Technology Review

New Antidepressants and the Treatment of Depression

Barry H. Guze, MD, and Michael Gitlin, MD
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Depression is a common and significant health problem
associated with impairment in a patient’s ability to
function. The development of new antidepressant med-
ications represents progress in its treatment. These new
agents work through the selective blockade of the re-
uptake of serotonin into the presynaptic neuron,
thereby increasing the availability of this neurotrans-
mitter at the synaptic cleft and enhancing its effective-
ness. While no more effective than traditional tricyclic

Depression is a common condition.1 Among the nonin-
stitutionalized elderly, the prevalence of clinically signif-
icant depression is about 15%.2 With a lifetime preva-
lence of 6% and associated risks such as suicide, major
depression is an important public health concern in the
United States.3In 1979 and still in 1989, suicide was the
fourth leading cause of death for white Americans.4

The economic impact of depression in the United
States has been estimated at more than $16 billion, only
S2.1 billion of which is spent on diagnosis and treat-
ment.56 The balance is associated with lost productivity.
Major depression produces impairment in functioning
close in magnitude to that of chronic heart disease7 and
exceeding that of many other chronic diseases. The risk
of disability in minor depression is IV2 times that of
asymptomatic individuals; for major depression, it is 472
times.8

The chronic nature of depression is exemplified by
the high rate of recurrence among patients experiencing
an initial episode.9-11 Approximately 50% of patients
who recover from an initial bout with depression will
have at least one subsequent episode during the follow-
ing 2 years.11 The factors associated with a heightened
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antidepressant drugs, the new agents are generally safer
than traditional medications used to treat depression:
they are well tolerated and, in case of overdose, less
harmful than tricyclic antidepressants.
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probability of relapse include the severity of the initial
episode, the number of prior episodes, the response to
prior treatment, and a history of chronic depression.10
Other important factors include comorbid conditions,
such as chronic medical conditions, and the degree of
psychosocial perturbation. Because recurrence is so com-
mon, early and aggressive treatment of depression has
been recommended.12

Depression is usually treated by primary care physi-
cians. Major depression has been reported to be more
common than hypertension in primary care practice,13
and the presence of a psychiatric diagnosis is found in
11% to 36% of patients in general practice.14 The recog-
nition of major psychiatric illness is poor, however, with
estimated rates for failure to detect depression ranging
from 45% to 90%.1516 In a study of nursing home
patients, only 12.5% of major depression cases were
recognized and even fewer treated by staff physicians. An
accurate differential diagnosis of mood disorder is the key
to appropriate treatment. Diagnosis of a major depres-
sive episode is appropriate when at least five of the
symptoms listed in Table 1 are present nearly every day
for at least 2 weeks.17 One of these symptoms must be
“depressed mood” or “loss of interest or pleasure in most
or all activities.”

Not all physicians are taking advantage of new de-
velopments in effective treatments to decrease the mor-
bidity and mortality associated with depression.18 Con-
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Table 1. Symptoms of Depression

Depressed mood most of the day

Loss of interest or pleasure in most or all activities

Significant change in weight or appetite

Insomnia or hypersomnia

Psychomotor retardation or agitation

Fatigue or loss of energy

Feelings of worthlessness or of excessive or inappropriate guilt

Diminished ability to think or concentrate, or indecisiveness

Recurrent thoughts of death, recurrent suicidal ideation, or suicide
attempt

Note: Diagnosis ofa major depressive episode is appropriate when a minimum offive
symptoms, one ofwhich is “depressed mood™ or “loss o finterest or pleasure in most or all
activities,” are present nearly every day for at least 2 weeks.

