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LEARNING OBJECTIVES

Upon successfully completing this lesson,

the pharmacist will be able to:

1. Define Major Depressive Disorder (MDD)
and discuss its impact on society.

2. Discuss clinical strategies for the
management of MDD and the benefits of
using an atypical antipsychotic to treat
this illness.

3. Discuss the risks, the benefits, and the
pharmacological rationale for using
quetiapine XR in the treatment of MDD.

4. Explore pharmacist-patient and
pharmacist-physician interventions in
the management of MDD.

INSTRUCTIONS

1. After carefully reading this lesson, study
each question and select the one answer you
believe to be correct. Circle the appropriate
letter on the attached reply card or
answer online for immediate results at
www.canadianhealthcarenetwork.ca.

2. To pass this lesson, a grade of 70%

(14 out of 20) is required. If you pass,
your CEU(s) will be recorded with the
relevant provincial authority(ies).
(Note: some provinces require individual
pharmacists to notify them.)

ANSWERING OPTIONS
A. Answer online for immediate results at
www.canadianhealthcarenetwork.ca

. Mail or fax the printed answer card to
(416) 764-3937. Your reply card will be
marked and you will be advised of your
results within six to eight weeks in a
letter from Rogers Publishing.

NOTE: All faxed or mailed reply cards must
be submitted one month before lesson
expiry date.
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Introduction

Major depressive disorder ([MDD] also
referred to as unipolar depression) is an illness
whose clinical picture includes symptoms
such as anhedonia, lack of drive, alterations
in sleep and eating patterns, feelings of guilt
and worthlessness, psychomotor impairment
and loss of self-esteem.' The interplay of these
manifestations will trigger a significant
decrease in the global functioning of the
individual suffering from MDDj; work, social
interactions and typical family responsibilities

become a daily burden.

Epidemiologic data from the USA suggests
that the lifetime prevalence of MDD is about
20%.2MDD is an extremely virulent pathology
in terms of morbidity and mortality. It is
expected that the World Health Organization,
in its soon to be published “classification of dis-
ease burden,” will rank depression as the second
most virulent disease in humans; it is currently
ranked 4th.>*> Thus, depression is associated
with significant morbidity and mortality, greater
than that associated with diabetes, asthma, and
even cancer. In the USA, the estimated total cost
of MDD in 2000 was $83 billion.¢
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Commonly, and despite adequate antide-
pressant therapy, the global functioning of the
depressed patient will not return to its baseline
level, to its pre-morbid state (i.c., treatment
will not achieve “remission”).

For example, in the first phase of the
landmark STAR*D trial (initial treatment with
citalopram), only 36.8% of subjects attained

remission.”

Unmet needs in the
treatment of major
depressive disorder

For the management of MDD, current
guidelines®® propose various first-line
options: Selective Serotonin Reuptake
Inhibitors (SSRIs such as citalopram, esci-
talopram, fluvoxamine, fluoxetine, parox-
etine, sertraline), Serotonin-Norepinephrine
Reuptake Inhibitors (SNRIs such as dulox-
etine, venlafaxine, desvenlafaxine), moclobe-
mide, mirtazapine or bupropion. Quetiap-
ine XR, tricyclics and trazodone are
considered second-line agents.’

If one looks at the literature pertaining to
the efficacy and tolerability of available anti-
depressants, it is obvious that current treat-
ment modalities have many shortcomings.

These may include any of the following:

LOW RESPONSE/REMISSION RATES

In one of the largest trials ever conducted in
subjects with MDD (n=3,671), the multi-step
NIMH-sponsored STAR*D study, only 30%
of patients treated with citalopram (the medi-
cation offered in “step 1”) achieved remission
(i.e., a substantial clinical improvement
enabling the subject to reach a pre-morbid
state of functioning).” One extensive review
even suggests that up to 35% of patients mani-
fest a categorical non-response with medica-
tion treatment.'® In the search for a cure for
MDD, anything short of remission is unac-
ceptable; not reaching remission is likely to
result in relapse, recurrence, additional medi-
cal and psychiatric morbidity and an increased
risk of suicide.*’ Since depression is neurotoxic

achieving remission promptly is crucial.
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LATENCY IN THE ONSET OF ACTION
Even if some agents seem to provide quicker

relief than others,'"!?

most antidepressants
require a minimum of at least three weeks to
exert a notable clinical effect. When one con-
siders the daily suffering endured by patients

with MDD, this delay is quite unacceptable.

