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By Jean-François Trudel, MD, FRCPC

Depression is a highly prevalent condition,
and is, therefore, an everyday problem for

the primary care practitioner. It causes much suf-
fering and disability. In terms of global burden,
it ranks fourth worldwide and will probably rise
to second place by 2020.1

Unfortunately, the supply of psychiatric
resources is insufficient to deal with this
immense burden. In addition, these resources
still face some stigma with many sufferers pre-
ferring to turn to more “conventional” health

practitioners. The family physician is, therefore,
an essential component of any system of care in
identifying, and providing first line treatment for
this condition.

Depression is complex. Genetic predisposi-
tion, other biological variables, such as central
nervous system (CNS) lesions, multiple psy-
chosocial stressors, and premorbid personality
characteristics, all play a role. The “final com-
mon pathway” of these various causes, however,
is likely to include dysregulation of various CNS
neurotransmitters, including noradrenalin, sero-
tonin, dopamine, and others. Treatment of
depression includes drugs that act upon these
neurotransmitters. As the number of antidepres-
sant drugs has increased in the last decade, prac-
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Lisa’s case
Lisa, 72, is married and has a history of two
previous depressive episodes at ages 45 and
58, with good remission between episodes.
She is referred to me already one year into her
current episode, one of moderate intensity. She
has had adequate yet ineffective trials of 
sertraline, doxepin, and venlafaxine. She is 
currently on fluvoxamine, 150 mg/day, and 
olanzapine, 5 mg at bedtime, and has only 
mildly improved. 

See page 82 for the outcome.
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Table 1

Newer antidepressants

Drug Usual dose Max dose

Fluoxetine 20-40mg (80mg)
Fluvoxamine 100-200mg (300mg)
Sertraline 50-100mg (200mg)
Paroxetine 20-40mg (60mg)
Citalopram 20-40mg (60mg)

Venlafaxine XR 75-225 mg (375 mg)

Mirtazapine 15-45mg (45mg)

Bupropion SR 100-150 mg (300mg)
bid

Nefazodone 150-250mg (500mg)
bid

Moclobemide 150-300 mg (600mg)
bid

Advantages

Can be immediately started
at therapeutic level
Once daily 
Well-tolerated; sertraline
and citalopram in particular
have low side-effect burden
Efficacious in a broad range
of depressive and anxiety
states

Efficacious for depression
and anxiety states, perhaps
slightly more than SSRIs
(controversial)
Generally well-tolerated
Linear dose-response

Little or no sexual side-
effects

Well-tolerated, few 
interactions
Stimulant effect , useful for
retarded depression
Little or no sexual side-
effects
Useful for smoking 
cessation

Little or no sexual side-
effects
Sedative, anxiolytic

Few side-effects (little or no
sexual side-effects)
No need for special diet as
with older monoamine 
oxidase inhibitors

Drawbacks and side-
effects  

Nausea, vomiting (take with
food to counteract)
Anxiety, insomnia
Sexual dysfunction
Potential drug interactions
(citalopram least problem-
atic in this regard)

Dose titration necessary
side-effects similar to
SSRIs
May increase blood 
pressure

Somnolence, weight gain
Drug is newer, less 
experience

Twice daily use
May worsen anxiety 
symptoms
Contraindicated in seizure-
prone patients

Need for titration to avoid
excessive sedation
Twice daily use
Less efficacious according
to clinical survey5

Less efficacious according
to clinical survey5

Twice daily use

Classes

Selective serotonin
reuptake inhibitors
(SSRIs)

Serotonin-noradrena-
line reuptake inhibitor
(SNRI)

Serotonin-noradrena-
line modulator (SNM)

Noradrenalin-
dopamine reuptake
inhibitor

Serotonin reuptake
inhibitor and 5-HT2
receptor blocker

Reversible inhibitor of
monoamine oxydase
(RIMA)
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titioners may be left wondering what, exactly, is
the best first line treatment, and should this
treatment fail, what are reasonable second, third,
or fourth steps. 