scientious long-term care, coupled with attention to
patient compliance with treatment, can substantially re-
duce the suicide rate among patients with mood disor-
ders. When proper recognition and pharmacologic treat-
ment of depression occurs, suicide rates can be
lowered, 1920 as exemplified by a two-session educational
program on treating depression that was provided to
general practitioners on the Swedish island of Gotland.
This program reduced the suicide rate by 71% as com-
pared with the general rate in Sweden,2l suggesting that
increased recognition of depression and knowledge re-
garding its treatment can have an impact on mortality.
Depressive disorders can be divided into five cate-
gories: major depression, dysthymia, bipolar-disorder
depression, cyclothymia, and depressive disorder not
otherwise specified.17 Major depression itself can be fur-
ther subtyped into groups with and without psychotic
features (delusions and hallucinations). Psychosis is
present in 10% to 25% of patients with major depres-
sion.2 The presence of psychotic features often results in
a different approach to treatment.23 Electroconvulsive
therapy is thought by many to be the most effective
treatment for this form of depression. The other ap-
proach is the combination of a tricyclic antidepressant
and a neuroleptic.23 In most cases of depression, treat-
ment with antidepressant medication alone is inadequate.

Choice of an Antidepressant

Pharmacotherapy is the most effective treatment for
moderate to severe nonpsychotic depression,24 with tra-
ditional antidepressants being effective in approximately
60% to 85% of patients.25 Current treatment options
include traditional tricyclic antidepressants, monoamine
oxidase inhibitors (MAOQOIs), tetracyclic antidepressants
(eg, maprotiline), and selective serotonin reuptake inhib-
iting (SSRI) antidepressants (Table 2). Tetracyclic com-
pounds predominantly affect norepinephrine neurotrans-
mission, are pharmacologically similar to the tricyclic

50

Guze and Gitlin

Table 2. Dosage and Administration of Three Selective
Serotonin Reuptake Inhibitors

Usual Daily Range,
Medication Dosage, mg mg Comments
Paroxetine 20 10-50 No active metabolites
Sertraline 50 50-200 No active metabolites
Fluoxetine 20 5-80 Active metabolite with

long half-life

antidepressants, and offer the same side-effect profile ad
efficacy as tricyclic antidepressants.26

Selective serotonin reuptake inhibitors, the new anr
tidepressant agents that recently have become available in
the United States, are no more effective than traditional
agents, but their side-effect profiles often present impor-
tant clinical advantages, such as lower incidence of sde
effects compared with standard tricyclic and tetracyclic
antidepressant drugs2 (Table 3). The mildness of their
side effects makes them particularly well suited for treat-
ing moderately depressed outpatients or the elderly.Z7
The SSRIs also are used to treat conditions other then
depression, including bulimia nervosa,28 personality dis-
orders,29 and obsessive-compulsive disorder.30 Treat-
ment of these conditions requires higher dosages then
the dosages to treat depression.

It has been estimated that 75% to 80% of patient
taking tricyclic antidepressants receive subtherapeutic
doses because of the intolerable side effects associated
with higher dosages.3L Thus, side effects may limit tre
clinical effectiveness of traditional antidepressant medica-
tions. In addition to subtherapeutic dosing, side effeds
associated with tricyclic antidepressants often result in
long titration trials, premature discontinuation of ther
apy, or lack of patient compliance, along with overdose
fatalities.3 In clinical trials, twice as many patients hae
discontinued tricyclic antidepressants as have discontin-
ued fluoxetine.3?

Traditional tricyclic antidepressant side effects in

Table 3. Common Side Effects of Selective Serotonin
Reuptake Inhibitors (SSRIs)

Nausea
Somnolence
Weakness
Dizziness
Insomnia

Sexual dysfunction
Sweating

Tremor

Decreased appetite
Nervousness

Note: SSRIs may interact with AIAO s to produce serotonin syndrome.
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dude orthostatic hypotension, alterations in cardiac con-
duction, overdose fatality, dry mouth, constipation,
blurred vision, urinary hesitancy, and memory impair-
ment, 2 none of which are associated with SSBJs.5 Typ-
ical side effects of the SSRIs include gastrointestinal
upset, such as nausea and diarrhea; restlessness or akathi-
sig; insomnia; and headache (Table 3). Generally, these
agents do not adversely interact with commonly abused
drugs or alcohol. When used alone, the SSRIs usually are
not fatal in overdose® and are not known to have sig-
nificant effects on cardiac function.

