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Abstract. – BACKGROUND: Major depres-
sive disorder (MDD) is a common disorder dur-
ing adolescence and it is associated with an in-
creased risk of suicide, poor school perfor-
mance, impaired social skills, social withdrawal
and substance abuse. Further, as many depres-
sive episode in adolescents do not reach the di-
agnostic threshold for MDD, the disorder re-
mains undetected.

AIM: This review aims to provide an update of
clinical features of adolescent MDD and to focus
on the most appropriate therapeutic strategies
to adopt in clinical practice.

MATERIALS AND METHODS: We reviewed
the international literature to identify studies fo-
cusing on clinical features and therapeutic op-
tions in adolescents affected by MDD. PubMed,
Medline and Cochrane Library databases were
searched for English language papers.

RESULTS: The clinical picture of depression is
variable with sex and age. Somatic complaints,
particularly headache and fatigue, are a common
presentation in adolescent MDD. Irritability is pre-
sent most frequently in female and it is related to
the severity of MDD. Adolescent MDD is also char-
acterized by a high rates of suicides. The thera-
peutic strategy in adolescent depression includes
psychotropic medications, psychotherapy or a
combination of both treatments, with selection of
the most appropriate strategy depending on
symptom severity. As first-line treatment the tradi-
tional cognitive behavioural therapy (CBT), as well
as the cognitive Post-Rationalist (PR) approach,
are so far considered the goal standard.

CONCLUSIONS: The therapeutic approach to
the adolescent affected by MMD should respect
the person in his/her psycho-physical entirety.
The intervention may help the subject in seeking
a more stable and adaptable identity. It is rele-
vant to have a good knowledge of the peculiar
clinical picture of adolescent MDD in order to
make an early identification of the disorder and
to define an appropriate personalized therapeu-
tic program.
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Introduction

Major depressive disorder (MDD) is a com-
plex disabling condition which affects all aspects
of life and impairs individual’s family and per-
sonal relationships, work adjustment and general
health. This disorder represents a major cause of
morbidity and disability worldwide and is cur-
rently considered the fourth-leading cause of dis-
ease burden1-3. MDD is common also during
childhood and adolescence and it is associated
with an increased risk of suicide, poor school
performance, impaired social skills, social with-
drawal, and substance abuse4. In particular, the
physiological, psychological and social changes
that characterize adolescence can increase the
risk for MDD and other related depressive disor-
ders5. The incidence of depression in preadoles-
cence is between 0.5% and 2.5% and from 2.5%
to 8% during adolescence, while the prevalence
is estimated to be between 4% to 8%6. Further, as
many depressed adolescents do not reach the di-
agnostic threshold for MDD, the disorder is often
not identified. Even though the depressive
episode may not meet the criteria for MDD, the
symptoms may still have long-term clinical and
social implications and can predispose to later
development of a full blown disorder7.
The clinical picture of MDD in adolescents is

quite different from the adult, in fact it is charac-
terized by heterogeneous and changing symp-
toms, sometime hidden from somatic complaints
and complicated by the high comorbidity rates
with anxiety disorders, substance abuse, disrup-
tive behavior disorders, personality disorders,
and medical illnesses8-11. In detail, in adolescents
as well as in adults, although suicide has many
causes, 85% to 95% of those dying by suicide
have psychiatric illness (especially MDD)12. Fur-
ther, there are significant psychosocial and edu-
cational consequences if such an episode remains
undetected13. It should be noted that parents can
both minimize or overestimate symptoms, espe-
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cially if they are emotionally distressed as often
it happens when an adolescent requires psychi-
atric interventions. Therefore, in these subjects it
is difficult to recognize depressive symptoms and
make a correct diagnosis, as well as to establish
an adequate therapeutic strategy. The aims of this
review are a) to provide a comprehensive update
of the clinical features of MDD in adolescents,
and b) to indicate, on the basis of evidences so
far available, the most appropriate therapeutic in-
terventions to adopt in adolescent MMD.

Materials and Methods

We reviewed the international literature to identi-
fy studies focusing on adolescent MDD. PubMed,
Medline and Cochrane Library databases were
searched for English language papers by using the
following key words: adolescent, major depressive
disorder (MDD), clinical manifestations, psy-
chopharmacology, antidepressants, psychotherapy.

