.3.1.B.1.e]) Conversion To Extended-Release
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1]) May convert to extended-release capsules or tablets based on nearest equivalent (mg/day)
of stable immediate-release dose [5][6]
1.3.1.B.1.]) Withdrawal Schedule

1])Taper dose prior to discontinuation to minimize risk of withdrawal symptoms; reductions
of 75 mg/day at intervals of 1 week have been used; individualization may be necessary [4]

[3][6].

1.3.2] Dosage in Renal Failure
A]) Venlafaxine Hydrochloride

1]) Mild to moderate (GFR 10 to 70 mL/min): Decrease usual dosage by 25% to 50% [4][5][6]
1.3.3] Dosage in Hepatic Insufficiency
A)) Venlafaxine Hydrochloride

1]) Mild to moderate: Decrease usual dosage by 50% or more [4][5]
1.3.4] Dosage in Geriatric Patients
A]) Venlafaxine Hydrochloride

1]) No adjustment necessary [4][5][6]
1.3.5] Dosage Adjustment During Dialysis
A]) Venlafaxine Hydrochloride

1]) Hemodialysis: Reduce total daily dosage by 50% [4][5][6]
1.3.6] Dosage in Other Disease States
A)) Venlafaxine Hydrochloride

1]) Pregnancy

a]) Third trimester: Consider tapering [4][5][6]

1.4] Pediatric Dosage
1.4.1] Normal Dosage
1.4.1.A] Important Note

]) Discontinue MAOIs intended to treat psychiatric disorders at least 14 days prior to the
administration of venlafaxine. Allow at least 7 days to elapse between discontinuation of
venlafaxine and initiation of MAOIs intended to treat psychiatric disorders [1].

D) Do not initiate venlafaxine in a patient receiving linezolid or IV methylene blue. If a patient is
already receiving venlafaxine and treatment with linezolid or IV methylene blue is unavoidable,
and the potential benefit of therapy outweighs the risk for serotonin syndrome, discontinue
venlafaxine. Monitor for symptoms of serotonin syndrome for 7 days or for 24 hours after the
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last dose of linezolid or IV methylene blue, whichever comes first. Resume venlafaxine therapy 24
hours after the last dose of linezolid or IV methylene blue [1].

) Beers Criteria: Use caution or avoid use as potentially inappropriate in older adults [2].

1.4.1.B] Venlafaxine Hydrochloride

1.4.1.B.1]
a]) Safety
2.0] Pharmacokinetics

Onset and Duration

Oral route

and efficacy have not been established in pediatric patients [4][5][6].

Drug Concentration Levels

ADME
2.1] Onset and Duration

A]) Onset

1]) Venlafaxine Hydrochloride

a]) Initial Response

1]) Depression, oral: 2 weeks to several months [426][427][4][5]

a]) Although some symptoms of major depression may improve within about
2 weeks [426][427], significant overall improvement may take several months or
longer [4][5][426].

2.2] Drug Concentration Levels

A]) Venlafaxine Hydrochloride

1]) Therapeutic Drug Concentration

a]) Pregnancy

1]) Venlafaxine concentrations decreased during pregnancy when compared to the
postpartum period in a study in 7 women receiving doses ranging from 37.5 to 225 mg as
described in the table below. The median plasma concentration of venlafaxine was 65 mcg/
L (Ist trimester), 66 mcg/L (2nd trimester), and 25 mcg/L (3rd trimester) compared with 92
mcg/L postpartum. A nonsignificant decrease was seen in the median plasma concentration
of O-desmethylvenlafaxine (active metabolite); 110 mcg/L (1st trimester), 100 mcg/L (2nd
trimester) and 100 mcg/L (3rd trimester) compared with 210 mcg/L postpartum. Overall,
the median metabolic ratio of the concentrations of O-desmethylvenlafaxine divided by
venlafaxine changed significantly during pregnancy; 1.5 (1st trimester), 2 (2nd trimester)
and 3.3 (3rd trimester) compared with 2.2 postpartum. The sum of O-desmethylvenlafaxine
plus venlafaxine concentrations was below the therapeutic reference range of 100 to 400
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mcg/L in 3 women during the first trimester, in 1 women during the second trimester, and
in 2 women during the third trimester [431].

2]) Peak Concentration

a]) Venlafaxine hydrochloride, oral, regular-release tablets: 53 ng/mL (25-mg dose); 167 to 225 ng/
mL (75-mg dose); 393 ng/mL (150-mg dose) [428].