Abrupt discontinuation of the tricyclic antidepres-
sants has been associated with a withdrawal syndrome,33
which occurs in 20% to 60% of patients and consists of
sleep disturbances (vivid dreams, insomnia), anxiety' or
agitation, movement disorders (akathisia and parkinson-
ism), and behavioral disturbances (hypomania).34 The
SSRIs are not associated with a withdrawal problem,3
nor are they reported to cause depression recurrence on
abrupt discontinuation as sometimes occurs with other
antidepressants.3%

With the introduction of SSRIs, the choice of an
antidepressant has become more difficult. It is unclear
whether these new medications should replace tricyclic
antidepressants as first-line treatment of the typical pa-
tient with depression. It can be argued that the SSRIs are
effective and usually tolerated better than tricyclic anti-
depressants in the treatment of mild or moderate depres-
sion.3 More clinicians are beginning to use SSRIs in
severe depression where data suggest that they are as
effective as tricyclic antidepressants.37-38 The SSRIs are
gaining favor over tricyclic antidepressants as primary or
“first line” agents in treating mild to moderate depression
because of their safety, efficacy, and simple dosing regi-
men.3

Serotonin and Mood

Multiple observations suggest that serotonin, one of the
most abundant neurotransmitters, plays an important
role in the regulation of mood and a key role in the
treatment of depression. Data suggest that depression is
associated with reduced serotonin function.40 Studies of
cerebrospinal fluid, whole blood, and plasma have shown
that serotonin levels4l- 43 as well as 5-hydroxyindoleacetic
acid (5-HIAA), the principal metabolite of serotonin, are
reduced in depressed patients.4445 Depression also is
associated with altered serotonin receptor function in
platelets and in postmortem brain samples from de-
pressed patients.44- 43
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Selective Serotonin Reuptake
Inhibitors

Paroxetine, sertraline, and fluoxetine are members of the
SSRI group that are currently marketed in the United
States. Fluvoxamine and citralopram are not currendy
available for clinical use, although approval for marketing
of fluvoxamine is expected soon. The SSRIs act by
strongly inhibiting the reuptake of serotonin into the
presynaptic neuron.4950 Whereas traditional tricyclic an-
tidepressants, particularly clomipramine, inhibit the re-
uptake of serotonin following its release from presynaptic
terminals, these medications or their active metabolites
also inhibit uptake of other neurotransmitters, such as
norepinephrine.2s

During normal neurotransmission, serotonin is
stored in presynaptic vesicles until it is released into the
synaptic cleft.5 Serotonin then activates postsynaptic
receptors, producing postsynaptic neuronal stimulation.
Serotonin then is inactivated by several mechanisms,
including its removal from the synaptic cleft by the
reuptake pump on the presynaptic neuron. Within the
presynaptic neuron, it undergoes either repackaging in a
vesicle or metabolism by mitochondria containing
monoamine oxidase. The mechanism of action for the
SSRIs is the blocking of the uptake pump action on the
presynaptic neuron.25 This increases the amount of sero-
tonin in the synaptic cleft and at the postsynaptic sero-
tonin receptor site, resulting in greater postsynaptic se-
rotonin stimulation.5l

Depression may be associated with reduced avail-
ability of serotonin in the synapse. In vivo, the SSRIs
also downregulate postsynaptic norepinephrine receptors
and affect adenylate cyclase—mediated reactions coupled
with postsynaptic receptors.2 It is possible that the prop-
erty of serotonin reuptake inhibition may be of little
clinical significance. In contrast to the SSRIs, tricyclic
antidepressants exert nonspecific effects at reuptake and
receptor sites for many neurotransmitter systems.5052

The SSRIs are well absorbed following oral admin-
istration and subsequently undergo significant first-pass
extraction in the liver.53 These agents are cleared pre-
dominantly by hepatic metabolism, with fluoxetine and
sertraline producing active metabolites. The pharmacol-
ogy of these drugs is characterized by marked interindi-
vidual variability.53

