
Depression is a common presentation in general practice. 
According to the Bettering the Evaluation and Care of 
Health survey of treatment in general practice, 12% of all 
GP encounters in 2015–16 were mental health-related, 

with depression being the most frequent mental health- 
related encounter, accounting for about one-third of cases.1 

In Australia and globally, the most commonly used medica-
tions for depression are selective serotonin reuptake inhibitors 
(SSRIs) and serotonin-noradrenaline reuptake inhibitors (SNRIs). 
A major challenge for GPs treating patients with depression is 
that only one-third achieve remission with the first-line SSRI 
antidepressant and many experience significant adverse effects.2 
This leads to a frequent clinical dilemma for GPs: what should 
be done when patients with depression either fail to respond to, 
or do not tolerate, SSRIs and SNRIs? This article details general 
principles for GPs in how to manage this situation and focuses 
on one of the common strategies (i.e. switching to a different 
class of antidepressants). Antidepressant options discussed in 
this article include: 
•	 non-SSRI and non-SNRI PBS-listed antidepressants, such 

as mirtazapine or tricyclic antidepressants (TCAs)
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KEY POINTS
•	Depression is the most common mental health-related 

presentation in general practice, but only a third of patients 
achieve remission with first-line selective serotonin 
reuptake inhibitors (SSRIs), and many experience significant 
adverse effects.

•	When SSRIs and serotonin-noradrenaline reuptake 
inhibitors (SNRIs) fail or cause intolerable side effects, GPs 
can switch to other antidepressants within the same class 
or between different classes (e.g. mirtazapine, tricyclic 
antidepressants, monoamine oxidase inhibitors) or consider 
non-PBS-listed options (e.g. agomelatine, vortioxetine,  
off-label bupropion). GPs can also increase doses, combine 
medications or augment treatment with antipsychotics.

•	Although all antidepressants are more effective than 
placebo, their efficacy and tolerability differ, with a major 
meta-analysis finding that agomelatine, mirtazapine  
and vortioxetine are more effective, and fluoxetine, 
fluvoxamine and reboxetine are less efficacious with 
higher dropout rates.

•	Bupropion, although not marketed as an antidepressant  
in Australia, is approved for smoking cessation and has 
strong evidence supporting its antidepressant efficacy, 
offering a nonsedating alternative with a distinct side 
effect profile.

•	Consider referring patients for specialist review if treatment 
failure persists despite trialling other options.
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What to do when 
SSRI and SNRI 
antidepressants 
don’t work
A guide for GPs
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Failure to respond to selective serotonin reuptake inhibitor 
(SSRI) or serotonin-noradrenaline reuptake  
inhibitor (SNRI) antidepressants is not uncommon in 
the general practice setting. Several other treatment 
options may be considered by GPs for such patients.
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•	 antidepressants approved for 
marketing by the TGA, but not PBS 
listed, such as agomelatine and 
vortioxetine

•	 antidepressants used ‘off-label’, 
focusing on bupropion. 

Australian GP prescribing 
practice
Most antidepressant prescribing in Australia 
is initiated by GPs, with GP prescribing 
accounting for almost 75% of newly initiated 
antidepressants.3 A pertinent Australian 
study investigated the prevalence of SSRI 
and SNRI treatment failure in patients 
with depression in Australian clinical 
practice and the options used by GPs in 
particular.4 This retrospective cohort anal-
ysis was conducted using the Common-
wealth PBS 10% sample, which was a 
systematic random 10% sample of dis-
pensing of prescription medicines subsi-
dised by the Australian government, 
considered to be representative of pre-
scribing for the Australian population. 

Data were extracted for patients aged 
16 years or older who had a PBS-listed 
antidepressant dispensed between July 
2013 and June 2019, during which time 
almost 240,000 patients in the PBS 10% 
sample commenced treatment with an 
antidepressant. The researchers examined 
the first choice of antidepressants, fol-
lowed by the second and third choices 
after patients did not respond to, or were 
unable to tolerate, the first choices (these 
data were unable to help distinguish 
between these two common scenarios).

