The role of medicines for the
treatment of depression and anxiety
in patients aged under 18 years

Psychological and behavioural approaches are the cornerstone of treatment for young people with depression
or anxiety. When pharmacological treatment for a patient aged under 18 years is required due to severe or
ongoing symptoms it is almost always “off-label” Medicines may be initiated in secondary care, with monitoring
and follow up in primary care, or they may be initiated by a general practitioner. In this final article of a three-
part series focusing on mental health issues for young people, the recommendations and evidence for the use of
medicines in people aged under 18 years with depression and anxiety are discussed.

KEY PRACTICE POINTS:

Non-pharmacological approaches are preferred for patients
aged under 18 years with anxiety disorders or depression;
treatment should acknowledge the ongoing importance of
family support, sleep, good nutrition and exercise

Clinicians in primary care should consider consulting
with a child and adolescent psychiatrist or paediatrician
before prescribing a psychoactive medicine to a patient
aged under 18 years; these should only be prescribed if
symptoms are severe and/or other treatments have been
ineffective and they are used alongside psychological
therapy

There is evidence that selective serotonin reuptake
inhibitors (SSRIs) may be effective for some young people
with severe or persistent anxiety or depression. These

medicines are only approved for use in patients aged over
18 years and their use in children and adolescents with
depression or anxiety is almost always “off-label”.

Fluoxetine offers the greatest benefit for young people
with depression and is the only SSRI that should be
initiated in primary care without consulting with a child
and adolescent psychiatrist. General practitioners may be
involved in continuing treatment with other SSRIs initiated
in secondary care.

The pharmacological treatment of mental health conditions
in young people should be accompanied by increasing,
rather than decreasing, clinical contact. Frequent follow-
up, e.g. weekly face-to-face or telephone contact, is
recommended for the first month of use.
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6‘ For previous articles in this series, see:“Addressing mental
health and wellbeing in young people’, BPJ 71 (Oct, 2015) and
“Managing frequently encountered mental health problems in
young people: non-pharmacological strategies”, BPJ 72 (Dec,
2015)

The use of psychoactive medicines in young
people is increasing

The use of psychoactive medicines in people aged under 18
years has increased in New Zealand over the last five years
(Figure 1)1
= Dispensings of antidepressants to patients aged 10-17
years were 44% higher in 2014 than 2010. Fluoxetine
accounted for 56% of SSRI dispensings in this age group
in 2014.
= Antipsychotic dispensing to people aged 10-17
years increased by 48% in 2014 compared with 2010.
Quetiapine and risperidone are the most frequently
dispensed antipsychotic medicines in this age group.

@ The individual medicines included in each group in Figure
1 are available from: www.pharmac.govt.nz/healthpros/
PharmaceuticalSchedule/Schedule?code=A22

Why is dispensing of psychoactive medicines to young
people increasing?

The most likely reason for the increase in dispensing of SSRIs to
young people is a greater awareness of depression. Clinicians
may also be adopting a lower threshold for prescribing, as only
small changes in the prevalence of mental health conditions
among young people have occurred.>3

Guidance regarding the pharmacological treatment of
mental health conditions in young people has not changed
substantially in the past five years. Furthermore, the number
of people aged 10-17 years in New Zealand has decreased
slightly from 2010 to 2014; therefore population change cannot
account for the increase.*

Medicines for mental health are often initiated in
secondary care

Some classes of medicines used for the treatment of mental
health conditions in young people are almost exclusively
initiated in secondary care. For example, antipsychotic
medicines may be prescribed by child and adolescent
psychiatrists for the treatment of psychosis, bipolar disorder,
anxiety and disruptive behaviours associated with autism,
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Figure 1: New Zealand community dispensing for medicines used in the treatment of mental health conditions to people aged

10-17 years, from 2010 to 2014.
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neurodevelopmental disorders and conduct disorder in
patients aged under 18 years. The majority of these medicines
are not initiated in primary care, but general practitioners may
be required to continue treatment in consultation with the
clinician who initiated treatment (see: “Caring for patients aged
under 18 years taking antipsychotic medicines’, Page 24).