1])Mean Cmax for venlafaxine regular-release when 75 milligrams was administered every
12 hours was 225 nanograms/milliliter [5]

2]) Mean Cmax values following administration of 25, 75, or 150 mg of the regular-release
dosage form of venlafaxine hydrochloride to 18 healthy males every 8 hours for three days
were 53, 167, and 393 nanograms/mL (0.19, 0.603, and 1.42 micromoles/L), respectively
[428]. Venlafaxine exhibits linear pharmacokinetics over the dose range of 75 to 450 mg of
venlafaxine per day [4][429].

b]) Venlafaxine hydrochloride, oral, extended-release capsules: 150 ng/mL [5]

1]) The mean Cmax value of venlafaxine following administration of 150 milligrams
extended-release capsules every 24 hours was 150 nanograms/milliliter. Exposure to
venlafaxine was similar between the regular- and extended-release formulations when equal
daily doses were administered. The fluctuation in plasma concentrations was slightly lower
with the extended-release capsules. Venlafaxine exhibits linear pharmacokinetics over the
dose range of 75 to 450 mg of venlafaxine per day [5].

3]) Time to Peak Concentration

a]) Venlafaxine hydrochloride, oral, regular-release tablets: 1 to 2 hours [5].

1]) Mean Tmax for venlafaxine regular-release when 75 milligrams was administered every
12 hours was 2 hours [5]. The time to maximum concentration was not significantly different
when venlafaxine was administered as a tablet or solution [430].

b]) Venlafaxine hydrochloride, oral, extended-release capsules: 5.5 hours [5]

2.3] ADME

2.3.1] Absorption

1]) The mean Tmax value of venlafaxine following administration of 150 milligrams
extended-release capsules every 24 hours was 5.5 hours. Exposure to venlafaxine was
similar between the regular- and extended-release formulations when equal daily doses
were administered. The fluctuation in plasma concentrations was slightly lower with the
extended-release capsules. Venlafaxine exhibits linear pharmacokinetics over the dose range
of 75 to 450 mg of venlafaxine per day [5].
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A]) Venlafaxine Hydrochloride

1]) Bioavailability

a]) Oral, regular-release: 12.6% [432].

1]) About 92% of an oral dose is absorbed. Due to extensive first pass metabolism, only
12.6% is available in the systemic circulation [4][432].

2]) The relative bioavailability was 100% in tablet form when compared to an oral
solution [4]

3]) Compared to healthy subjects, venlafaxine oral bioavailability increased 2- to 3-
fold when administered orally to patients with Child-Pugh A and Child-Pugh B hepatic
impairment [4].

b]) Oral, extended release: 45% [3].

1]) At least 92% of a single oral dose of venlafaxine is absorbed. The absolute
bioavailability of venlafaxine is approximately 45% [5].

2]) Compared to healthy subjects, venlafaxine oral bioavailability increased 2- to 3-
fold when administered orally to patients with Child-Pugh A and Child-Pugh B hepatic
impairment [5].

2]) Effects of Food

a]) No effect on systemic bioavailability [4][5].

2.3.2] Distribution

A]) Distribution Sites

1]) Food had no effect on the absorption or bioavailability of venlafaxine or its active
metabolite, O-desmethylvenlafaxine (ODYV) [4][5].

1]) Venlafaxine Hydrochloride

a]) Protein Binding

11) 27% to 30% [4][5][433].

a]) Venlafaxine and O-desmethylvenlafaxine, the major active metabolite, are
approximately 27% to 30% protein-bound, respectively [4][5][433].

B]) Distribution Kinetics

1]) Venlafaxine Hydrochloride

a]) Volume of Distribution
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1]) 7.5 L/kg [4][5].

a]) The steady state volume of distribution is 7.5 and 5.7 L/kg for venlafaxine
and O-desmethylvenlafaxine, respectively [4][5].

2.3.3] Metabolism
A]) Metabolism Sites and Kinetics
1]) Venlafaxine Hydrochloride
a]) Liver, extensive [4][5][430][433].
1]) Venlafaxine is metabolized via the CYP2D6 isoenzyme [5][432].

2]) Following absorption, venlafaxine undergoes extensive first-pass metabolism in the
liver, primarily to the active metabolite, O-desmethylvenlafaxine (ODV), but also to
N-desmethylvenlafaxine, N,O-didesmethylvenlafaxine, and other minor metabolites.
The formation of ODV is catalyzed by the isoenzyme CYP2D6 [5][430][433].
B]) Metabolites
1]) Venlafaxine Hydrochloride

a]) O-desmethylvenlafaxine, active [4][5][430][433].
1]) O-desmethylvenlafaxine is the only major active metabolite of venlafaxine
hydrochloride [4][5].

b]) N-desmethylvenlafaxine, active [5][433].