Since there is no evidence that any one SSRI is more
effective than any other in the treatment of depression,5
clinicians often choose between different SSRIs primarily
on the basis of varying side effects; but there are mean-
ingful distinctions among the SSRIs that also should be
taken into consideration. For example, fluoxetine appears
to be the most activating of the agents.27 The half-life of
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Table 4. Pharmacokinetic Properties of the Selective
Serotonin Reuptake Inhibitors

Property Paroxetine  Sertraline  Fluoxetine

Active metabolite No Yes Yes

Half-life of parent compound 1 1 2-3
(days)

Half-life of active metabolite None 2-4 7-9
(days)

various antidepressants and of their active metabolites,
when present, determines time to steady state and the
washout period (Table 4), which is particularly signifi-
cant when switching to other antidepressant agents or
waiting for the resolution of adverse drug effects. The
advantages of a long half-life are that it permits a patient
to be treated with doses given every few days and may
control brief episodes of noncompliance.

The combination of an SSRI with an MAOI should
be avoided because concurrent administration may pre-
cipitate the serotonin syndrome, consisting of hyperther-
mia, rigidity, myoclonus, autonomic instability, and
mental status changes that may progress to delirium,
coma, and death resulting from cardiovascular col-
lapse.54-57 Other features of the serotonin syndrome may
include hyperarousal, exaggerated deep tendon reflexes,
exaggerated startle response, hypertension, mild manic
symptoms, diarrhea, abdominal cramping, and tremor.
To avoid the development of serotonin syndrome, the
patient should discontinue an SSRI at least 2 weeks
before the administration ofan MAOI, although a longer
period may be required for fluoxetine because of the
long half-life of its active metabolite. A washout period
does not appear necessary when other SSRIs are ad-
ministered subsequently. For example, it is safe to stop
fluoxetine administration and begin paroxetine the fol-
lowing day.58

Because sertraline is tightly bound to plasma pro-
teins, it may interact with other medications that are
also highly protein-bound and produce adverse ef-
fects.5657 The effect of using sertraline in combination
with other central nervous system active medications
has not been systematically evaluated. For these rea-
sons, caution is advisable when coadministering these
medications.

There is concern regarding the association be-
tween some SSRIs, such as fluoxetine, and an increased
risk of suicide.59 Pooled data from clinical trials sug-
gest that fluoxetine does not increase the suicide risk.60
The US Food and Drug Administration’s Psychophar-
macological Drugs Advisory Committee reviewed the
issue and, based in part on a reanalysis of all the
controlled trials involving the use of fluoxetine, con-
cluded that there was no causal link between the use of
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antidepressant drugs and suicide or violent behavior.«
There is no evidence that fluoxetine increases suicidal
ideation.®0

Paroxetine

PHARMACOLOGICAL PROPERTIES

Paroxetine is well absorbed from the gastrointestinal
tract and is unaffected by antacids or food.62 Steady-state
plasma concentrations are reached within 4 to X
days.5362 It has a plasma half-life of approximately 24
hours.62 Because paroxetine has no active metabolites, it
has a shorter washout period than the other SSRIs.
which may be advantageous when changing pharmaco-
logic agents.53

Paroxetine is oxidated, methylated, and then conju-
gated in the liver. Although the drug has no adiwe
metabolites, coadministered medications that induce a
inhibit hepatic metabolic enzymes may affect blood less
of paroxetine. Because increases in bleeding time were
observed in volunteers who received paroxetine and war-
farin simultaneously, caution should be exercised in pe
tients receiving paroxetine and oral anticoagulants. Par-
oxetine does not potentiate the effects of alcohal,
barbiturates, antipsychotics, or benzodiazepines.&2