Most patients taking antidepressants will experience
adverse effects

Most patients of any age who take an antidepressant experience
at least one adverse effect. In short-term clinical trials nausea
is the most common adverse effect reported, occurring in
approximately one in five patients, usually in the first weeks of
treatment and often resolving shortly after.>¢ Other adverse
effects frequently reported include?’

= Agitation

= Changes in sexual function, such as erectile dysfunction
and failure to orgasm

= Dizziness

= Drowsiness
= Dry mouth
= Headaches

= Psychological and emotional changes, such as blunted
emotions or aggression

= Weight gain

Adverse events in young patients are more common and
more severe

Younger patients are more likely to experience adverse effects
while taking antidepressants than adults and these adverse
effects may be more severe.” ® The evidence supporting SSRI
use in young people has been questioned following recent
re-analyses of clinical trials which concluded that the harms of
treatment appear to have been underestimated.®?®

Antidepressant treatment approximately doubles the rate
of suicidal ideation and attempted suicide in children and
young people. However, the rates recorded in clinical trials are
relatively low, e.g. 11 incidents per 1000 patients taking placebo
and 30 incidents per 1000 patients taking antidepressant
medicines.® ° This increase is larger than that seen in adults
taking antidepressants and involves suicidal thinking or suicide
attempts: no studies have reported an increase in the number
of completed suicides for patients aged under 18 years using
antidepressants.®'°
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Antidepressants are not the first-line
treatment for most young patients with
depression or anxiety

For young people with depression or anxiety disorders,
the use of counselling, psychological treatment, self-help
and online resources are the preferred first-line treatment
options. 2 Five or six out of every ten young people with
moderate to severe depression achieve remission with
psychological treatment.”® In situations where treatment with
non-pharmacological approaches is unsuccessful, or difficult
to access, other approaches may be necessary. Second-line
treatments can involve medicines or, where available, other
non-pharmacological approaches, e.g. an escalation from
self-help to face-to-face counselling, or from counselling with
a general practitioner to cognitive behavioural therapy with a
psychologist.

The evidence supporting antidepressant treatment in
young people is limited

There are no medicines currently approved for the
treatment of depression, generalised anxiety, social anxiety
or panic disorders in patients aged under 18 years in New
Zealand.™ Although results from some clinical trials suggest
antidepressants are effective in patients aged under 18 years,
worldwide few manufacturers have sought approval for their
use in young people.

For the treatment of depression fluoxetine is preferred in
patients aged under 18 years due to its superior risk-benefit
profile. In patients aged under 18 years with depression the
placebo effect, or natural rate of remission, is larger than the
effect produced by fluoxetine: two out of ten young people
taking fluoxetine for depression will experience natural
remission or placebo effect, one will experience remission due
to fluoxetine treatment and seven will not experience a clinically
significant improvement in symptoms.’”® Antidepressant
treatment is, however, more likely to be effective for young
patients with severe depression than those with mild to
moderate depression.’”

Fluoxetine has marketing authorisation in the United
Kingdom for use in patients aged eight to 18 years, and is
the only antidepressant recommended for use in patients
in this age group with severe or ongoing depression by the
National Institute for Health and Care Excellence (NICE).”> The
Royal Australian and New Zealand College of Psychiatrists also
recommends that fluoxetine be considered, in addition to
psychological treatment, in young people when depression
is moderate to severe or when psychotherapy has been
ineffective.'

Paroxetine and venlafaxine should not be used in patients
aged under 18 years; three placebo-controlled studies have
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Case study: Lachie

Lachie, aged 16 years, presents with his mother. He reports
low mood, insomnia, and lethargy worsening over the
preceding two months. His mother is concerned: Lachie
has missed school most days in the past fortnight. He
was working through the online SPARX (Smart, Positive,
Active, Realistic, X-factor thoughts) programme with some
benefit, but recently has felt too low to continue.

Lachie has a strong family history of depression, with
his older brother committing suicide at age 19 years.
Lachie denies any thoughts or plans of suicide or self harm
at this time, but his mother is anxious.

Lachie is moderately depressed and risk factors
include having a family member who committed suicide.™
On balance it is reasonable to trial fluoxetine and the
local adolescent psychiatrist agrees with this assessment
and treatment plan. Lachie is encouraged to continue
with the SPARX programme and to make use of online
or telephone support. He is also referred to a child and
adolescent psychologist to ensure that psychological
therapy is continued.