1]) This metabolite is less active than O-desmethylvenlafaxine [5][433].

¢]) N,O-didesmethylvenlafaxine, active [5][433].

1]) This metabolite is less active than O-desmethylvenlafaxine [5][433].

2.3.4] Excretion
A)) Kidney
1]) Venlafaxine Hydrochloride
a]) Renal Clearance (rate)

1]) 0.074 to 0.079 L/hr/kg [430].

b]) Renal Excretion (%)


http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3b37623b475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3b37623b475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0
http://www.westlaw.com/Link/Document/FullText?entityType=gdrug&entityId=I3b37623b475111db9765f9243f53508a&originationContext=document&transitionType=DocumentItem&contextData=(sc.Default)&vr=3.0&rs=cblt1.0

VENLAFAXINE, DRUGDEX-EV 2565

B]) Feces

11) 87% [4][5].

a]) Within 48 hours, approximately 87% of a venlafaxine dose is recovered
in the urine as either unchanged venlafaxine (5%), unconjugated O-
desmethylvenlafaxine (ODV, 29%), conjugated ODV (26%), or other
minor inactive metabolites (27%). Renal elimination of venlafaxine and its
metabolites is the primary route of excretion [4][5].

b]) After single oral doses of venlafaxine 80 to 100 mg, approximately 1 to 10%
is excreted in the urine as unchanged drug. About 30% is excreted in the urine
as O-desmethylvenlafaxine, the active metabolite. Another 6% to 19% and 1%,
respectively, is excreted in the urine as N,O-didesmethylvenlafaxine and N-
desmethylvenlafaxine [433].

1]) Venlafaxine Hydrochloride

a]) 2% [435][436][428]

1]) Within 35 days, approximately 2% of a venlafaxine dose is excreted in the feces
[435][436][428].

C]) Total Body Clearance

1]) Venlafaxine Hydrochloride

a]) 1.3 L/hr/kg [4][5].

1]) Mean steady-state plasma clearance of venlafaxine and its major metabolite, O-
desmethylvenlafaxine is 1.3 and 0.4 liters/hour/kilogram, respectively [4][5].

2]) After oral administration of venlafaxine to renally impaired patients (GFR of 10 to
70 milliliters/minute), clearance was decreased by approximately 24% when compared
to normal subjects. Clearance of O-desmethylvenlafaxine remained unchanged in
patients with renal impairment compared to normal subjects [4][5].

3]) After oral administration of venlafaxine to patients requiring dialysis, the clearance
of venlafaxine and O-desmethylvenlafaxine was reduced by approximately 57% and
56%, respectively, compared to normal subjects [4][5].

4]) After oral administration of venlafaxine to 9 patients with hepatic cirrhosis,
clearance of venlafaxine and O-desmethylvenlafaxine was decreased by approximately
50% and 30%, respectively. Three patients with more severe cirrhosis had an
approximate 90% decrease in venlafaxine clearance compared to normal subjects [4][5].

5]) After oral and intravenous administration of venlafaxine to Child-Pugh A (n=8)
and Child-Pugh B (n=11) hepatically impaired patients, oral clearance of venlafaxine
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was decreased by more than 50% when compared to normal subjects (n=21). Clearance
of O-desmethylvenlafaxine was similar to that for normal subjects [4][5].

2.3.5] Elimination Half-life
A]) Parent Compound
1]) Venlafaxine Hydrochloride
a]) ELIMINATION HALF-LIFE
1]) 5 hours [4][5].

a])The mean steady state elimination half-life of venlafaxine is 5 hours [4][5].
The elimination half-life is independent of the dose [433].

b]) After oral administration of venlafaxine to 9 patients with hepatic cirrhosis,
elimination half-life of venlafaxine was increased by approximately 30% [4][5].

¢]) After oral and intravenous administration of venlafaxine to Child-Pugh A
(n=8) and Child-Pugh B (n=11) hepatically impaired patients, oral elimination
half-life of venlafaxine was approximately twice as long as compared to normal
subjects (n=21) [4][5].

d]) After oral administration of venlafaxine to renally impaired patients
(GFR of 10 to 70 milliliters/minute), elimination half-life of venlafaxine was
prolonged by approximately 50% when compared to normal subjects [4][5].

e]) After oral administration of venlafaxine to patients requiring dialysis, the
elimination half-life of venlafaxine was prolonged by approximately 180%
when compared to normal subjects [4][5].