The breakdown of the first-, second- and 
third-line antidepressants prescribed by 
GPs is presented in the Table. The study 
revealed that first-line prescribing broadly 
follows clinical practice guidelines, 
although there may be variations depend-
ing on the need for tailored treatment in 
some individuals.4 It should be noted that 
TCAs are more commonly used in general 
practice for sleep, pain and anxiety rather 
than for depression. It should also be 
emphasised that agomelatine and vortiox-
etine are not PBS listed, so they are not 

included in these figures. Aside from these 
points, these findings suggest a number of 
treatment choices made by GPs when the 
first-line antidepressants are ineffective or 
not tolerated: 
•	 switching within antidepressant 

classes (particularly within SSRIs)
•	 transitioning from SSRIs to SNRIs
•	 increasing the use of noradrenergic 

and specific serotonergic 
antidepressants (NASSAs; with 
mirtazapine being the most 
prescribed NASSA)

•	 increasing the dose of antidepressants, 
with this being found to be used  
(by all medical practitioners) for 23% 
of patients4

•	 combining antidepressants, which 
was found to be used for 1% of 
patients and most commonly involved 
adding a NASSA to an SSRI or SNRI4

•	 augmenting an antidepressant with 
an antipsychotic, which was found to 
be used in 4% of patients.4

General management principles 
when antidepressants do not work
The general principles of managing 
depression in a patient who does not 
respond to SSRIs and SNRIs have been 
discussed in detail previously, in articles 
published in the November 2018 and 
December 2023 issues of Medicine Today.5 
These are outlined in the Box.5,6

The discussion in this article focuses on 
the strategy of switching the class of 

antidepressant. Although there is some 
evidence supporting the efficacy of switch-
ing from one SSRI to another, the usual 
recommended approach is to switch to a 
different class.2 Switching to a different 
class should be considered if the depression 
has not started to improve significantly 
after two to four weeks of an adequate dose. 
It should also be considered if the patient 
cannot tolerate the antidepressant.

Alternative choices of antidepressants 
that GPs can prescribe include:
•	 non-SSRI and non-SNRI PBS-listed 

antidepressants, such as mirtazapine, 
mianserin, reboxetine, TCAs and 
monoamine oxidase inhibitors 
(MAOIs)

•	 antidepressants approved for 
marketing by the TGA, but not PBS 
listed, such as agomelatine and 
vortioxetine

•	 antidepressants used ‘off-label’,  
i.e. agents not marketed as 
antidepressants in Australia but 
approved and marketed in other 
jurisdictions (e.g. bupropion). 
Before focusing on particular anti

depressant classes, it should be emphasised 
that a network meta-analysis has shown 
that all antidepressants marketed in Aus-
tralia are more effective than placebo in 
managing depression.7 Their relative effi-
cacies and tolerabilities were, however, 
found to differ. Agomelatine, amitripty-
line, escitalopram, mirtazapine, paroxe-
tine, venlafaxine and vortioxetine were 

TABLE. ANTIDEPRESSANTS PRESCRIBED BY GPs IN AUSTRALIA4

Antidepressant 
class

Proportion of first-line 
prescriptions

Proportion of second-line 
prescriptions

Proportion of third-line 
prescriptions

SSRIs 55% 39% 30%

TCAs 22% 16% 17%

SNRIs 13% 27% 28%

NASSAs 10% 18% 24%

Other 
antidepressants

0.1% 0.8% 1.5%

Abbreviations: NASSA = noradrenergic and specific serotonergic antidepressant; SNRI = serotonin-noradrenaline reuptake 
inhibitor; SSRI = selective serotonin reuptake inhibitor; TCA = tricyclic antidepressant.
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found to be more effective than other anti-
depressants, whereas fluoxetine, fluvoxam-
ine and reboxetine were found to be the 
least efficacious.7 Regarding tolerability, 
agomelatine, citalopram, escitalopram, 
fluoxetine, sertraline and vortioxetine were 
more tolerable than other antidepressants, 
whereas amitriptyline, clomipramine, 
duloxetine, fluvoxamine, reboxetine and 
venlafaxine were associated with the high-
est dropout rates.7

Non-SSRI and non-SNRI PBS-listed 
antidepressants
Mirtazapine
The most common PBS-listed non-SSRI 
and non-SNRI antidepressant used in 

general practice in Australia is the NASSA 
mirtazapine.3 Mirtazapine was approved 
for marketing in Australia in 1996. It is 
pharmacologically distinct from other 
antidepressants, acting on several 
noradrenergic and serotonergic receptors. 
Specifically, it is an antagonist of pre
synaptic alpha2 adrenergic auto- and 
heteroreceptors, and postsynaptic 5-HT2 
and 5-HT3 receptors, leading to increased 
release of noradrenaline and serotonin 
into the synapse. 

As mirtazapine has anxiolytic proper-
ties in addition to being an antidepressant, 
it is often used to manage depression in 
patients with comorbid anxiety. In terms 
of adverse effects, appetite stimulation and 
weight gain are often substantial, and it 
may affect sleep, more commonly causing 
somnolence, but sometimes insomnia. The 
drug may also cause constipation. Mirta
zapine has a similar efficacy to SSRIs, with 
no significant interactions, although its 
sedative effect may potentiate the effects 
of alcohol and benzodiazepines.