The risks and benefits of fluoxetine are discussed with
Lachie and his mother and its off-label use explained.
Lachie and his mother are warned about the potential
for increased suicidality. Arrangements are made to see
Lachie in one week or sooner if required, and both Lachie
and his mother are given the local psychiatric emergency
phone number to call if there is a sudden change in his
condition.

@ Adirectory of local mental health and support services
is available from: www.werrycentre.org.nz/service/
locations?tid=168

Parents, family members and friends of young people
with mental health issues are likely to be affected by their
change in mood and behaviour. Given the family history
of suicide in this case, Lachie’s family members are likely to
benefit from additional support. Lachie’s mother is given
the details of a local support service and encouraged to
use online resources such as Common Ground, available
from: www.commonground.org.nz
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been conducted for each of these medicines which suggest
they have limited efficacy.” Tricyclic antidepressants should
not be used in patients aged under 18 years; it is unlikely they
produce clinically significant benefits and they are potentially
toxic in overdose.™

For the treatment of anxiety disorders, e.g. panic disorder,
social phobia or generalised anxiety disorder, there is a wider
range of antidepressants that may be appropriate in patients
aged under 18 years, e.g. fluoxetine, sertraline, venlafaxine.’s"”
Generally, the use of these medicines is reserved for patients
with severe or ongoing symptoms who are likely to be referred
to secondary care.

There is a strong placebo effect or natural rate of remission
in young people with anxiety; response rates in placebo groups
in clinical trials range from 31-39%.' "7 In young patients
with anxiety disorders SSRIs are almost twice as effective as
placebo.'®"

Balancing the risks and benefits of antidepressant
treatment
It is unknown which patients with depressive symptoms will
benefit prior to starting pharmacological treatment. This makes
it difficult to balance the risk versus the benefits of treatment,
especially in young patients where the potential harms may
be greater. On one hand, the greatest risk associated with
depression is suicide. On the other, antidepressants increase
the risk of suicidal ideation. Furthermore, suicide risk can be
difficult to judge, is often highly variable and can change
rapidly in a young person.'®

Similarly, the use of antidepressants may increase anxiety
and agitation and patients with anxiety may experience a
worsening of symptoms.™

Consider how the patient’s condition affects their quality-
of-life

For some young patients with mental health issues the concern

may not be suicide risk but rather their long-term development.
In young people with persistent anxiety the principal concern

could be the effect on their education and relationships. Itis also

important to consider symptoms which are ongoing despite

treatment, the concern of family members, relationships or
work commitments (see: “Case study: Lachie”).

Involve the patient’s family where appropriate

Involve the family or carers of young people, wherever possible,
in treatment discussions for mental health conditions if the
patient consents; the observations of those closest to them
are likely to be helpful, especially if a trial of pharmacological
treatment is initiated.
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Situations where added caution is advised before initiating
treatment

Situations where extra caution is advised before initiating
antidepressant treatment for a young person in primary care
are shown in Table 1.

Situations where it may be appropriate to initiate
pharmacological treatment in primary care

While patients with mild to moderate depression or anxiety
should be treated with non-pharmacological approaches
before medicines are trialled (see below), there may be
situations where clinicians in primary care feel that more needs
to be done to help a young person.

The initiation of antidepressant treatment in primary care
will often involve the input of a child and adolescent psychiatrist.
However, if the availability of psychological treatment is limited
or if it is difficult for young people to attend therapy sessions
and online resources are insufficient, general practitioners may
need to consider initiating a trial of pharmacological treatment.
In each case, clinicians will need to take an individualised
approach taking into account the patient’s age, history
and circumstances, severity of symptoms, access to other
treatments, wider family/whanau support and how they have
responded to non-pharmacological treatments.

Table 1: Situations and reasons why trialling an antidepressant in primary care may not be appropriate.

