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ANTIDEPRESSANT
BRAND

NAME
MARKETED

Fluoxetine PROZAC 1989

Sertraline ZOLOFT 1992

Paroxetine PAXIL 1993

Citalopram CELEXA 1999

Escitalopram CIPRALEX 2005

SSRIs (serotonin reuptake inhibitors )



ANTIDEPRESSANT
BRAND

NAME
MARKETED

Venlafaxine EFFEXOR 1994

Duloxetine CYMBALTA 2008

Desvenlafaxine PRISTIQ 2009

Levomilnacipran FETZIMA 2015

SNRIs (serotonin norepinephrine reuptake inhibitors)



ANTIDEPRESSANT BRAND NAME MARKETED

Bupropion WELLBUTRIN 1998

ANTIDEPRESSANT BRAND NAME MARKETED

Mirtazapine REMERON 2001

ANTIDEPRESSANT BRAND NAME MARKETED

Vortioxetine TRINTELLIX 2014

ANTIDEPRESSANT BRAND NAME MARKETED

Vilazodone VIIBRYD 2018

alpha 2 antagonist, 

noradrenergic, 

serotonergic, antihistaminic, 

antimuscuranic, alpha 1 

antagonist 

serotonin reuptake inhibitor, 

serotonin partial agonist, 

serotonin antagonist 

serotonin reuptake 

inhibitor, 

serotonin partial agonist 

dopamine norepinephrine

reuptake inhibitor



After achieving remission of an initial depressive episode, clinical practice guidelines recommend several months 
of continued antidepressant therapy (recommendations vary from 4 to 12 months) and longer if someone is at 
risk of relapse or has experienced recurrent episodes. 1-6

4-12 
months
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70

34 (49%) 36 (51%)
DID NOT WANT TO DISCONTINUE AGREED TO DISCONTINUE

INTERVENTION GROUP: 
“consider discontinuing antidepressant” 

Eveleigh R et al. BJGP Open ; DOI: 10.3399/bjgpopen17X101265

n=146
45 family practices

4 (6%)

SUCCESSFUL AT DISCONTINUING

CONTROL GROUP: 

n=76
6 (8%) 

SUCCESSFUL AT DISCONTINUING



Eveleigh R et al. BJGP Open ; DOI: 10.3399/bjgpopen17X101265



— quotes from participants who did not agree to discontinue 
long-term antidepressant use

“For me this isn’t a psychoglogical illness, it’s 
physical. And my body is not able to make 

enough serotonin…” 

“…She (my wife) said please take the pills, 
because you’re must easier to handle… ha 

ha “  

“I have found a balance, emotionally that 
is…I don’t want to disturb this balance”.

Ther Adv Psychopharmacol
2019, Vol. 9: 1–9    DOI: 10.1177/2045125319872344



“My GP made it very clear, it (the 
antidepressant) is only a temporary solution, 
it will help but the problem lies elsewhere”.

“…And that my GP is willing to say no we 
won’t wait and see, but will take my 

symptoms seriously. Then I thought, now I 
can try (to taper), if I have a kind of safety 
net. I had more confidence in myself, so I 

gave it a go. It was scary”.

— quotes from participants who did  agree to discontinue 
long-term antidepressant use

Ther Adv Psychopharmacol
2019, Vol. 9: 1–9    DOI: 10.1177/2045125319872344



The most appropriate duration of antidepressant therapy is
not known 8



COST & COVERAGE

02



C
O

N
C

LU
SI

O
N

S

Venlafaxine is a 
regular benefit

Diagnosis indicating 
depression

SNRIs

MIRTAZAPINE

BUPROPION

Excluding Paxil  10mg 
tab & CR tablets

Major depressive 
disorder (MDD) in adult 
patients AND
treatment failure or 
intolerance to ≥ 2 other 
specified 
antidepressants for 
MDD

SSRIs

VILAZODONE

VORTIOXETINE

Regular Benefit

Special Authority 

Non-benefit 
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44
8 

weeks

moderate depression

severe depression

HDRS-17 Score  
26 (baseline)

~66% median duration of trials

In the largest dataset of published and unpublished trials,
(522 trials; 116,477 participants):2
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• Less severe depression 

scores (HDRS < 19)

• Depression with psychotic 

features

• Suicidal ideation

• Substance use disorder, or

• Serious medical co-

morbidity

EXCLUDED POPULATIONS
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the effect appears largely 
maximized by

meta-analyses demonstrate 
evidence of improvement in 
depression symptom scales 

within

1-2 WEEKS 6-8 WEEKS

Health Canada and the US Food and Drug Administration generally do not detail the time course of treatment 
response for antidepressants, but: 24-57

ONSET MAINTENANCE



MEAN DIFFERENCE IN DEPRESSION SEVERITY SCORES

0
1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17

Placebo Antidepressant

Hamilton Depression Rating Scale-17 (HDRS-17)