Mirtazapine has a bioavailability of 
50% and peak plasma concentrations are 
reached two hours after a dose. The drug 
is extensively metabolised and has an 
average half-life of 20 to 40 hours. It is 
suitable for once-daily dosing with a steady 
state being reached in three or four days. 
Clearance may be reduced by hepatic or 
renal impairment. Treatment begins with 
15 mg daily, and the drug is available 
in 15 mg, 30 mg and 45 mg doses. The dose 
generally needs to be increased to obtain 
an optimal clinical response, with an aver-
age optimal therapeutic dose of 30 mg.8

Less commonly used antidepressants
Mianserin, another NASSA (with a tetra-
cyclic molecular structure), is an older anti
depressant that was approved in 1978. As 
mianserin is not commonly used in either 
general practice or psychiatric settings, it 
will not be discussed further. The noradren-
aline reuptake inhibitor reboxetine will 
similarly not be considered further, as it is 
rarely used because of its poor tolerability 
and modest efficacy.

TCAs are less commonly used in general 
practice as antidepressants, mainly being 
used in small doses for anxiety, insomnia 
and pain. Their use as antidepressants is 
now mostly in specialist psychiatric practice. 
Similarly, the older (‘irreversible’) MAOIs 
are rarely initiated in general practice, 
largely because of the need for significant 
dietary restrictions (avoiding foods con-
taining tyramine) and risk of significant 
drug interactions (e.g. with pethidine). 
Nonetheless, specialists familiar with less 
treatment-responsive presentations of 
depression are aware that both TCAs and 
MAOIs are, in general, more effective than 
SSRIs and SNRIs. In current practice, TCAs 
and MAOIs are now regarded as best 
initiated by psychiatrists, although for 
GPs familiar with TCAs, they can be a use-
ful option in patients with a poor response 
to SSRIs and SNRIs.

Some practitioners may consider the 
use of these antidepressants as ‘dangerous 
and old fashioned’, which can lead to 
considerable patient distress if they are 
ceased by GPs without consultation with 
the psychiatrist.

Although the relatively newer (‘revers-
ible’) MAOI moclobemide was marketed 
with considerable optimism in the 1990s, 
it has been shown to be a weak antidepres-
sant and is now rarely used.

TGA-approved antidepressants that 
are not PBS listed
Agomelatine
Agomelatine was approved for marketing 
in Australia in 2010. It is indicated for both 
acute and preventive treatment of major 
depressive disorder and treatment of 
generalised anxiety disorder. Agomelatine 
is both an agonist of the melatonin receptor 
and a blocker of one of the serotonin recep-
tors (5-HT2C), although it is not clear which 
of these actions is predominantly respon-
sible for the antidepressant effect. 

Adverse events associated with agome-
latine are usually mild or moderate and 
occur in the first few weeks of treatment. 
The most common adverse events are head-
ache, nausea and dizziness. These adverse 

SSRI and SNRI
antidepressants continued 

GENERAL PRINCIPLES TO MANAGE 
DEPRESSION IN PATIENTS WHO DO 
NOT RESPOND TO SSRIs AND SNRIs5,6

•	 Ensure relevant psychological and 
social issues and lifestyle factors  
(e.g. alcohol or drug abuse) are 
adequately addressed

•	 Ensure compliance with the 
antidepressant (e.g. by addressing any 
side effects)

•	 Consider the possibility of other 
psychiatric causes for depression, such 
as a primary anxiety disorder, 
underlying severe personality disorder, 
bipolar disorder or schizophrenia

•	 Consider pharmacogenetic testing

•	 Consider medication adjustment 
options:

	– increase the antidepressant dose
	– switch to another antidepressant 
within the same class (e.g. from one 
SSRI to another)

	– switch to another antidepressant 
class

	– augment the antidepressant with an 
atypical antipsychotic (e.g. 
aripiprazole) or lithium

	– combine antidepressants (e.g. add 
mirtazapine or agomelatine)

•	 Consider referral to specialist 
psychiatric services for detailed review 
or for treatments such as transcranial 
magnetic stimulation, 
electroconvulsive therapy or ketamine

Abbreviations: SNRI = serotonin-noradrenaline reuptake 
inhibitor; SSRI = selective serotonin reuptake inhibitor.
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events are usually transient. In practice, 
side effects are minimal with this anti
depressant. It may be less likely to cause 
sexual side effects compared with SSRIs.