Scenario

Factors for consideration

Patient is a younger adolescent

The evidence for treatment benefit is less certain in younger

patients; the mean age of participants in clinical trials for the

treatment of depression in young patients with antidepressants

ranges from 12 to 16 years'

Patient has a crisis which triggers an abrupt
onset of depression, e.g. relationship ending

It is important to differentiate between low mood arising from
an event, e.g.grief or acute trauma, and long-term changes in

mood. The onset of action of fluoxetine is gradual; several weeks

of treatment is required before a clinical effect is experienced.

Short-term pharmacological treatment is unlikely to be helpful

for patients with an acute change in mood caused by factors

out of their control; counselling services and strong support is

preferred in these situations.

Patient is using alcohol or substances

Alcohol and substance use are risk factors for suicide.”®* The

combination of antidepressant treatment and alcohol or

substance use may result in additional harm; young people

with substance or alcohol use problems should be referred to

secondary care.

Follow-up and monitoring is likely to be difficult

The development of adverse effects may be difficult to detect

in these situations, particularly if the patient has limited family

involvement, a history of non-attendance or is difficult to

contact

Patient has a pre-existing condition that
increases the risk of adverse effects

= Epilepsy; SSRIs antagonise the effect of antiepileptic
medicines

= A history of mania

= Bleeding disorders or taking medicines which increase the

risk of bleeding

= A high risk of QT prolongation®

* For information on the risk of QT prolongation with antipsychotic or antidepressant medicines, see: www.medsafe.govt.nz/profs/PUArticles/

DruglnducedQTProlongation.htm
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Caring for patients aged under 18 years
taking antipsychotic medicines

Young people treated with antipsychotics are at an
increased risk of metabolic adverse effects, in particular
rapid weight gain, compared with adults using the
same medicines.”® Weight gain in young people with
mental health conditions may have a negative effect on
interactions with peers and their quality of life. Young
people taking antipsychotics are also two to three times
more likely to develop type 2 diabetes than their peers.*

Before initiating antipsychotic medicines in young people,
the following examinations are recommended:*
= Lipid levels: triglycerides, total cholesterol and
total:HDL cholesterol ratio
= Fasting glucose
= Blood pressure
= BMI and waist circumference
= Baseline ECG for patients with risk factors for QT
prolongation*

Where appropriate, repeat these measurements at
suggested intervals of:?
= Six weeks after starting antipsychotic medicines: BMI
and waist circumference
= Then 12 weeks after initiation: all measures
= Then annually thereafter: all measures

Additional tests may be needed depending on the
patient’s symptoms and signs, e.g. prolactin levels may
be assessed in young people with symptoms suggestive
of hyperprolactinaemia: e.g. changes in sexual function in
teenagers who are sexually active, menstruation changes
or the production of breast milk.?®

Ask about or examine the patient for the development
0f:26'27

= Extrapyramidal effects, e.g. tardive dyskinesia

= Drowsiness

= Nocturnal enuresis (bed wetting)

Treatment should be discontinued if tardive dyskinesia
develops. For the management of other extrapyramidal
adverse effects, options include dose reduction,
discontinuing medicines, or the use of anticholinergic
medicines to reduce extrapyramidal symptoms. If a
patient develops any of these symptoms consultation
with the psychiatrist who is managing their care is
recommended.?®

* See:www.medsafe.govt.nz/profs/PUArticles/
DruglnducedQTProlongation.htm

24 Best Practice Journal - Issue 74

Trialling pharmacological treatmentin a
young patient

Before initiating pharmacological treatment for depression or
anxiety in a young person ensure that:
1. Alternative treatment options, including available
psychological therapies, and lifestyle advice regarding
sleep, nutrition and exercise have been discussed

2. Consider whether a child and adolescent psychiatrist
should be consulted, or an experienced colleague in
primary care if this is not possible

3. The patient is not already taking an antidepressant
prescribed by another clinician

4. A planis established for follow-up and monitoring in
order to maintain contact with the patient

¢ For further information about healthy lifestyle advice
which may improve a young person’s mood, see: “Managing
frequently encountered mental health problems in young
people BPJ 72 (Dec, 2015)

Antidepressants are initiated as a trial

Whenever antidepressant medicines are initiated in patients
aged under 18 years their use should be regarded as a trial.
Close contact and frequent follow-up are important in the
weeks following initiation.