2 point difference
placebo vs
antidepressant

7.8
9.6

Continuous outcome: 
mean difference in depression 

severity scores achieved in 
antidepressant group compared to 

the placebo group 



PROPORTION OF PEOPLE ACHIEVING

≥ 50% IMPROVEMENT IN SYMPTOM SEVERITY SCORE

0

10

20

30

40

50

60

Placebo Antidepressant

%

Median = 8 weeks

*citalopram, escitalopram, fluoxetine, 
paroxetine, sertraline, vilazodone, 
vortioxetine, venlafaxine, desvenlafaxine, 
duloxetine, levomilnacipran, mirtazapine, 
bupr

35%
45 %        

- 50%

Dichotomous outcome: 
Proportion of people achieving at 

least a 50% improvement in 
symptom severity scores

Hamilton Depression Rating Scale-17 (HDRS-17)
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there is a more consistent 
relationship between higher 

doses and adverse events 
leading to drug 
discontinuation

61,62

For several antidepressants, 
efficacy appears optimized 

below the maximum approved 
dose, and:

Antidepressants are generally approved by Health Canada and the US Food and Drug Administration:
 with a defined dosage range, but 
 the relationship between dose and response is often not well characterized. 24-57



FURUKAWA 2019 SYSTEMATIC REVIEW: DOSE RESPONSE

efficacy increased 
up to 20-40 mg 
and then 
decreased

efficacy increased 
up to 30 mg and 
then decreased

efficacy increased 
up to 50-100 mg 
and then 
decreased

FURUKAWA Lancet Psychiatry 2019;6:601-609

Citalopram 
(17 arms)

Sertraline 
(11 arms)

Mirtazapine 

RR = relative risk of response



citalopram

sertraline

mirtazapine

https://pdf.hres.ca/dpd_pm/00064174.PDF
https://www.pfizer.ca/sites/default/files/202110/ZOLOFT_PM_EN_253527_2021.09.29.pdf
https://www.merck.ca/static/pdf/REMERON-PM_E.pdf

https://www.pfizer.ca/sites/default/files/202110/ZOLOFT_PM_EN_253527_2021.09.29.pdf
https://www.pfizer.ca/sites/default/files/202110/ZOLOFT_PM_EN_253527_2021.09.29.pdf
https://www.merck.ca/static/pdf/REMERON-PM_E.pdf


In short-term (6-12 weeks) anti-depressant trials:

1/3 people discontinue treatment

(anti-depressant or placebo)11



META-ANALYSES & SYSTEMATIC REVIEWS

Evidence is incomplete for functional outcomes, quality of life, specific and serious 
adverse events. 2,9-23

*eg. death, disability, hospitalization 

Direct comparisons of recently marketed antidepressants 
(eg. levomilnacipran, vilazodone, vortioxetine)

to more commonly prescribed antidepressants are limited. 2,21,22

Systematic reviews and network meta-analyses of antidepressant comparisons: 

 do not claim substantial differences in efficacy; 2,12-22

 the largest network meta-analysis did not identify high quality evidence for 
comparisons.2



COMBINING ANTIDEPRESSANTS

Combining antidepressants with dissimilar pharmacologic profiles has been proposed (eg. adding 

mirtazapine or bupropion to an SSRI or SNRI), but: 
 few methodologically rigorous trials have examined the efficacy and safety of these combinations. 

63,65-68

When response to initial antidepressant therapy is considered inadequate, available evidence does not 
reliably inform next drug therapy steps:2,63,64

 switching antidepressants
 adding another antidepressant, or
 adding a non-antidepressant



CLINICAL CONSIDERATIONS
DRUG INFORMATION
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INCOMPLETE INFORMATION:

specific adverse events, serious adverse events, long term safety

LIMITED INFORMATION:

direct comparisons  of vilazodone, vortioxetine, levomilnacipran 

vs commonly prescribed antidepressants

CAUTIOUS INTERPRETATION OF COMPARATIVE RISKS: 

in the largest network meta-analysis, antidepressant comparisons were not

informed by high quality evidence

adverse events



D
IA

G
N

O
SI

S

Potentially greater prevalence with 

paroxetine

venlafaxine

desvenlafaxine

duloxetine

venlafaxine > citalopram, escitalopram, 
fluoxetine, sertraline, vortioxetine 

duloxetine > escitalopram, venlafaxine, 
desvenlafaxine

mirtazapine > sertraline

(low to moderate quality evidence)

ADVERSE EVENTS LEADING TO 
DISCONTINUATION 41

WITHDRAWAL 43,44,61-65

Not intended to
reproduce a 

product monograph



Most SSRIs and SNRIs > placebo

(meta-analysis 66)