TOLERABILITY AND SAFETY ISSUES

Nausea, sexual dysfunction, extrapyramidal
side effects such as tremor or pseudoparkin-
sonism, agitation, akathisia, weight gain, dis-
ruption of sleep architecture, syndrome of
inappropriate antidiuretic hormone hyperse-
cretion (STADH) and sweating are just a few
of the probable adverse reactions that can be
induced by first-line antidepressants. These
can contribute to non-adherence, and thus
have a negative impact on therapeutic

outcome.

ADHERENCE

Adherence to treatment is not more common
with the newer generation of antidepressants,
such as SSRIs, than it was with the older agents
such as monoamine oxidase inhibitors
(MAOIs) or tricyclics. The literature suggests
that 42% of patients stop their antidepressant
during the first month of therapy,"” 72% do
so during the first 90 days, ** and up to 15%
of subjects will not even initiate the prescribed

medication.'

Atypical antipsychotics

in the management of
depressive disorders

Studies conducted in the last few years have
considerably changed the way clinicians treat
neuropsychiatric ailments due, in part, to the
advent of the “atypical antipsychotics”. Atypi-
cal antipsychotics (i.e., clozapine, olanzapine,
risperidone, paliperidone, quetiapine, zipra-
sidone, aripiprazole, etc.) are not just agents
that can be of benefit in the treatment of
schizophrenia or related psychotic disorders.
Although not approved for MDD in Canada,
aripiprazole (Abilify™) demonstrated efficacy

as an adjunct to SSRIs in the management

of treatment-resistant unipolar depression,
leading to an FDA approval for this indica-
tion."!¢ Current literature confirms that, as
a group, atypical antipsychotics, when com-
bined with standard antidepressants such as
SSRIs, improve
MDD.17»20

Olanzapine combined with fluoxetine in a

remission rates in

single capsule (Symbyax™, not yet available
in Canada) has been approved as first-line
therapy for the depressed phase of bipolar
disorder in the USA.

The BOLDER and EMBOLDEN study
programs revealed that quetiapine, even when
used as a monotherapy, had a robust effect in
the treatment of bipolar depression, whether
itis in the acute or maintenance phases, with
effect-sizes of about 0.80 in bipolar I depres-
sion and of about 0.5 in bipolar I depres-
sion.?!"® Finally, since May 27%, 2009 the
extended-release formulation of quetiapine
has been indicated “for the symptomatic relief
of (unipolar) major depressive disorder when
currently available approved antidepressant
drugs have failed either due to lack of efficacy
and/or lack of tolerability”.* Quetiapine XR
is the only atypical antipsychotic that is
approved for both bipolar disorder and MDD

in Canada.

Atypical antipsychotics

in the management of
depressive disorders:

focus on quetiapine XR

Like most of the other atypical antipsychotics,
quetiapine has a complex pharmacological
profile.

It causes a strong alpha;-adrenergic block-
ade, which could explain why some patients
will experience orthostatic hypotension, reflex-
tachycardia, sedation or dizziness with this
psychotropic. A tolerance usually develops
to these side effects over a few days or weeks.
Prescribing the extended-release formulation
of quetiapine (quetiapine XR) lessens
the clinical impact of alpha,-adrenergic
blockade.