EFFICACY

Data based on the treatment experience of over 4000
depressed patients suggest that paroxetine is as effective
as other antidepressant medications, including fluoxet-
ine,®4 and superior to placebo in the treatment of mgjor
depression.556364 Paroxetine produces a significant im
provement in depression-induced lethargy, usuallv
within the first 1 to 2 weeks.63 Symptoms of lethargv
include fatigue, decreased motor activity, difficulty con
centrating, and lack of interest in work and activities
Despite side effects that include stimulation, paroxetine
reduces associated symptoms of anxiety in depression
with minimal agitation.63 In a study of 2963 patient
treated with paroxetine, the drug did not cause emergen!
anxiety any more frequently than placebo.65 Paroxetine b

an effective maintenance treatment for preventing relapse
in depression.66

ONSET OF ACTION

Onset of significant clinical antidepressant effects nes
not be seen for the first 2 or 3 weeks of treatment, asb
true with all antidepressants,63 but paroxetine exhibits a
more rapid initial therapeutic onset than other SSRIs a
tricyclic antidepressants.64
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SIDE EFFECTS

The most common side effects of paroxetine are those
found in other SSRIs, including dry mouth, nausea,
headache, somnolence, insomnia, diarrhea, constipation,
and tremor,55 all of which seem to diminish with time.
Paroxetine may be less stimulating or activating than
fluoxetine to the extent of inducing sedation in some
patients. Paroxetine has not been associated with signif-
icant changes in weight, cardiac function, or electrocar-
diogram67-69 and does not inhibit the reuptake of other
neurotransmitters except for serotonin.62 Consequently,
it does not cause many of the side effects associated with
tricyclic antidepressant medication.70

DOSAGE AND ADMINISTRATION

The usual initial dose of paroxetine, which for most
patients is the usual effective dose, is 20 mg per day.7L
The upper limit of the effective range with no clinically
significant increase in side effects is 50 mg per day. Since
the elimination half-life of paroxetine is increased in
patients with renal impairment,72 a lower dose is recom-
mended for these patients (creatinine clearance <30 mL
per minute). The initial dose should be reduced to 10 mg
per day and doses increased as clinically indicated.

CONTRAINDICATIONS

As noted above, recent or concurrent administration of
MAOIs may result in serotonin syndrome.

Sertraline
PHARMACOLOGIC PROPERTIES

Sertraline is a selective serotonin reuptake-inhibitor5l
that is well absorbed (90%) after oral administration,
with peak serum levels occurring 6 to 8 hours after
administration.535657 Peak plasma levels are 30% higher
when the drug is administered with food, which proba-
bly results from substances in food competing with ser-
traline for metabolism in the liver. Therefore, the drug
should be administered with food. Serum half-life is
approximately 24 hours.5356'57 The pharmacokinetic
profile of sertraline permits once-a-day dosing.73 Metab-
olism occurs in the liver; no active metabolites are
formed.51 Sertraline does not induce its own hepatic
metabolism. The metabolism of sertraline is linear: dou-
bling the dose doubles the serum level. Sertraline does
not potentiate alcohol or other recreational drugs.

efficacy

Sertraline has demonstrated greater effectiveness than
placebo in doses ranging from 50 mg to 200 mg per
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day.74 The results of a multicenter, parallel, placebo-
controlled study of outpatients with major depression
randomized to receive sertraline, amitriptyline, and pla-
cebo demonstrated that sertraline was as effective as
amitriptyline, and both were more effective than place-
bo. However, because the majority' of clinical studies to
date have been performed on mild to moderately de-
pressed outpatients, the efficacy of sertraline has not been
established for severe depression.2

In addition to established efficacy in the acute treat-
ment of mild to moderate depression, sertraline is also
useful in the prevention of future depressive episodes.38
This effectiveness has been established in continuation
therapy trials of sertraline vs placebo for up to 44 weeks’
duration, during which the relapse rate with sertraline
was considerably lower than with placebo. Sertraline also
is as effective as amitriptyline in the treatment of elderly
depressed patients where comparable efficacy was ob-
served between sertraline and amitriptyline in patients
with moderate or severe depression.76

ONSET OF ACTION

The onset of action is similar to that of tricyclic antide-
pressants: early improvement is seen in 3 weeks, and
maximum drug-placebo difference occurs in 6 weeks.

