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xtended-release (ER) trazodone—

FDA-approved in February 2010—

improves symptoms of major de-
pressive disorder (MDD) and allows
once-daily dosing (Table 1). Trazodone
immediate release (IR) was developed
in 1960 and approved by the FDA for
treatment of MDD in December 1981.
Trazodone IR is now mainly prescribed
off-label as a hypnotic at lower-than-anti-
depressant doses, such as 50 to 100 mg/d
at bedtime. The dose needed to achieve
antidepressant effect is believed to be 2300
mg/d. Use of the IR formulation for treat-
ing depression has been limited by the
need for 3-times-a-day dosing and day-
time sedation associated with peaks in se-
rum concentration.

Clinical implications

Trazodone ER was designed to eliminate
the peaks and troughs in serum concen-
tration seen with trazodone IR. It was hy-
pothesized that by reducing the maximum
concentration (Cmax) peaks, trazodone
ER would permit higher doses to be bet-
ter tolerated and help patients to more eas-
ily reach target antidepressant doses (=300
mg/d). Trazodone ER’s once-daily dosing
also may increase patient adherence.

How it works

The exact mechanism of action through
which trazodone treats depression is not
completely understood, but is likely related
to enhancing serotonergic activity in the
CNS. Trazodone is a triazolopyridine antide-

B able 1

Trazodone extended release:
Fast facts

Brand name: Oleptro

Class: Triazolopyridine-derived antidepressant

Indication: Major depressive disorder

Approval date: February 2, 2010
Availability date: August 10, 2010
Manufacturer: Labopharm, Inc.

Dosage forms: 150 mg and 300 mg
bisectable tablets

Starting dose: 150 mg at bedtime

Target dose: 300 mg/d; maximum dose
375 mg/d

pressant, inhibits the serotonin transporter,
and is a 5-HT2A and 5-HT2C antagonist.
This is why it is sometimes referred as a se-
rotonin antagonist/reuptake inhibitor, but
regulatory agencies do not accept this class
name. Trazodone is an antagonist at both
histamine (H1) and ol-adrenergic recep-
tors, which may mediate trazodone’s sedat-
ing properties (H1) and hypotensive (al-
adrenergic) effects.

The ER formulation employs a cross-
linked, high-amylose starch excipient that
provides controlled release of trazodone
over an extended period.

Dr. Hidalgo is Assistant Professor of Psychiatry, Depression and
Anxiety Disorders Research Institute, and Dr. Sheehan is Director,
Depression and Anxiety Disorders Research Institute and Distin-
guished University Health Professor, University of South Florida
College of Medicine, Tampa, FL.



Pharmacokinetics

Trazodone ER has linear pharmacokinetics
in doses from 75 to 375 mg. Trazodone ER,
300 mg/d, provides a steady-state exposure
equivalent to 100 mg of trazodone IR given
3 times daily, while having a lower Cmax.
A high-fat meal can increase Cmax of tra-
zodone ER by 1.9-fold. Trazodone is exten-
sively biotransformed in the liver via the cy-
tochrome P450 (CYP) 3A4 pathway and its
metabolites are eliminated within 72 hours.
Elimination is predominantly renal, with
70% to 75% of an oral dose being recovered
in the urine within 72 hours.! This formula-
tion maintains its controlled-release proper-
ties if bisected.

Because trazodone is a substrate of the
CYP3A4 enzyme, its metabolism can be in-
hibited by CYP3A4 inhibitors. Exercise cau-
tion when coadministering medications that
cause CYP3A4 inhibition with trazodone
ER. The effect of short-term administration
of ritonavir (4 doses of 200 mg) on the phar-
macokinetics of a single dose of trazodone
(50 mg) has been studied in 10 healthy sub-
jects.? The Cmax of trazodone increased by
34%, area under the curve increased 2.4-fold,
half-life increased by 2.2-fold, and clearance
decreased by 52%. There is no difference in
the half-life between the IR and ER formula-
tions because the ER formulation influences
only the release kinetics of the drug, not the
half-life of the medication.

Efficacy

Efficacy of trazodone for MDD initially
was established in trials conducted with
trazodone IR.**° The efficacy of the ER for-
mulation was established in a multi-center
randomized, double-blind, placebo-con-
trolled trial with 412 patients (age 18 to
80). Patients who met DSM-IV criteria for
MDD were randomly assigned to trazo-
done ER (n=206) or placebo (n=206) for 8
weeks.!! This study showed a statistically
significant difference between trazodone
ER and placebo after 8 weeks of treatment
on the primary outcome measure, which
was a change in score on the 17-item
Hamilton Depression Rating scale (HAM-
D-17). HAM-D-17 scores decreased 11.4

points in the trazodone ER group and 9.3
points in the placebo group (P = .012 in
the modified intent to treat [ITT] popula-
tion; P = .009 in the completer analysis).
This difference was seen from week 1 and
throughout the study. Efficacy of trazodo-
ne ER was further supported by statistical-
ly significant differences between the drug
and placebo in 7 of 13 secondary efficacy
endpoints in both the modified ITT and
per protocol (PP) populations (HAM-D-17
mood item, mean Montgomery-Asberg
Depression Rating Scale [MADRS] total
score, mean Clinical Global Impressions
Severity of Illness [CGI-S] score, percent-
age of HAM-D-17 responders, and 3 qual-
ity of sleep items [overall quality of sleep,
trouble falling asleep, and awakening
during the night]). Overall effect sizes
for the HAM-D-17 were -0.26 (modi-
fied ITT-last observation carried forward
[LOCF] dataset) and -0.33 (PP/observed
cases [OC] dataset). The effect sizes in
MADRS scores were -0.22 and -0.29 for
the modified ITT-LOCF and the PP/OC
analyses, respectively.'?