Quetiapine antagonises the histaminer-
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gic, receptors (H,), hence one can expect
sedation and weight gain. The medical
literature shows that quetiapine XR is associ-
ated with a lower intensity of self-reported
“excessive sedation” compared with the
immediate-release formulation.”” Interest-
ingly, quetiapine’s low affinity for seroto-
nergic SHT,;and muscarinic; (M,) recep-
tors is thought to limit the weight gain
predicted by blockade of H, receptors.
Quetiapine’s anticholinergic (M,) effects
are weak which might explain why it has mini-
mal detrimental effects on cognitive function.
Clinically, this attribute is relevant as many
patients suffering from MDD are cognitively
impaired (concentration, attention, etc.) ®
Akin to all antipsychotics, quetiapine has
the capacity to block postsynaptic dopamine,
receptors (D,). In contrast to other agents such
as risperidone or paliperidone that bind tightly
to these receptors, quetiapine (like clozapine)
is considered a loose binder. It is thought that
loose binders are associated with a lower inci-
dence of extrapyramidal symptoms and tardive
dyskinesia, dysphoria and prolactin-related
side effects (osteoporosis, amenorrhea, sexual
dysfunction, etc.) than tight binders.”**
Atypical antipsychotics block the postsyn-

aptic serotonergic SHT), receptors. Some

antidepressants, such as mirtazapine, are also
antagonists of this neuronal system. Stimula-
tion of the postsynaptic SHT), receptors can
trigger various clinical problems that are
often seen with SSRIs, venlafaxine, desven-
lafaxine or duloxetine. These include sleep
disruption, anxiety, akathisia, agitation, sex-
ual dysfunction, extrapyramidal symptoms,
among others. It should also be noted that
serotonin (via its action at these receptors)
can set off a state of hypodopaminergism and
of hyponoradrenergism.*

Quetiapine’s affinity for serotonergic SHT,
receptors could explain its beneficial effects
on sleep architecture.’*

Recent data show that one of quetiapine’s
metabolites, norquetiapine (also known as
N-desalkyl quetiapine), inhibits the norepi-
nephrine reuptake transporter, thereby
potentiating noradrenaline neurotransmis-
sion.*® This attribute is shared by many
antidepressants such as duloxetine, desven-
lafaxine, venlafaxine (when used at doses
above 150-225 mg/day) and most of the
tricyclics. The metabolite norquetiapine also
acts as a partial serotonin 5HT), agonist (a
buspirone-like effect); a feature that might
explain the anxiolytic effects that can be

seen with quetiapine XR.34%

Clinical studies of
quetiapine in unipolar
major depressive disorder
The clinical development program that
assessed the efficiency of quetiapine XR as a
monotherapy in unipolar major depressive
disorder consisted of six studies; two of which
have been published at this time.**
Quetiapine XR was effective as a mono-
therapy for the treatment of MDD. From a
tolerability standpoint, let’s note that quetiap-
ine XRs safety profile differed from its com-
parators. For example, in the Cutler et al.
study,® the most frequent adverse events
noticed with quetiapine XR were dry mouth,
somnolence and sedation. For duloxetine,
which was used as the comparator in this trial,
nausea, headache, dizziness and dry mouth
were the most common side effects reported.
In the quetiapine XR group, sedation and
somnolence were the adverse events that led
patients to stop their treatment most often (a
finding that was also replicated in the Weisler
et al. trial).”’ In the duloxetine group, nausea
and sedation caused the majority of tolerabil-
ity-related treatment terminations.*® Clini-
cians must also remember that general safety
issues of atypical antipsychotics such as weight

gain, hyperlipidemia, hyperglycemia, tardive

TABLE 1 Tolerability issues with currently-marketed antidepressants?9:26:31,36.38:42.43

SSRIs * SNRIs Mirtazapine Bupropion Quetiapine XR
Nausea ++++ ++++ 0 0/+ 0/+
Sexual dysfunction +H++ +H++ + 0/+ ++
Sleep disturbances ++++ 4+ 0/+ + 0/+
Agitation / Anxiety/
Restlessness/ Akathisia I LA 0/+ * 0/+
Withdrawal symptoms e Very common with | ® Very common with | 0/+ 0/+ +/++
(when drug is discontinued) | paroxetine, can be venlafaxine XR, Usually mild Usually mild Usually mild
severe can be severe
® Less common with | ® Need more data
fluoxetine with duloxetine