SIDE EFFECTS

Patients receiving therapeutic doses of sertraline are un-
likely to experience impairment of psychomotor perfor-
mance while engaged in daytime activities.77 Side effects
that occur in more than 5% of patients receiving sertra-
line include nausea, diarrhea or loose stools, dyspepsia,
tremor, dizziness, insomnia, somnolence, increased
sweating, dry mouth, and male sexual dysfunction (pri-
marily ejaculatory delay).5657 In most cases, side effects
are mild and well tolerated by the patient, but in some
cases, side effects are sufficient to justify discontinuation
of the medication. During the acute treatment phase of
one study, 4% of patients discontinued sertraline because
of side effects. During a 44-week continuation study, in
which the mean maintenance dose of sertraline was 70
mg per day, the incidence of side effects was similar to
that of placebo.38

Sertraline has few cardiovascular side effects in pa-
tients without heart disease,78 but there is limited expe-
rience with patients who have a recent history of myo-
cardial infarction or unstable heart disease. Little is
known about the dangers associated with overdose, but
no serious problems have been reported. In known cases
of overdose, recovery has occurred in 24 to 48 hours,
without seizures or significant cardiovascular dysfunc-
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tion. There have been no reports that sertraline increases
a patient’s risk for suicide or violence.ll

DOSAGE AND ADMINISTRATION

Sertraline is administered in a single daily dose of be-
tween 50 mg and 200 mg. The usual initial dose is 50 mg
per day,5 which is effective for most patients (60% to
70% of patients respond to 50 mg per day).57 Patients
not responsive to the 50-mg dose may benefit from
increases up to a maximum of 200 mg per day. Dosages
rarely should exceed 200 mg per day because of notably
increased side effects associated with greater dosages.

CONTRAINDICATIONS

As noted above, sertraline may interact with MAOIs.

Fluoxetine

PHARMACOLOGIC PROPERTIES

The clinical pharmacology of fluoxetine is well under-
stood. ™ Fluoxetine is a selective inhibitor of serotonin
reuptake. It has little effect on other neurotransmitters.
Fluoxetine is well absorbed after oral administration,
with peak levels occurring 6 to 8 hours after administra-
tion.5657 Fluoxetine itself has a half-life of 2 to 3 days,
whereas its active metabolite, norfluoxetine, has a half-
life of 7 to 9 days,57 which may protect against sporadic
noncompliance. The drug is 94% protein-bound. Fluox-
etine affects the cytochrome P450 system and may result
in alterations of the serum concentrations of other med-
ications, such as neuroleptic and tricyclic antidepres-
sants.808l Elevated levels of haloperidol,8& carbam-
azepine,8384 and valproate8 have occurred during
coadministration with fluoxetine.

EFFICACY

In nonpsychotic depressions, fluoxetine is as effective as
tricyclic medications878 and may be particularly effec-
tive in patients with chronic, treatment-refractory depres-
sion.86:87 Because of the few, mild side effects of fluox-
etine, it has a higher efficacy index (defined as
therapeutic-effect score/side-effect score) than traditional
tricyclic antidepressants when compared in clinical tri-
als.8 Fluoxetine also is effective in long-term prophylax-
i5,89 and its benign side-effect profile results in a low
dropout rate during maintenance treatment.89

ONSET OF ACTION

Like other antidepressants, fluoxetine requires 3 to 6
weeks for significant symptom resolution to occur.9091
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SIDE EFFECTS

Side effects associated with fluoxetine include nausea,
nervousness, anxiety, and insomnia. In approximately
15% of patients, side effects are severe enough to cause
discontinuation of medication.® For the majority, how-
ever, side effects are mild and often time-limited. Fluox-
etine may produce a subjective sense of inner restlessness
that resembles neuroleptic-induced akathisia, a possible
result of serotonin-induced nigrostriatal dopamine re-
duction.50n rare occasions, akathisia has been linked to
dysphoria in some patients that may have precipitated
suicide attempts, 98 but there are no data to confirm an
increased risk for suicide or violence in patients being
treated with fluoxetine.60