Sleep measures. In the study sample
>90% of patients had insomnia at baseline
(defined as a score 22 in any HAM-D-17
sleep item or sum of all 3 sleep items of >4).
Patients receiving trazodone ER had sig-
nificant improvement in all 3 HAM-D-17
sleep items. Subjects reported improve-
ment in the overall quality of sleep and
awakening during the night after the first
week of treatment. Investigators found no
significant interaction between improve-
ments in core symptoms of depression
and baseline MADRS reduced sleep item
or early changes in the HAM-D-17 sleep
items. This suggests that the antidepres-
sant effect of trazodone ER was indepen-
dent of severity of sleep difficulties at
baseline and of improvement in insomnia
during the study.?

Researchers observed improvement in
suicidal ideation on MADRS (item 10) and
HAM-D-17 (item 3) after 8 weeks of treat-
ment (effect size -0.2 favoring trazodone
ER over placebo).”?
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Trazodone extended release treatment-emergent adverse events*

Trazodone ER (n=202) Placebo (n=204)
Headache 67 (33%) ‘ 55 (27%)
Somnolence 63 (31%) 32 (16%)
Dry mouth 51 (25%) 26 (13%)
Dizziness 50 (25%) 25 (12%)
Nausea 42 (21%) 26 (13%)
Sedation 34 (17%) 7 (3%)
Fatigue 30 (15%) 17 (8%)
Diarrhea 19 (9%) 23 (11%)
Constipation 16 (8%) 4 2%)
Back pain 11 (5%) 7 (3%)
Blurred vision 11 (6%) 0(0%)

*Reported by >5% of patients
Source: Reference 11

In 2 European comparative, random-
ized, double-blind trials, trazodone pro-
longed release showed similar antidepres-
sant efficacy as paroxetine* and setraline’
as measured by HAM-D, MADRS, and
CGI-S. This prolonged release formulation
made in Europe is not the same technology
as the ER formulation recently approved
by the FDA.

Tolerability

In the pivotal registration study, trazo-
done ER was well tolerated at a mean
dose of 310 mg/d." Twenty-five patients
(12.4%) in the trazodone ER group discon-
tinued the drug because of side effects.
The most common side effects leading
to discontinuation in the active treat-
ment group were dizziness (n=7), seda-
tion (n=5), and somnolence (n=3)." The
most frequent adverse events reported
at any study time point were headache
(33%), somnolence (31%), dry mouth
(25%), dizziness (25%), nausea (21%),
sedation (17%), and fatigue (15%)
(Table 2)." In general, these adverse
events were mild to moderate and short-
lived; most side effects resolved within
the first 2 to 3 weeks of treatment with
trazodone ER.!

Sexual side effects—delayed ejacula-
tion, delayed time to orgasm, or orgasmic
blockade—are common with many anti-
depressants. In the pivotal registration
study, the incidence of sexual side effects
was low (4.9% with trazodone ER vs 2.5%
with placebo).”" This is much lower than
the rates typically found with selective se-
rotonin reuptake inhibitors and serotonin-
norepinephrine reuptake inhibitors, which
range from 17% to 41%."*' This benefit is
thought to be mediated through 5-HT2A
and 5-HT2C antagonism. Priapism has
been reported in trazodone IR at rates rang-
ing from 1 in 1,000 to 1 in 10,000 and does
not appear to be dose-related.”” The rate of
priapism in persons using agents for erectile
dysfunction ranges from .05% to 6%."> No
case of priapism was seen in the trazodone
ER study; however, with its sample size of
412 patients this study was not powered to
adequately detect this adverse event."

There was no significant weight gain
difference between the active drug and
placebo groups over 8 weeks of treatment.

Safety. Trazodone ER should not be used
within 14 days of taking a monoamine oxi-
dase inhibitor.! Trazodone carries a preg-
nancy category C, meaning that it should

continued on page 84
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The recommended
starting dose is 150
mg/d at bedtime;

it may be increased
by 75 mg/d every 3
days, but should not
exceed 375 mg/d
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Related Resource

- Extended-release trazodone (Oleptro) prescribing information.
www.oleptro.com/images/9379.pdf.

Drug Brand Names

Paroxetine « Paxil
Ritonavir - Norvir
Sertraline « Zoloft

Trazodone - Desyrel
Trazodone extended-
release - Oleptro
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be used only if the potential benefit justifies
potential risk to the fetus. In animal stud-
ies, trazodone has been shown to cause
increased fetal resorption and congenital
anomalities with doses up to 50 times the
maximum human dose (375 mg/d). Trazo-
done may be secreted in breast milk. The
drug is best avoided in patients with re-
cent myocardial infarction.

Bottom Line

Dosing

Therecommended starting doseis 150mg/d
at bedtime. The dose may be increased
by 75 mg/d every 3 days, but the maxi-
mum dose should not exceed 375 mg/d.!
Trazodone ER is available in 150 mg or 300
mg bisectable tablets. Breaking the tablets
in half does not affect the controlled release,
but they should not be chewed or crushed.

Trazodone ER is an effective treatment for major depressive disorder (MDD), has
an acceptable tolerability profile, and allows once-daily dosing. The most common

adverse events are somnolence, sedation, headache, dry mouth, and dizziness. The

beneficial effect on sleep quality may be helpful in patients with MDD who have
insomnia, making it less necessary to coadminister hypnotics and anxiolytics.
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