Results and Discussion

Clinical Features
During adolescence, medically unexplained

symptoms, such as headache and abdominal
pain, fatigue or loss of energy, and irritability are
particularly common in subjects with MDD14,15.
In fact, a common early presentation of depres-
sion in primary care is characterized by somatic
complaints in the absence of an organic disease6.
Somatic complaints are the most frequent symp-
toms in both gender and are strictly related to the
presence of depressive symptoms.4 In a popula-
tion-based study, it was demonstrated that dura-
tion and severity of depression were related to
the number of somatic symptoms16. Further, a
strong correlation between the presence of so-
matic symptoms and suicidal ideation, suicidal
attempts, disruptive behavior and stressful rela-
tionships has been reported17,18.
Irritability is another common symptom of

adolescent MDD. In fact, the Diagnostic and Sta-
tistical Manual for Mental Disorders IV-Text Re-
vised19s pecifies that depression in children and
adolescents may be characterized as an irritable
mood. Irritability is more common in female and
it appears to be age related, becoming more fre-
quent during mid-adolescence (13-15 years) with

a rate of 75.5% while decrease in adulthood (19-
21 years) till to 51.5%20. The presence of irri-
tability is also strongly related to severity of
MDD21.
Concerning gender differences, it has been re-

ported that in female feelings of sadness, lonely,
irritability, pessimism, hating themselves, crying,
and eating disorders are more frequent; in male
are more present somatic complaints, reduced
ability to think or concentrate, decision making,
feelings restless and anhedonia. In addition, irri-
tability in males is very often associated to the
presence of conduct disorders and substance
use15,20-22. Furthermore, in female, negative body
image is frequently present. In fact, because ap-
pearance is a relevant concern for girls in western
culture, feelings of displeasure with their body
may have a consequent impact on their mood23.
Negative body image becomes less likely as
symptom of depression as subjects were reaching
young adulthood with a rate of 23.5% versus
45.4% in mid-adolescence20.
In particular, 20%-24% of MDD adolescents

attempt suicide, while 25%-66% show suicidal
ideation, especially from 16 to 19 years and in
presence of irritability20,24-28.
The clinical picture of depression is extremely

variable with age. Overall, while children and
younger adolescents have more symptoms of so-
matic complaints, anxiety and irritability, older
adolescents and youth adults have more affective
and cognitive symptoms, closely resembling
those of adults20.

Treatment Options
The treatment strategy for adolescent MDD in-

cludes psychotropic medications, psychotherapy
or a combination of both treatments, with selec-
tion of the most appropriate strategy depending
on symptom severity29,30. The guidelines of the
National Institute for Health and Clinical Excel-
lence (NICE)31 recommend that ”...when assess-
ing a young person with MDD, healthcare pro-
fessionals should routinely consider, and record
in the patient’s notes, potential comorbidities,
and the social, educational and family context for
the patient and family members, including the
quality of interpersonal relationships...”. As first-
line treatment, the NICE guidelines suggest a
specific psychological therapy cognitive be-
havoiural therapy: CBT, interpersonal psy-
chotherapy (IPT) or shorter-term family therapy
for at least 3 months. If there is no response to a
specific psychotherapy within four to six ses-
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sions, it is suggested to review and consider alter-
native or additional psychological therapies. Ac-
cording to the NICE guidelines, antidepressants
should not be used except that in combination
with a concurrent psychological therapy. In fact,
in adolescents all antidepressants were found to
significantly increase the risk of suicide32-34. Flu-
oxetine (FLX) is the most studied Selective Sero-
tonin Reuptake Inhibitor (SSRI) and recent re-
views indicated that FLX should be considered
the first-line drug treatment of adolescent
MDD35-37. If treatment with FLX is unsuccessful
or is not tolerated because of side effects, consid-
eration should be given to the use of another anti-
depressant31. In this case sertraline or citalopram
are the recommended second-line treatments.
The Serotonin Norepinephrine Reuptake In-
hibitors (SNRIs) as well as old generation antide-
pressants should not be used for the treatment of
young people with MDD31,38,39. In fact, the evi-
dence that antidepressants may induce a worsen-
ing of depressive symptoms and increase the risk
of suicide led the Food and Drug Administration
(FDA) to publish a warning regarding such a risk
in patients up to age 2440,41. In the recent years,
the use of antidepressants in adolescence has de-
creased as a result of the above-mentioned con-
cerns regarding the suicide during antidepressant
treatment. On the contrary, according to other
Authors, the use of SSRIs in adolescent MDD is
not related to any increase of the risk of sui-
cide36,42,43. In any case, a close drug monitoring
of antidepressant drugs should be considered if
such drugs must be utilized in the treatment of
adolescents with moderate to severe MDD.
According to the Treatment for Adolescents