Accurate diagnosis of depression is essential
before any treatment effort is undertaken. Space
here, however, does not permit an in-depth dis-
cussion of this issue. The reader is reminded to
refer to the Diagnostic and Statistical Manuel of
Mental Disorders, fourth edition, (DSM-IV) cri-
teria as a template. The common human emo-
tions of sadness, despair, or misery are not syn-
onymous with depression. People with depres-
sion experience a state of fairly constant, perva-
sive mood changes and lack of ability to experi-
ence any pleasure that lasts for a minimum of
two weeks.2 Likewise, the specifics of treating

depression in patients known to have had at least
one hypomanic or manic episode will not be dis-
cussed. 

What is the first line
treatment?

Table 1 gives a broad outline of the more recent
therapeutic options and their respective advan-
tages and drawbacks. Despite the fact that these
molecules modify neurotransmitter function in
quite different ways, the response rates are simi-
lar.3 Table 2 briefly discusses the older molecules
as this information is readily available else-
where.

SSRIs
The primary care physician will be wise to
choose one of the selective serotonin reuptake
inhibitors (SSRIs) as a first choice. They are
efficacious in a broad range of depressive and

Dr. Trudel is an associate professor, department of 
psychiatry, faculty of medicine, Université de
Sherbrooke, Sherbrooke, Quebec.

Class

Tricyclics

Monoamine oxidase
inhibitors (MAOIs)

Advantages

Efficacious, perhaps more
so than selective
serotonin reuptake
inhibitors (SSRIs) in
severe depression

Good correlation between
blood level and response
for some

Desipramine, nortriptyline
have reasonable side-
effect burden

Efficacious, useful for
refractory anxiety states
or atypical depression

Drawbacks

Heavy side-effect burden
(anticholinergic,
hypotension, heart
conduction) especially
with amitriptyline,
trimipramine,
clomipramine, imipramine,
doxepin

Dangerous in overdose

Need for slow titration to
achieve appropriate drug
levels

Dangerous food and drug
interactions (hypertensive
crises)

Indication

Use only when at least
two newer
antidepressants have
failed, or history of good
previous response

Use only when all other
options have been tried,
with specialist advice

Table 2

Older antidepressants 
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comorbid anxiety states, are generally well-tol-
erated and easy to use; there is no need for slow
drug titration, as one can immediately prescribe
them at clinically effective dosages. For this rea-
son alone, these drugs are vastly superior to the
old tricyclics, which need to be slowly titrated to
an efficacious level and as a result are often pre-
scribed at insufficient doses.4 Of the SSRIs,
those with the lowest side-effect burden are
probably citalopram and sertraline. 

Others
Other good first choices include venlafaxine or
mirtazapine, but for these two drugs, some dose
titration is often necessary in the first few
weeks. Venlafaxine is, possibly, slightly more
effective than the SSRIs, but this is controver-
sial, and the side-effect burden is somewhat
greater.2,5

Bupropion is another option when there is
much psychomotor retardation, but unlikely to
be helpful when insomnia and anxiety symptoms
are part of the picture. Some dose titration is also
necessary. 

Moclobemide, a reversible inhibitor of
monoamine oxidase-A (RIMA), has very few
side-effects. Nefazodone necessitates titration,
and is often sedating. Both these drugs may not
be quite as effective as the SSRIs, however,
according to at least one clinical survey.5

Treatment considerations
If the patient has responded to and tolerated a
specific drug in the past, this particular drug is
the obvious first choice, regardless of the physi-
cian’s preferences. 

The patient’s clinical state should be
reassessed no later than three weeks after initiat-
ing treatment (Table 3). If no improvement is
noted, it is time to increase the dose to the mid-
dle of the therapeutic range. In the case of
SSRIs, this may well prove disappointing
because of a rather flat dose-response curve, but

it is nevertheless the reasonable thing to do.
Another two to three weeks should be allowed to
pass, and if there is still no response one can
consider a final two weeks in the upper dose
range. By then, six to eight weeks have elapsed
since treatment was started, giving the drug

Table 3

Ideal followup for depression 

Patient should be seen at least every 2-3 weeks.

At every visit:

• assess response to treatment: sleep, appetite,
mood, interest

• assess suicidality

• provide hope, support

• remind sufferer of habitual time frame of treatment
response

At least once:

• explain diagnosis 

• explain rationale of drug treatment

• involve spouse or partner

In general:

• identify psychosocial stressors; intervene at this
level, or refer

Table 4

Treatment failure checklist 

• Drug trial well done, maximum dosage tried for an
appropriate period of time?

• Patient compliant to treatment?

• Alcohol or substance abuse at play?