Mirtazapine

Monitor for suicidal ideation, agitation & 
behaviour changes (eg. akathisia, 

agitation, emotional lability, hostility, 
aggression, depersonalization) when 
initiating antidepressant therapy or 
during change in dose or regiment 1

-

AGITATION-TYPE ADVERSE EVENTS 1 CLINICAL TOXICOLOGY 

Not intended to
reproduce a 

product monograph

http://www.dpic.org/


Most SSRIs and SNRIs > placebo

(meta-analysis 66)

Mirtazapine 

Most SSRIs and SNRIs > placebo

(meta-analysis 66)

Bupropion 

INSOMNIA SOMNOLENCE 

Not intended to
reproduce a 

product monograph



Levomilnacipran contraindications:

heart failure NYHA III and IV 

uncontrolled tachyarrthymias

uncontrolled hypertension 

recent myocardial infarction

recent cardiac intervention

history of cerebrovascular accident

QTc Interval Prolongation:

crediblemeds.org 

↑BP ↑HR : SNRIs and  Bupropion

- effect increases with dose

-

CARDIOVASCULAR CARDIOVASCULAR 

Not intended to
reproduce a 

product monograph

http://www.crediblemeds.org/


Higher rate of nausea and 
vomiting than SSRIs 43,44

Tablet is a non-absorbable 
shell, potential for 

obstruction in people with 
gastrointestinal stricture 22

Enteric coating protects 
pellets against degradation 

to naphthol in acidic 
environment which can 
cause abdominal pain, 

cramping, nausea, vomiting 
and other severe systematic 

effects 77

Higher rate of diarrhea than 
comparators; 43,44,47

VENLAFAXINE DESVENLAFAXINE DULOXETINE SERTRALINE

Diarrhea, nausea, vomiting ~ 
50% participants (US FDA) 76

VILAZODONE

Not intended to
reproduce a 

product monograph

Gastrointestinal Adverse Events 



ANTIMUSCARINIC/
ANTICHOLINERGIC

Consider antidepressants as 
potential contributors to 

anticholinergic burden 73

BODY WEIGHT
Mirtazapine: potentially greater risk 
of weight gain; 43,44,48,74,75

Bupropion, fluoxetine: consider 
potential for unintended weight loss 
in people with anorexia or weight loss

(Health Canada) 8,31,32

HYPONATREMIA
SSRIs, SNRIs,vilazodone, 

vortioxetine, mirtazapine, 
bupropion 4-34

SEXUAL DYSFUNCTION
Inconsistently defined & reported in 
trials-> comparisions uncertain 67-69

Mirtazapine, bupropion: potentially 
lower risk than SSR comparators; 
43,44,48,68,69

Vortioxetine: 2-point improvement on 
70-point sexual dysfunction scale 
compared to escitalopram (one trial); 
19,70

Case reports of sexual dysfunction 
persistance after SSRI or SNRI 
discontinuation (European Medicines 
Agency) 71,72

GLAUCOMA

Link between 
antidepressant use and the 
occurrence of glaucoma but 

Health Canada could not 
differentiate risk between 

antidepressants;78

Duloxetine contraindicated 
in people with uncontrolled 

glaucoma 24

Not intended to
reproduce a 

product monograph



AGITATION, 
INSOMNIA, 
TREMOR, 
TINNITUS: 

dose related & 
potential for 

prescribing cascade 
with addition of 

sedative hypnotics,  

EPILEPTOGENIC:

Contraindicated in seizure 
disorder, bulima, alcohol or 

sedative withdrawal 
(Health Canada) 31,32

RISK FACTORS:

head trauma, CNS 
trauma, hepatic 

impairment, substance or 
alcohol misuse, insulin or 

hypoglycemics, other 
medications that lower 

seizure threhold

BUPROPIONBUPROPION

(Health Canada) 31,32

(Health Canada) 31,32

AMPHETAMINE-
LIKE pharmacology 

(US FDA)79

Misuse potental: 
oral, intranasal, 

injection 57,80

URINE 
TOXICOLOGY: 
potentially false 

positive for 
amphetamine 55

Not intended to
reproduce a 

product monograph



Somnolence  ~ 50% 
participants28

Age: ↑ half life

↓ drug clearance28

Dry Mouth, Weight 
Gain, Fatigue, 
Somnolence > 

SSRIs*

Sweating, Nausea, 
Vomitting < SSRIs*

MIRTAZAPINE

*Systematic Review 

Not intended to
reproduce a 

product monograph



Drug Information

dose: Health Canada recommendation to lower the initial dose and/or 
lower the maximum dose

T1/2 half-life; Css time to steady state

Cost without markup, calculated from McKesson Canada 
(accessed March 25, 2020) www.mckesson.ca