DOSAGE AND ADMINISTRATION

The initial and maintenance dosage of fluoxetine is 20
mg per day, which is adequate for most patients, but
dosages may range from 5 to 80 mg per day.565/9*
Dosages ranging from 60 to 80 mg per day are com
monly used to treat refractory patients.9495 Increases in
dosage beyond 20 mg per day usually are effected in
20 -mg increments over a 2-week or longer period. There
have been recent reports of patients treated with dosages
ranging from 100 mg to 320 mg of fluoxetine per day.%
Such high doses usually are reserved for patients resistant
to prior treatment manifested as partial to no response to
lower dosages. As dosage increases, fluoxetine’s usual :
side effects tend to become more pronounced,97 ad
additional side effects may appear: headache, insomnia,
gas, sore throat, transient hypomania or mania, grand
mal seizures, and mild laboratory abnormalities on liver-
function testing.

There is disagreement regarding the need for in-
creases in fluoxetine dosage for treatment-refractory pa-
tients. Some maintain that additional time, rather than!
further increases in dosage, is required for the 20-ng
dose to be effective.87 There also are case reports of
patients being treated successfully with 20 mg ewry
other day, but clinical indications for this treatment ac

not fully known.9 |

CONTRAINDICATIONS

Since fluoxetine is metabolized in the liver, it should ke
used cautiously in patients with impaired hepatic func-
tion.2L For these, a lower dose or less frequent dosing &
advisable because hepatic disease extends the elimination e
half-life from approximately 2 or 3 days to 7 days.21 No
absolute contraindications to the use of fluoxetine ac
known. As with other SSRIs, fluoxetine used with
MAOIs may result in serotonin syndrome, which sug
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gests that 5 weeks should elapse after the administration
of fluoxetine before starting an MAOI. Five weeks is
recommended because of the long half-life of the fluox-
etine’s active metabolite.

drug interactions

Because fluoxetine inhibits hepatic microsomal enzymes,
itmay impair the clearance and increase the plasma concen-
tration of coadministered medications, such as tricyclic
antidepressants, carbamazepine, valproic acid, diazepam,
alprazolam, and chloral hydrate.27'5099- 101 Norfluoxetine
may contribute to the effect of fluoxetine in inhibiting
metabolism, as the higher the levels of both compounds,
the greater the degree of inhibited metabolism.102

Conclusions

Optimal treatment of depression is predicated on several
factors, including adequate differential diagnosis and ap-
propriate treatment. Optimal prescribing practices may
be inhibited by myths about depression.108 For example,
although sadness is commonly associated with depres-
sion, it is not an essential component of the disease.
Current diagnostic criteria more accurately specify a dys-
phoric mood or loss of interest or pleasure.17 The deci-
sion to treat should be based on severity of symptoms,
not on whether the depressive state is justified. Antide-
pressants also may be appropriate for the chronically
depressed, those who have been continuously depressed
for more than 2 years.

Because depression is often chronic, maintenance
treatment is an essential consideration.104 Generally, cli-
nicians continue antidepressant medications for at least 6
months after the resolution of symptoms in an uncom-
plicated episode of depression. Maintenance treatment of
2years’ duration usually is initiated in patients who have
had more than one severe episode of depression or who
have had several episodes in the previous 5 years.10b

New antidepressants, consisting principally of the
serotonin reuptake blockers, represent an additional ther-
apeutic option for physicians. In general, these drugs are
well tolerated, have few of the side effects associated with
traditional antidepressant medications, and are as effec-
tive as traditional tricyclic antidepressants for nonpsy-
chotic depression. Unfortunately, many of these agents
are more expensive than their prececessors, which may be
asignificant disadvantage in some populations.
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