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Depression: Medication Treatment & Deprescribing Pathway for Adults
The aim of this pathway is to encourage safe and efficient prescribing by advising the best evidence based pharmacological treatments for unipolar depression.
Patients aged over 65 years:  Any doses stated refer to adult dosing and the prescriber should consult the BNF for advice on doses for elderly patient groups.





Key prescribing guidelines
· At all steps, consider non-pharmacological options instead of or in support of drug treatment, e.g. talking therapies 
· Request a full list of medical problems and medication from the GP
· Consider causative underlying physical health problems
· Consider monotherapy first
· Before initiating treatment, explain the risk of discontinuation symptoms and how these can be minimised; explain the potential for increased suicidality during early weeks of treatment. Refer to the Medication Safety Bulletin: “Toxicity of Psychotropic Medication in Overdose” to guide decisions on medication choice
· Medication trials should be at least 4 weeks at the maximum tolerable dose
· Combination or augmentation may be more effective when there is partial response
· Antidepressants used for alternative indications at low doses (e.g. trazodone to aid sleep) should be taken into consideration but are not considered combination treatment
· Any benzodiazepine or hypnotic prescription should be used with caution and short term use only (maximum 2 weeks)
· Deprescribing and Swapping & Stopping advice is provided here 

Definitions
· Combination = two or more treatments, each of which represents an antidepressant alone, i.e. it adds an extra effect without altering the action of the first drug
· Augmentation = adding another drug that by itself is not an antidepressant, but may improve the efficacy of the original antidepressant.
· Partial Response = failure to respond completely to a course of single drug therapy
· Off-label = prescribing a licensed medicine for a condition outside its marketing authorisation
· Unlicensed = prescribing a medicine that does not have a UK marketing authorisation

Off-label and Unlicensed Medicines
In later steps, the choices are often off-label; this is highlighted where necessary.  Before prescribing off-label or unlicensed medicines the following conditions must be met:
· The medicine is better suited to the patient’s needs than an appropriately licensed alternative 
· There is a sufficient evidence base and/or experience of using the medicine to demonstrate its safety and efficacy
· The reasons why medicines are not licensed for their proposed use should be explained to the patient, or parent/carer 
· A clear and accurate record of medicines and the rationale for use should be documented on the EPR (unless the medication is included in TEWV off-label permissions) as part of the Medication Treatment Plan
· Off-label and unlicensed medications monitoring and prescribing arrangements are likely to remain in secondary care unless transfer has been agreed



Depression With Personality Disorder
Manage as per depressive episode including psychological and pharmacological treatments. Consider diagnosis of co-morbid Depression
(N) = recommended by NICE guidelines
* = should only be initiated by a Consultant Psychiatrist or Level 3 NMP with appropriate competency
In need of ACTIVATION
· Loss of interest
· Oversleeping
· Overeating
· Poor concentration
· Indecisive
· General slowing
In need of SEDATION
· Lack of sleep
· Lack of appetite
· Agitation/restlessness
· Suicidal thoughts
· Loss of libido*
* SSRI not primary choice

SSRI (N) or low dose Venlafaxine
· Sertraline initially 50mg, titrated to at least 100mg/day
· Venlafaxine up to 150mg/day
Mirtazapine
30mg AT NIGHT
(more sedating at 15mg)
Not ideal for patients concerned about weight gain
Reassess mood using interview and a validated rating scale

Check effects of medication and adherence
Reassess mood using interview and a validated rating scale

Check effects of medication and adherence
PARTIAL RESPONSE

Consider increase to maximum dose for further 6-week trial if tolerated
General
Symptom
Profile
STEP 1
Trial of single drug therapy – 4-6 weeks at treatment dose
STEPS 2 & 3
2 further trials of single drug therapy from different drug groups – 4-6 weeks at treatment dose 
CONSIDER (in any order) 
 
· A different SSRI if the first is not tolerated (N)
· Increase venlafaxine to 150-375 mg/day or switch to duloxetine if not tolerated (N)
· Vortioxetine (N) (if 2 previous failed or non-tolerated trials) 
CONSIDER (in any order)

· Venlafaxine + hypnotic 
(short term for sleep 2 weeks) or + trazodone 50-100 mg
· SSRI + hypnotic
(short term for sleep 2 weeks) or + trazodone 50-100 mg
· Vortioxetine (N) (if 2 previous failed or non-tolerated trials)
Reassess mood using interview and a validated rating scale

Check effects of medication and adherence
Reassess mood using interview and a validated rating scale

Check effects of medication and adherence
PARTIAL RESPONSE

Consider increase to maximum dose for further 4–6-week trial if tolerated
NO RECOVERY
NO RECOVERY
NO RECOVERY

Consider seeking advice from a Specialist 

PARTIAL RECOVERY
 
Add Psychological Therapy 
if not already tried







STEP 5
Specialist Initiation/Recommendation 
Consider in any order;4-6 weeks at treatment dose
NO RECOVERY
AUGMENTATION of partially effective antidepressants
· SSRI + buspirone up to 60 mg/day (licensed max. 45 mg/day)
· Bupropion* (off-label)
STEP 6
Secondary Care Only
NO RECOVERY
· ECT
· Transcranial magnetic stimulation
· Implanted vagus nerve stimulation
· Levothyroxine or Triiodothyronine (Liothyronine) (off-label) (N)
STEP 4
Specialist Initiation/Recommendation 
Consider in any order
4-6 weeks at treatment dose
FURTHER LINE & CHRONIC DEPRESSION