Notes : ++++ : very common ; 0 : uncommon; SSRIs: citalopram, escitalopram, paroxetine, sertraline, fluoxetine, fluvoxamine; * :
SNRIs: duloxetine, desvenlafaxine, venlafaxine (when doses are > 150-225 mg/day)

differences might exist between agents;
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TABLE 2 Quetiapine XR: dose and titration vs indications

Indication Target dose

Schizophrenia and Mania

400-800 mg/day
Maximal dose in product
labeling: 800 mg/day

Titration

day 1: 300 mg/day
day 2: 600 mg/day

after day 2: up to 800 mg/day

Comments

Bipolar depression

300-600 mg/day
Maximal dose in product
labeling: 600 mg/day

day 1: 50 mg/day
day 2: 100 mg/day
day 3 : 200 mg/day

day 4 and thereafter: 300 mg/day

In clinical trials, doses of 300 mg/
day and of 600 mg/day were evalu-
ated; the optimal dose seems to be
300 mg for most patients

Unipolar major 50-300 mg/day

depressive disorder

Target dose seems to be
150 mg/day in most patients

day 1: 50 mg/day
day 2: 50 mg/day
day 3: 150 mg/day

after day 4: up to 300 mg/day

dyskinesia and neuroleptic malignant syn-
drome must be taken into account as quetiap-

ine XR is a member of this class.?

Quetiapine XR :
pharmacokinetics and

drug interactions

Quetiapine XR, a dibenzothiazepine deriva-
tive, undergoes a very significant first-pass
effect; its bioavailability being only 9%. The
Tmax of the immediate-release formulation
of quetiapine (Seroquel®) is about one hour;

for the XR formulation, the Tmax is about

six hours. CYP3A4 appears to be the main
isoenzyme involved in the biotransforma-
tion of quetiapine.”

Via CYP3A4, the metabolism of quetiapine
yields norquetiapine, a metabolite with anti-
depressant properties. This metabolite has a
longer plasma half-life than the parent drug
and is also metabolized by CYP3A4.%

As for clinically relevant pharmacokinetic
drug interactions, inhibitors of CYP3A4 can
increase quetiapine plasma levels by up to
10-fold, and inducers of CYP3A4 can decrease

quetiapine plasma levels very substantially.

TABLE 3 Atypical antipsychotics - indications in Canada (as monotherapy)

Quetiapine XR  Olanzapine Risperidone Ziprasidone
Schizophrenia
Acute v v 4 4
Bipolar Disorder
- acute mania v v v v

Bipolar Disorder
- acute depression v

Unipolar Major Depressive
Disorder v

product monograph. December 18, 2008.

Sources: AstraZeneca Canada Inc. Seroquel XR® product monograph. May 27, 2009; Eli Lilly Canada. Zyprexa® product
monograph. February 23, 2009; Janssen-Ortho. Risperdal® product monograph. June 30, 2008; Pfizer Canada. Zeldox®
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Quetiapine is not affected by the smoking
status of the patient.

Quetiapine is a substrate of p-glycoprotein.
It is 83% bound to plasma proteins. The
elimination half-lives of quetiapine and
norquetiapine are approximately seven and
12 hours respectively.?® The relevance of
therapeutic drug monitoring with quetiapine

is still a matter of debate.

Pharmacist’s role

PATIENT COUNSELLING

Pharmacists must remember that almost half
of all patients stop their antidepressant medi-
cation during the first month of therapy, and
nearly 75% of them do so within the first three
months.

As a community pharmacist, bear in mind
that the depressed patient might not have the
“strength” or enough “drive” to pick up his
medication at the pharmacy. For some, to just
answer the phone is a gargantuan task.

Quetiapine XR tablets should be swallowed
whole and not split, chewed or crushed.
Quetiapine XR can be administered with or
without food. The product monograph states
that quetiapine XR should be administered
generally in the evening (to respect the Tmax
of the formulation).

Be vigilant when you hand a patient an
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information sheet because it would be awk-
ward for someone receiving quetiapine XR for
unipolar depression to read on the patient
information leaflet: “This medication has been

prescribed for your psychosis”.