with Depression Study (TADS)44,45 an appropriate
treatment for moderately to severely depressed
adolescents has been established. The combination
of FLX and CBT was significantly superior to
CBT or FLX alone as allowed to minimize the
risk of suicidality that could be related to the use
of FLX alone46. A recent meta-analysis on com-
bined treatment with newer-generation antidepres-
sants and CBT confirmed an advantage (even if
limited) for the treatment of an episode of depres-
sion in adolescents47. However, patients and
providers may wish to begin treatment with CBT
alone in order to avoid the risk of antidepressant-
induced suicidality. Moreover, as recently demon-
strated in the naturalistic 1-year follow-up phase
of the TADS, patients treated with the combina-
tion of FLX and CBT maintain the improvement
in both depressive and suicidality scores.

The CBT is the most effective psychothera-
peutic intervention, besides to the interpersonal
psychotherapy for depressed adolescents (IPT-
A)28,48,49. In particular, although CBT has been
mainly studied in adults, there is a growing evi-
dence that it can be useful both in children and
adolescents50-52. Further, adding continuation
CBT sessions after acute improvement may de-
crease the risk of relapse53-56.
Among cognitive psychotherapies, the Post-Ra-

tionalist (PR) approach constitutes one of the most
innovative strategy, proposing a useful epistemo-
logical theory of mental functioning with success-
ful application in clinical practice57-60.
According to the PR theory, different signifi-

cant factors are involved in the development of a
Personal Meaning Organization (PMO), such as
constitutional factors, attachment relationships,
and a subjective manner of managing life experi-
ences. Knowledge of the “self system” is central,
as it deeply influences the attitude of the thera-
pist, the assessment procedures and the dynamics
of the therapeutic change. Furthermore, the PR
approach allows a subject-centred reconstruction
of immediate experiencing, thus modifying dys-
functional patterns of self-perception and achiev-
ing more adaptive and lasting changes61. Using
this approach, feelings of self-negativity, per-
ceived as objective and unchanging aspects of the
self, are focused as subjective patterns in orga-
nizing experience, giving them a new significant.
A specific early intervention on adolescent tur-
moil, which causes a negative view of the self
and the world, can be useful to cope such prob-
lems and to prevent chronicity62.

Conclusions

MDD is common during childhood and ado-
lescence and it is characterized by a high inci-
dence of somatic complaints, loss of energy, ir-
ritability, and by disruptive consequences, in-
cluding increased risk of suicide and behavior
disorders, poor school performance, impaired
social skills, and substance abuse. The lack of
recognition and appropriate treatment of depres-
sive symptoms can be consequently at risk of
serious long-term psychological and educational
consequences.
The treatment options of MDD during adoles-

cence, however, is still controversial. A warning
on the possible negative consequences of the use
of antidepressants, in particular the increased risk
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of suicide, has been indicated by the FDA, while
a CBT approach is considered the first line treat-
ment. On the contrary, there is a numbers of clin-
ical evidences suggesting the efficacy of CBT in
combination with antidepressants. In any case, it
is clear that the best therapeutic intervention in
the adolescent with MDD should be always per-
sonalized. The intervention may help the subject
in seeking a more stable and adaptable identity.
Helping the adolescent to cope the turmoil relat-
ed to growth can give to the subject adequate
tools to become a well-balanced adult.

Conclusions

It is relevant to have a good knowledge of the
clinical features of adolescent MDD in order to
make an early diagnosis and to define an appro-
priate personalized therapeutic program.
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