• Correct diagnosis? Are the criteria met? Am I really
treating longstanding personality difficulties as
opposed to depression?

• Difficult, current psychosocial stressors needing
attention?

• Underlying medical condition, such as
hypothyroidism?
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enough time to demonstrate its effectiveness or
lack thereof; any further improvement by stick-
ing to this treatment is
likely to be modest.

Treatment
resistance:
What now?
Two possible outcomes
will warrant further therapeutic efforts: partial
improvement, or no improvement whatsoever.
Such disappointing results are common, perhaps
in the range of 40% to 50%. In such circum-
stances, one should  first reassess diagnosis, and
treatment compliance before concluding true
treatment resistance (Table 4).

Once this conclusion is reached, two broad
choices face the clinician: 
• interrupting the current drug and replacing it

with another (switching strategy); and 
• adding another drug to the first one (add-on,

augmentation, or combination strategy). 
It is not possible, given our knowledge, to

give the reader an unequivocal, evidence-based
opinion as to which of these two strategies
should be considered first, as there are no solid
studies formally comparing them.2,6-8 Many clin-
icians will opt, after a first treatment failure, for
the switching strategy, reserving drug combina-
tions for later therapeutic trials. Other clinicians,
however, particularly when faced with partial, as
opposed to no, response, will choose add-on
strategies so as not to lose what ground has been
gained already.

Switching strategy 
Switching has the advantage of monotherapy:
side-effects are easier to monitor, compliance is
better, and the cost is lower. For these reasons, it
is, in the view of this author, the strategy of
choice  for the busy general practitioner. It
makes sense, theoretically, to recommend

switching to another
class of antidepres-
sants, i.e., from an
SSRI to venlafaxine,
bupropion, mirtazap-
ine, or a tricyclic.
There is data, however,
to suggest that switch-
ing to a second SSRI is
likely to be helpful

even though one would think all these drugs are
similar. The few open studies that have examined
switching strategies (which have included
switches from SSRIs to tricyclics and vice-versa,
and also switches within the SSRI class) report
that 50% of  non-responders to the first trial are
likely to respond to the second trial.8

Switching from one medication to another
should be done efficiently. For all drugs except
the MAOIs and RIMAs, a wash-out period

What happened to Lisa?

First, fluvoxamine is pushed to maximum levels of
300 mg/day for three weeks, with no results. Lithium
is added with no results. Fluvoxamine and olanzap-
ine are stopped. Lithium is maintained while suc-
cessive trials of mirtazapine, up to 45 mg/day, and
moclobemide, 600 mg/day, are completed and are
again ineffective. 

Finally, Lisa is admitted to hospital, all drugs are
stopped, and a series of eight ECTs is given.
Improvement is substantial. 

Upon release from hospital, imipramine is given to
prevent relapse, with blood levels to make sure the
level is therapeutic. This dose is well-tolerated and
the patient remains in remission a year after ECT
treatment.

Long-term prophylactic treatment has been 
recommended, given the long duration and 
treatment-refractoriness of this episode.

Whatever drug or drug
combination has proven

effective should be
continued for at least 6
months after remission.



Depression

The Canadian Journal of CME / July 2003  83

between drugs is unnecessary.2 A brief period of
overlap between the two drugs (starting the new
drug while the first one is being weaned) is advis-
able. Given that some interactions are possible (in
particular between SSRIs and tricyclics), it is wise
to start the new drug at half-dose while the older
one is still on board. The weaning process should
take little more than two weeks. If the medication
has been used for only six to eight weeks, discon-
tinuation syndromes are far less likely than if the
drug has been used for many months, in which
case weaning should be longer (four to six weeks). 

Add-on strategies
These strategies are, in the view of the author, best
reserved for cases where at least two, if not three,
one-drug trials have proven ineffective. These
strategies should be attempted by practitioners
already well versed in psychopharmacology. At
this point, many will elect, and wisely so, to obtain
a specialist’s advice if it is possible to do so in a
timely manner. 

Lithium tops the list as the most evidence-based
approach.2,9 However, this drug is cumbersome to
use: side-effects are common, drug levels are nec-
essary as the therapeutic margin is narrow, and
toxicity is always a danger. Experience (or guid-
ance) in its use is important. It should be tried at a
therapeutic level for about three to four weeks.