British Columbia PharmaCare Special Authority Criteria 
https://www2.gov.bc.ca/gov/content/health/

practitioner-professional-resources/pharmacare/prescribers/special-authority

http://www.mckesson.ca/
https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/pharmacare/prescribers/special-authority
https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/pharmacare/prescribers/special-authority
https://www2.gov.bc.ca/gov/content/health/practitioner-professional-resources/pharmacare/prescribers/special-authority


SSRIS serotonin reuptake inhibitors



SSRIS serotonin reuptake inhibitors

SSRIS serotonin reuptake inhibitors



SSRIS serotonin reuptake inhibitors



VILAZODONE serotonin reuptake inhibitor, serotonin partial agonist 



VORTIOXETINE serotonin reuptake inhibitor, serotonin partial agonist, serotonin antagonist 



SNRIS serotonin norepinephrine reuptake inhibitors



SNRIS serotonin norepinephrine reuptake inhibitors



MIRTAZAPINE alpha 2 antagonist, noradrenergic, serotonergic, antihistaminic, antimuscuranic, 

alpha 1 antagonist 





BUPROPION dopamine norepinephrine reuptake inhibitor







TAPERING

05



WITHDRAWAL & TAPERING
Table 3: Risk factors for antidepressant withdrawal symptoms2,7

Doses in the higher end of dosage range 

History of withdrawal symptoms after missed or omitted doses

Previous unsuccessful attempts to discontinue antidepressant 

50% of people who discontinue 
antidepressant therapy may experience 

withdrawal symptoms, which can be 
severe and long lasting in some cases

Possible indicators of withdrawal rather than relapse or recurrence: 2,4-8

 New symptoms that differ from original depressive symptoms, including diverse somatic 
and psychological symptoms

 Early onset (hours to days) after stopping antidepressants with shorter half-lives, but 
potentially later for antidepressant with a longer half-life, such as fluoxetine

 Rapid improvement when the antidepressant is restarted or, if tapering, the previous 
higher dose is resumed 



TAPERING STRATEGIES

Tapering strategies have not been 
evaluated to determine if they 
reduce risk of withdrawal or 
improve deprescribing .

General clinical principles: 2,6-8

 Consider clinical context and urgency for antidepressant 
discontinuation 

 Assess risk factors for withdrawal (See Table 3)

 More conservative approach if risk factors for antidepressant 
withdrawal symptoms are present

 Reassess for withdrawal symptoms after each dose reduction
 Return to previously tolerated dose if withdrawal symptoms are 

troublesome



TAPERING POSSIBILITIES



APPENDIX 1: ANTIDEPRESSANT SWITCHING STRATEGIES
Primary Care
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SEROTONIN SYNDROME

University of Waterloo Faculty of Science | School of Pharmacy (2017)  

https://www.cfp.ca/content/64/10/720
https://www.cfp.ca/content/64/10/720


SEROTONIN SYNDROME

University of Waterloo Faculty of Science | School of Pharmacy (2017)  

https://www.cfp.ca/content/64/10/720


COMMONLY LISTED BUT UNLIKELY TO CAUSE

SEROTONIN SYNDROME

University of Waterloo Faculty of Science | School of Pharmacy (2017)  

https://www.cfp.ca/content/64/10/720


https://www.crediblemeds.org/

https://www.crediblemeds.org/




https://positivepsychology.com/evidence-based-therapy



https://positivepsychology.com/evidence-based-therapy
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www.keltymentalhealth.ca

http://www.keltymentalhealth.ca/
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www.keltyskey.com/courses/depression

http://www.keltyskey.com/courses/depression
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https://moodgym.com.au

Practise skills which can help to
prevent and manage symptoms of
depression and anxiety.

Cognitive behaviour therapy (CBT).



https://moodgym.com.au

Evaluation studies suggest that 
moodgym is a viable option for those 
who cannot access face-to-face 
therapy, and for those waiting for 
traditional services.
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www.selfmanagementbc.ca

Trained peer coaches connect with you by
telephone for 3 months once a week for 30 minutes

Peer Health Coaches provide support that 
complements and enhances professional health care;
they do not provide medical/clinical advice
or treatment.

http://www.selfmanagementbc.ca/


www.cmha.ca/bounce-back

To help adults and youth 15+ manage low mood,

mild to moderate depression, anxiety, stress

or worry.

A Canadian Mental Health Association (CMHA) 

funded (free) program.

A trained BounceBack® coach will help 

participants learn skills to improve their mental

health in up to six telephone sessions over 

three to six months.

http://www.cmha.ca/bounce-back


https://www2.gov.bc.ca/assets/gov/health/practitioner-pro/bc-guidelines/depression_resource_guide_physicians.pdf



https://thewellnesssociety.org

https://thewellnesssociety.org/


https://thewellnesssociety.org



https://thewellnesssociety.org/7-types-of-therapy-for-trauma-survivors

https://thewellnesssociety.org/7-types-of-therapy-for-trauma-survivors
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http://www.bcpad.ca/
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