Routine monitoring of liver function is 
recommended both prior and subsequent 
to initiation of agomelatine in view of its 
relatively common elevation in liver 
enzyme levels (affecting 1 to 2% of pre-
scribed patients). During treatment, 
transaminase levels should be monitored 
periodically after about three, six, 12 and 
24 weeks, with this regimen to be repeated 
following a dose increase to 50 mg. Treat-
ment should be discontinued if serum 
transaminase levels are greater than three-
fold the upper limit of the normal range.

Agomelatine is mainly metabolised in 
the liver by cytochromes CYP1A2 (90%) 
and CYP2C9/19 (10%). It is therefore 
contraindicated in patients with impaired 
liver function or patients taking potential 
inhibitors of CYP450 and CYP1A2, such 
as fluvoxamine, efavirenz, ticlopidine and 
gemfibrozil. Similarly, inducers of these 
enzymes (e.g. rifampicin) may reduce the 
bioavailability and, therefore, the clinical 
efficacy of agomelatine. In terms of dosage, 
patients are started on 25 mg at night, with 
some needing a further dose increase to 
50 mg. It is usually prescribed as a night-
time dose because it is mildly sedative.

Vortioxetine
Vortioxetine was approved for marketing 
in Australia in 2014. It acts by inhibiting 
serotonin uptake, similar to the action of 
SSRIs, and also acts on several serotonin 
receptors, specifically blocking the seroto-
nin 3, 7 and 1D receptors and stimulating 
serotonin 1A and 1B receptors.

The most common side effects of vor-
tioxetine (occurring in at least 5% of 
patients) are nausea, headache, diarrhoea, 
dizziness, dry mouth, constipation and 
vomiting. Less common side effects 
include abdominal discomfort, fatigue, 
somnolence, weight increase, back pain, 
tremor and sedation. Sexual dysfunction 
occurs in 23 to 34% of females and 20 to 
29% of males.

There has been some interest in a possible 
cognition-enhancing action of vortioxetine. 
A study in rats found evidence of a pro-
cognitive effect that was not seen with 
escitalopram or duloxetine.9 A meta-analysis 
of antidepressant studies in patients with 
major depressive disorder found that vorti-
oxetine appeared to have the largest effect 
size on psychomotor speed, executive control 
and cognitive control, whereas duloxetine 
had the greatest effect on delayed recall.10 A 
further meta-analysis found that the anti-
depressant efficacy of vortioxetine was not 
moderated by baseline cognition.11 A recent 
review of the effects of antidepressants on 
cognition in older patients with depression 
found preliminary evidence that sertraline 
and vortioxetine had significant positive 
effects on processing speed and memory.12

The usual ongoing dose of vortioxetine 
ranges from 5 mg to a maximum dose of 
20 mg.

Antidepressants used ‘off-label’
Antidepressants used ‘off-label’ are not 
marketed as antidepressants in Australia 
but are approved and marketed in other 
jurisdictions. Bupropion was approved for 
marketing as an antidepressant in the USA 
in 1985. As it has been off-patent for many 
years, it has not been marketed as an anti-
depressant in Australia because of a lack 
of commercial incentive. It was, however, 
approved in Australia for the indication of 
managing smoking cessation in 2001, and 
is therefore available for ‘off-label’ (non-
subsidised) prescription, in view of the 
strong evidence from many US studies of 
its antidepressant efficacy.13 

Bupropion differs pharmacologically 
from other antidepressants available 
in  Australia because of its combined 
noradrenaline-dopamine uptake inhibition, 
resulting in increased neurotransmission 
of these neurotransmitters in the synaptic 
cleft. In 2022, the US Food and Drug 
Administration approved a combination 
of dextromethorphan and bupropion for 
the treatment of major depressive disor-
der, with dextromethorphan acting as 
an antagonist of N-methyl-D-aspartate 

receptors and an agonist at sigma-1 recep-
tors. This combination treatment is not yet 
available in Australia. Bupropion differs 
clinically from many other antidepressants 
in being an energising, rather than sedating, 
antidepressant. Adverse effects include 
anxiety, insomnia, agitation, headache and 
nausea. The antidepressant dose range is 
usually 150 mg once daily or 150 mg twice 
daily (morning and midday) with a maxi-
mum dose of 450 mg, as higher doses have 
been associated with an increased risk of 
seizures.14 

Conclusion
There is a wide range of effective treatment 
options for the GP to consider when patients 
with depression fail to respond to SSRI or 
SNRI antidepressants. Thirty percent of 
patients may achieve remission with a first-
line SSRI, but it is still worthwhile trialling 
some of the suggested treatment options, 
as it has been demonstrated that at least 
30% more will respond well to subsequent 
treatment options.2�   MT
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