T3 is a more controversial choice, with robust
trials both for and against its use.2

Recently, randomized trials of SSRI-buspirone
and SSRI-pindolol combinations have been disap-
pointing, while a small trial of SSRI-olanzapine (a
novel antipsychotic) has shown promise.2,8

Other options include SSRI-tricyclic, SSRI-
mirtazapine, SSRI-bupropion, SSRI-moclobe-
mide, venlafaxine-bupropion, or tricyclic-ven-
lafaxine combinations. These combinations are in
fashion, as they are relatively easy to use and make
theoretical sense (treating resistant cases by multi-
ple neurochemical mechanisms). However, the
data to support them stems mostly from small,

uncontrolled studies and clinical lore.2,10 Much
more research is necessary before they can be for-
mally recommended. The SSRI-bupropion combi-
nation may be useful to counteract the sexual side-
effects of SSRIs.

A word on ECT
Electroconvulsive therapy (ECT) is a very effective,
well tolerated, yet often overlooked intervention. It
will often prove useful even after many drug trials
(see case example).2 It is, therefore, inappropriate to
cease therapeutic efforts until ECT has been con-
sidered. Where it should lie in the hierarchy of treat-
ment depends largely on the severity of the case at
hand. (In very severe cases, it may be the first line
treatment whereas in milder cases, it is often a last
resort). In almost all clinical settings, this will mean
referral to specialized services. 

The patient is finally
better: What now?

As the reader certainly understands by now, the
treatment of depression is often difficult and slow.

Practice Pointers 

• It is important to choose a mental health
practitioner carefully: if these practitioners are
not physicians, they should not express views
as to the futility of biological interventions so
as not to undermine the prescriber’s efforts. 

• They should be able to establish a warm,
active rapport with the patient, and adhere to
a model of treatment that focuses on current
stressors, interpersonal difficulties, and
negative thought patterns of the patient in a
fairly focused, time-limited way, as opposed to
open-ended, more vague approaches.
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Remission is, therefore, welcomed by the
patient, relatives and the physician. This hard-
earned success must not be allowed to slip back.
Maintenance treatment is essential; whatever
drug or combination of drugs has proven effec-
tive should be continued, at the dose that has
proven therapeutic for at least six months after
remission has been attained. In the case of recur-
rent depression, one must seriously consider
lifelong prophylactic treatment, particularly if
bouts of depression have been severe, life-threat-
ening, difficult to treat, and/or frequent.2,11-13
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CME

See page 21 for Frequently Asked Questions
on Depression.

• The primary care practitioner must keep in
mind that psychotherapeutic interventions
are also pertinent. Indeed, it is often not
acceptable for patients to be treated solely
by medication: a commonly held layperson’s
view (which must be tactfully challenged) is
that depression is strictly a psychosocial,
rather than medical, condition.

• Psychosocial stressors, past and present,
that may precipitate and perpetuate
depression, must be addressed. 

• The combination of drug and psychotherapy
treatments generally give the best results.
The practitioner that is too overburdened or
feels untrained to provide this type of help
will be wise to look to other mental health
practitioners for assistance.

What would I do?
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The World Health Organization ranks 
depression fourth worldwide and will probably
rise to second place by 2020.

An ideal followup should include the
following:

• Patients should be seen at least every 2-3
weeks.

At every visit:
• assess response to treatment: sleep,

appetite, mood, interest
• assess suicidality
• provide hope, support
• remind sufferer of habitual time frame of

treatment response

At least once:
• explain diagnosis 
• explain rationale of drug treatment
• involve spouse or partner

In general:
• identify psychosocial stressors; intervene at

this level, or refer

Depression

1. What is the impact of 
depression?

4. How do I followup?
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For an in-depth article on depression,
please go to page 78. 

Psychosocial stressors, past and present, that
may precipitate depression must be addressed.
The combination of drug and psychotherapy
treatments generally give the best results. The
general practitioner who feels untrained to 
provide psychotherapy should look to other
mental health practitioners for assistance. 

3. Is psychotherapy 
important?

It is wise to choose one of the SSRIs as a first
choice. Other good first choices include 
venlafaxine or mirtazapine. If the patient has a
history of good response to a certain drug, this
should be the first choice.

2. What should be the 
first choice in 
antidepressants?

Frequently Asked QuestionsFrequently Asked Questions