B]) Metabolites
1]) Venlafaxine Hydrochloride
a]) O-desmethylvenlafaxine, 11 hours [4][5].

b]) After oral administration of venlafaxine to 9 patients with hepatic cirrhosis, elimination
half-life of O-desvenlafaxine was increased by approximately 60% [4][5].

c]) After oral and intravenous administration of venlafaxine to Child-Pugh A (n=8) and Child-
Pugh B (n=11) hepatically impaired patients, oral elimination half-life of O-desvenlafaxine was
prolonged by approximately 40% as compared to normal subjects (n=21) [4][5].

d]) After oral administration of venlafaxine to renally impaired patients (GFR of 10 to 70
milliliters/minute), elimination half-life of O-desvenlafaxine was prolonged by approximately
40% when compared to normal subjects [4][5].
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e]) After oral administration of venlafaxine to patients requiring dialysis, the elimination half-
life of O-desvenlafaxine was prolonged by approximately 142% when compared to normal
subjects [4][5].

2.3.6] Extracorporeal Elimination
A]) Hemodialysis
1]) Venlafaxine Hydrochloride

a]) Dialyzable: No[437]

3.0] Cautions

Contraindications
Precautions
Adverse Reactions
Teratogenicity/Effects in Pregnancy/Breastfeeding
Drug Interactions
3.0.A] Black Box WARNING

Venlafaxine Hydrochloride
Oral (Capsule, Extended Release)

Antidepressants increased the risk of suicidal thoughts 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 and older [56].

In patients of all ages who are started on antidepressant therapy monitor closely for clinical
worsening and emergence of suicidal thoughts and behaviors. Advise families and caregivers of
the need for close observation and communication with the prescriber [56].

Oral (Tablet; Tablet, Extended Release)

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 venlafaxine
hydrochloride 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
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and communication with the prescriber. Venlafaxine is not approved for use in pediatric patients
[57158].

3.1] Contraindications
A)) Venlafaxine Hydrochloride

1]) Concomitant use of MAOISs, including linezolid or IV methylene blue, within 7 days of venlafaxine
discontinuation or use of venlafaxine within 14 days of discontinuing an MAOI; increased risk of serotonin
syndrome [59][60][58]

2]) Hypersensitivity to venlafaxine hydrochloride [59][60], desvenlafaxine [59], or to any excipients in the
formulation [59][60]

3.2] Precautions
A]) Venlafaxine Hydrochloride

1]) Black box warning: Suicidal ideation and behavior or worsening depression has been reported, especially
in children, adolescents, and young adults during first few months of therapy or following changes in dosage;
close monitoring recommended [59][60][58]

2]) Beers Criteria: Use with caution in elderly patients as SIADH or hyponatremia may occur or be
exacerbated. Monitor sodium levels when starting or changing doses [2].

3]) Abrupt withdrawal: May lead to serious discontinuation symptoms; monitoring and gradual dose
reduction recommended [59][60][58]

4]) Cardiovascular: Uncontrolled hypertension may be exacerbated [61][58]

5]) Cardiovascular: Heart rate increases have occurred; use caution in patients with comorbidities affected
by increased heart rate (eg, hyperthyroidism, heart failure, recent myocardial infarction) [59][60][58]

6]) Cardiovascular: Sustained hypertension has occurred in both pediatric (off-label use) and adult patients;
may require dose reduction or discontinuation [60][58]; monitoring recommended [59]

71) Concomitant use: Avoid alcohol during treatment [59]
8]) Concomitant use: Weight loss agents, such as phentermine, are not recommended [59][60][58]

9]) Endocrine and metabolic: Reduced growth rate may occur, especially in children younger than 12 years
[59]

10]) Endocrine and metabolic: Hyponatremia has occurred, often associated with SIADH; risk factors
include advanced age, concomitant use with diuretics, and volume depletion; discontinuation may be
required [59]

11]) Endocrine and metabolic: Weight reduction of 5% or more has been reported in adult patients [59]
12]) Endocrine and metabolic: Anorexia (treatment-emergent) may occur [59]

13]) Endocrine and metabolic: Clinically relevant increases in serum cholesterol have occurred; monitoring
recommended [59]
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