HERE ARE A FEW CONCEPTS THAT COULD BE
SHARED WITH YOUR PATIENTS:

Even if you start feeling better, do not stop
your quetiapine XR because antidepressants
sometimes require many weeks or months for
their full effect to be noticeable.

Quetiapine XR is a psychotropic (i.e., a
drug that acts on the brain) with many clinical
uses, depression being one of them. It is also
very effective against symptoms such as
anxiety, “inner tension”, restlessness and
insomnia.

Even just after a few days, you will notice
beneficial effects of quetiapine XR: you will
sleep better and you will feel “less sad”. But
remember that many weeks or months
might be needed for its “full effect” to be

noticeable.

Clinical pearls
Quetiapine XR, an “antipsychotic/antidepres-
sant”, can be used for unipolar depression in
patients that do not exhibit “psychotic”
symptoms.

The optimal dose of quetiapine XR varies
according to the indication (see Table 2).

Quetiapine XR’s tolerability profile is
different (see Table 1). In contrast to other
antidepressants, quetiapine XR is less likely to
cause nausea, sexual dysfunction, sleep disrup-
tion, anxiety, agitation, etc. Even though it is
a dopaminergic-blocking drug, the risk of
extrapyramidal (EPS) symptoms (pseudo-
parkinsonism, tremor, etc.) is lower with
quetiapine XR (at MDD doses) than it is
with some serotonergic antidepressants. In the
Cutler et al. study, ** EPS-like symptoms were
more frequent in duloxetine than in quetiapine
XR patients (150 mg and 300 mg).

The most common adverse events associ-
ated with the use of quetiapine XR as a mono-

therapy in the treatment of MDD were dry
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mouth, sedation, somnolence, dizziness and

26 Pharmacists must remember that the

fatigue.
XR formulation of quetiapine is associated
with less orthostatic hypotension and “exces-
sive sedation” than the immediate-release
formulation.”

Quetiapine XR and sleep: sleep disturb-
ances are a cardinal symptom of MDD; sub-
jects often complain of difficulty in initiating
and maintaining sleep as well as nocturnal
awakenings.”® Unfortunately, most anti-
depressants have deleterious effects on sleep
(e.g., REM suppression, decrease in the qual-
ity of sleep). Quetiapine XR differs in this
regard since it normalizes sleep and has bene-
ficial effects on its architecture, similar to
what one might expect with mirtazapine or
trazodone. Also, although it has sedative
effects, quetiapine XR does not seem to have
a negative impact on daytime alertness. Some
patients might experience “excessive” seda-
tion during the titration period, after which
a tolerance develops.?**

Withdrawal symptoms: Some antidepres-
sants, especially paroxetine and venlafaxine
XR, can cause severe manifestations of with-
drawal, such as dizziness, mood symptoms
(anxiety, suicidal thoughts), paresthesias, flu-
like symptoms, etc. It is encouraging to see
that quetiapine XR is associated with a milder
withdrawal syndrome. In the Cutler et al.

1, nausea, insomnia and headache were

tria
the most commonly-cited symptoms during
its discontinuation. In the Weisler et al.
study”, stopping quetiapine XR caused
insomnia (5.2%), nausea (4.7%), headache
(3.2%), and diarrhea (2.4%). In the placebo
group, the most common adverse events that
emerged during the discontinuation phase
were insomnia (3.9%), headache (1.7%),
diarrhea (3.9%), irritability (1.7%) and
abnormal dreams (1.7%).

Risk of mania induction: Antidepres-
sants can all induce a manic phase in vulner-
able patients. Interestingly, there was no
significant difference in the incidence of
between

“treatment-emergent mania’

quetiapine / quetiapine XR and placebo in

either of the main studies that evaluated
quetiapine / quetiapine XR as a mono-
therapy in the management of bipolar
depression.?»?