Advice for young people and their parents or carers should
cover:'21?
= That the use of the medicine is “off-label” and what this
means
= The need for psychological therapy to continue
alongside pharmacological treatment
= The risks and benefits of treatment, particularly the
increased risk of suicidal ideation or self-harm behaviours
= The contact details of a local emergency psychiatric
service should the patient’s condition deteriorate or they
develop suicidal ideation or aggression
= That any benefits may take three to four weeks to occur;
emphasise the importance of adherence to treatment
= That withdrawal symptoms may occur if a dose is missed
or treatment is stopped suddenly

Remind patients to avoid using alcohol or illicit drugs as they
may increase the risk of suicide due to their disinhibiting
effects.’ St. John's wort or supplements containing tryptophan
should also be avoided as they may increase the risk of
serotonin syndrome.?

@& For further information on the use of medicines for
unapproved indications, see: “Unapproved medicines and
unapproved uses of medicines’, BPJ 51 (Mar, 2013)
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Dosing starts low with regular follow-up

Fluoxetine, initially 10 mg, daily, is suggested for the
treatment of severe or ongoing depression in patients aged
under 18 years in primary care; this can be increased to 20 mg,
daily, after one week if necessary; evidence is limited regarding
the efficacy of doses above 20 mg." Follow up should be
weekly for the first month, then monthly."?

There is a wider range of antidepressants that may be
effective for the treatment of anxiety disorders in young
patients. 2! Clinicians in primary care should consult with
a child and adolescent psychiatrist to determine whether
initiating one of these medicines is likely to be beneficial in a
patient aged under 18 years with severe or ongoing anxiety.

Clinicians should review patients within one week of
initiating antidepressants, and be alert for the development
of suicidal thinking or self-harm, particularly during the first
month of use.'? Include the patient’s parents/carers in the
treatment plan, with the patient’s consent, as they may be well
placed to judge treatment response and to monitor the young
person for adverse effects; consent from the patient may not
be necessary if they are at risk of harming themselves.

If the patient shows an improvement with antidepressant
treatment it may be continued with follow-up consultations
every one to two months.?> Treatment duration is typically at
least six months.” The decision to continue treatment after a
trial will depend on shared decision making with patients and
parents/carers.

If patients develop adverse effects management strategies
include:"
= Monitoring of symptoms, if they are mild and tolerable

= Discontinuing the medicine and increasing the use of
psychological treatment

= Reducing the dose of the medicine for a period then
increasing it if tolerated

= Switching to another medicine: if patients wish to trial
another antidepressant referral to a child and adolescent
psychiatrist is recommended

If the patient develops an increase in suicidal ideation or
self-harm, antidepressant medicines should be discontinued.
The patient should be urgently referred to child and adolescent
mental health services;'> 22 consultation with a child and
adolescent psychiatrist is also helpful to determine whether
dose tapering is required to minimise any adverse effects of
withdrawal (see below). If a young patient develops an increase
in suicidal ideation or self-harm while using antidepressants
more intensive psychological treatment or an alternative
pharmacological approach may be necessary.
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If there is no improvement with antidepressant treatment,
or worsening of symptoms consultation with a child and
adolescent psychiatrist is recommended; dose adjustment,
intensification of psychological approaches or a trial of another
antidepressant medicine may be necessary.

Fluoxetine withdrawal does not usually require dose
tapering

In general, antidepressant medicines should be discontinued
over the course of at least four weeks.® However, fluoxetine
may be stopped in some patients without the need for dose
tapering due to its long half-life and lower risk of withdrawal
symptoms.® For young patients who have been taking a high
dose of fluoxetine, i.e. 40 mg daily, or a long course, e.g. months,
dose tapering may be necessary.

The most common withdrawal symptoms for SSRIs include:™
= Gastro-intestinal disturbances

# Headache
®» Dizziness
= Anxiety

= Paraesthesias, such as a sensation of an electric shock in
neck, head or spine

® Tinnitus
= Fatigue
= Influenza-like symptoms

= Sweating

Clinicians should provide patients and family members or
carers with a written action plan of who to contact if negative
changes in the young person’s behaviour, agitation or irritability
occur during antidepressant withdrawal.??
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