Metabolic effects: Similar to all other atyp-
ical antipsychotics, cholesterol, triglycerides,
glucose, weight and waist circumference
should be monitored. In the Weisler et al.
study,” mean weight gain after eight weeks
was similar in the quetiapine XR and placebo
groups (about 1 kg). The proportion of
patients experiencing = 7% increase in weight
was 0.6% for the quetiapine XR 50 mg/day
group, 3.6% for the quetiapine XR 150 mg/
day group, 4.5% for the quetiapine XR 300
mg/day group, and 1.1% for the placebo

group. ¥

Conclusion
Not many years ago, few clinicians would have
thought that an antipsychotic would be pre-
scribed as a treatment for unipolar depression.
That is to say that we are dealing with very
complex pharmacological entities that are
simply more than just plain anti-schizophrenic
agents. 3040

Atypical antipsychotics are not all created
equal. For example, the risk of extrapyrami-
dal symptoms is not as important with clo-
zapine as it is with risperidone, and the risk
of weight gain differs between olanzapine
and ziprasidone; the former being associated
with much greater weight gain than the lat-
ter.” The clinician might think that if one
atypical is helpful in MDD, then all the
atypicals possess that attribute. However, if
one looks at the latest guidelines for the
treatment of bipolar depression*!, quetiapine
XR is a first-line agent, olanzapine is a first-
line choice only when combined with fluox-
etine, and aripiprazole is not recommended
due to negative trials. Finally, let’s note that
a major clinical caveat lies in the fact that
there are no predictive factors of response to
quetiapine XR, or any other antidepres-
sant.*>* Therefore, several trials of various
antidepressants might be needed before

attaining remission.
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1. Which of these medications will cause
an increase in quetiapine XR’s plasma
concentrations?
a) inhibitors of CYP1A2
b) inducers of CYP3A4
c) inhibitors of CYP3A4
d) inhibitors of
UDP-glucuronosyltransferase (UGT)

2. Which of the following statements is

true regarding quetiapine XR's effects

on sleep?

a) It suppresses the REM phase.

b) By its important anti-H1 effects, it
causes daytime drowsiness.

c) It has beneficial effects on sleep
architecture.

d) It has benzodiazepine-like effects

on delta sleep.

3. Recent US data suggests that the
lifetime prevalence of depression is
of about:

a) 60%

b) 4%

¢) 6%

d) 20%

4. When using quetiapine XR in the
treatment of major depressive disorder,
the starting dose should be:
a) 300 mg / day
b) 100 mg /day
) 50 mg / day
d) 25 mg / day (i.e., one-half of a
50 mg tablet)

5. Quetiapine’s pharmacokinetics
are influenced by caffeine intake.
a) true
b) false

6. When using quetiapine XR in the
treatment of schizophrenia, the starting
dose should be:

a) 300 mg / day

b) 100 mg /day

¢) 50 mg / day

d) 800 mg / day

7. By which mechanism of action is

quetiapine XR thought to exert its

antidepressant effect?

a) inhibition of monoamine-oxidase

b) stimulation of melatonin receptors

c) antagonism of alphal-adrenergic
receptors

d) inhibition of the norepinephrine

reuptake pump

8. Most patients suffering from MDD
take their antidepressant as it is
prescribed. This statement is:

a) true

b) false

9. Quetiapine XR :

a) should only be prescribed to patients
who are psychotic

b) can be cut in half or crushed

c) should always be administered in the
morning

d) can be taken with or without food

CASE STUDY (QUESTIONS 10-17)
Karen is a 39-year-old woman who works as

an interior designer. A few years ago, she

experienced a major depressive episode. This

led to a sick leave lasting more than a year

and she eventually lost her position in one

of the leading companies in the country. For

that first episode, she refused medication;

she did not want any “chemicals” and

opted instead to see a psychologist.

Three months ago, she went to the
neighbourhood walk-in clinic, seeking help for
what appeared to be an episode of depres-
sion. The physician on duty prescribed ven-
lafaxine with the following dosage schedule:
37.5 mg/day for 3 days, 75 mg/day for 3
days, 112.5 mg/day for 3 days, 150 mg/day
for 3 days, 225 mg/day thereafter.

Six weeks later, Karen decides to go to
the hospital. She says that she is “really not
feeling like herself anymore” — she can’t
sleep, has difficulty concentrating, and feels
extremely anxious. She reveals that two
weeks ago, she tried to cut her dose of ven-
lafaxine in half. As soon as she realized that
this strategy made her feel worse (she experi-
enced vertigo, paresthesias, worsening of her
anxiety), she resumed the original dose.

The emergency department psychiatrist
prescribes quetiapine XR 50 mg/day at sup-
per for two days, to be increased to quetiap-
ine XR 150 mg/day at supper thereafter.

To learn more about her new medication,
Karen decides to consult the Internet and
discovers that quetiapine XR is classed as
an antipsychotic. To add to her confusion,
she finds a website where quetiapine XR is
promoted as a cure for manic-depressive

disorder.

10. To reassure Karen, the pharmacist

should explain that:

a) Quetiapine has been prescribed for her
psychotic depression.

b) Quetiapine is a new antidepressant
similar to fluoxetine.

c) Quetiapine is a complex medicine with
many uses; the treatment of depression

being one of them.
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11. The pharmacist should point out the

following to his patient:

a) Quetiapine XR and venlafaxine are dif-
ferent antidepressants and, for example,
they do not cause the same side effects.

b) You will only have to take the quetiapine
XR for about three months.

c) You can crush the quetiapine tablet and

mix it with applesauce.

12. If Karen abruptly stops her
quetiapine XR, she will probably
experience the same withdrawal
symptoms as she did when she cut
her dose of venlafaxine in half.
This statement is:

a) true

b) false

13. The target dose of quetiapine XR
that we should aim for to optimally
treat Karen’s MDD is:

a) 50 mg / day

b) 600 mg / day

c) 150 mg / day

d) 450 mg / day

14, Can inhibitors of CYP3A4 increase
plasma levels of quetiapine?

a) yes

b) no

15. Regarding side effects that can
be caused by quetiapine XR, the
pharmacist should mention to Karen
that the most common adverse events
are:

a) tremor and headaches

b) psoriasis

c) sedation and dry mouth

d) headache and dry mouth

16. Regarding side effects that can be
caused by quetiapine XR, the pharmacist
should mention to Karen that:

a) Bothersome sedation and drowsiness
usually occur during the first few weeks
of treatment, after which a tolerance
develops.

b) Headaches will usually respond to a
dose increase.

c) Since it can “stimulate,” the medication

should be taken in the morning.

17. Karen smokes 15-20 cigarettes per
day. Will this have an effect on the
pharmacokinetics of quetiapine XR?

a) yes

b) no

18. Quetiapine XR's target dose in
unipolar major depressive disorder is
lower than in the treatment of mania.
This statement is:

a) true

b) false

19. Which of these agents is classed
as an SSRI?

a) bupropion

b) mirtazapine

c) quetiapine XR

d) escitalopram

20. Which of these medications is a
first-line option in the treatment of
unipolar major depressive disorder?
a) escitalopram

b) quetiapine XR

c) trazodone

d) clozapine

FACULTY: When an atypical antipsychotic is also an agent of choice in the treatment of

About the author

For the past ten years, Benoit Rouleau has

been actively involved in psychiatric pharmacy,
including roles as teacher and a solicited
speaker. He also conducts psychopharmacological
research, with a special focus on the therapeutic
drug monitoring of psychotropics. Benoit is the
president of the Quebec Psychiatric Pharmacy
Group.

8 | When an atypical antipsychotic is also an agent of choice in the treatment of major depressive disorder

Reviewers

All lessons are reviewed by pharmacists for
accuracy, currency and relevance to current
pharmacy practice.

This lesson is valid until October 16, 2012.
Information about the treatment of major
depressive disorder may change over the course of
this time. Readers are responsible for determining
the most current aspects of this topic.

Continuing Education Project Manager
Sheila McGovern, Toronto, Ont.

major depressive disorder

CE Designer
Shawn Samson, TwoCreative.ca

For information about CE marking, please contact
Mayra Ramos at (416) 764-3879, fax (416) 764-
3937 or mayra.ramos(@rci.rogers.com. No part

of this CE lesson may be reproduced, in whole

or in part, without the written permission of

the publisher. © 2009

QO ROGERS’

Answer online at www.canadianhealthcarenetwork.ca | November 2009