COMBINATION OF DIFFERENT ANTIDEPRESSANTS 
· SSRI or SNRI + Mirtazapine (N)
· Mirtazapine or SSRI + Reboxetine (2-8 mg daily)
Mood Stabiliser AUGMENTATION of partially effective antidepressants
· Lithium* (N) – aim for 0.4-0.8 mmol/L initially
· Lamotrigine (off-label) (N)
 
Alternative MONOTHERAPIES 
· Moclobemide* (N)
· Phenelzine* (N)
· TriCyclic Antidepressant (TCA) (N)
Antipsychotic AUGMENTATION of partially effective antidepressants
· Quetiapine immediate release (150-300 mg/day) (off-label) (N) (1st line for psychotic depression)
· [bookmark: _Hlk111628632]Aripiprazole (2-20 mg/day) (off-label) (N)
· Olanzapine (5-15 mg/day) (off-label) (N) (1st line for psychotic depression)
· Risperidone (0.5-3 mg/day) (off-label) (N)
· Amisulpride (low dose: 50 mg/day) (off-label) (N) 
PSYCHOTIC DEPRESSION
Agomelatine (if 3 previous failed or non-tolerated trials)





















































Further Information About Treatment Options
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Medication reviews
At each review, and at least annually, consider/assess:
· Therapeutic response to the medication including severity & frequency of depressive episodes
· Medication adherence
· Medication side effects (use a validated rating scale, e.g. PhQ9, BDI, HADS, HAM-D, QIDS-SR16, MADRS)
· Comorbid physical and psychiatric conditions
· Use of alcohol and other substances
Useful links
NICE Guidelines for Depression
Depression in adults: recognition and management. 2022. (NICE guideline 222) www.nice.org.uk/guidance/ng222 
Depression in adults with a chronic physical health problem: treatment and management. 2009. (Clinical guideline 91.) www.nice.org.uk/guidance/cg91
The Maudsley Prescribing Guidelines
Taylor, D., Barnes T.R.E. & Young A.H. (2021). Chapter 3 – Depression and anxiety. In The Maudsley Prescribing Guidelines, 14th Edition. London: John Wiley and Sons.
lib.myilibrary.com/Open.aspx - You will need an Athens account and login to access this link and can gain one through library services at the Trust if you do not already have one.
Sections:
· Antidepressants: relative adverse effects – a rough guide – Table 3.26, p421-422
· Antidepressant withdrawal symptoms – p343-346
· Serotonin syndrome symptoms –  p337
· Antidepressants – swapping and stopping – Table 3.7, p338-341
Medication Information
The Choice and Medication website has helpful information in agreeing choice of antidepressant with patients www.choiceandmedication.org.uk/tees-esk-and-wear-valleys/ and you can print out medication information sheets.  It also has information on driving whilst taking medication.
Switching between antidepressants
In addition to the guidance embedded above, the NHS Specialist Pharmacy Service provides useful advice here: https://www.sps.nhs.uk/category/specialty/mental-health-and-illness/



Appendix:		Antidepressant De-prescribing Guidance
Depression is a major public problem and medications are a common and effective treatment strategy. Continuing medication after the resolution of acute symptoms reduces the risk of relapse by around 50% however the optimum duration of treatment remains uncertain. Current guidelines recommend:
· Single episode Depression – Treat for 6-9 months
· Second episode – Treat for 1-3 years
· Third episode – Treat for at least 5 years
· Forth (and subsequent) episodes – Treat long-term (potentially life-long)
De-prescribing should be a collaborative decision following a structured process to reduce the risk of relapse and discontinuation effects. If there are multiple medications prescribed, the order of de-prescribing should be led by clinical need and patient preference e.g. if Mirtazapine and Venlafaxine are prescribed and weight gain is a problem then stopping Mirtazapine would take priority. 
Review
STEP 1: SHOULD I DEPRESCRIBE? – Deprescribing triggers 
Inappropriate indication, no current indication, TCAs in older people, presence or risk of adverse events, drug interaction, drug-disease interaction, high drug burden index (DBI), poor adherence, or patient preference
1a. Is there a documented indication or symptoms supporting continued use? 
Inappropriate indication for continued use: 
No current depression >6 months
Consult/review with mental health specialist if applicable. 
Do not deprescribe if: 
· Recurrent or severe depression or other psychiatric condition such as OCD or GAD. 
· If there remains significant risk of relapse, particularly if there are residual depressive symptoms.
Discuss with mental health specialist if applicable.
1b. Are there adverse effects? 
Consider potential adverse effects: 
Agitation, anxiety, blurred vision, confusion, constipation, delirium, diarrhoea, dizziness, drowsiness, dry eyes, dry mouth, falls, headaches, hyponatraemia, hypotension, insomnia, myalgia, nausea, palpitations, QT prolongation, rash, rhinitis, sexual dysfunction, sweating, tachycardia, tremor, urinary retention, weakness, weight gain
1c. Is this medication likely to cause more harm than benefit? 
See Evidence-based advice in the appendix for additional information on risks of harm and benefits of continued use.

























Discuss
STEP 2: Does the patient/carer agree with the recommendation to deprescribe?
Over 90% of people would be willing to stop their medicines if recommended by their physician. Following provision of information, discussion and shared decision making, the patient or carer has communicated that they would like to proceed with or decline the deprescribing recommendation.














Reduce
STEP 3: HOW DO I DEPRESCRIBE?
· Establish a supportive and trusting relationship with the patient to engage in complex/ sensitive discussions.
· Accompany weaning with commencement of relevant non-pharmacological therapy. See Alternative management recommendations.
· [bookmark: _Hlk116203511]Reduce dose slowly by 25-50% of the daily dose every 2-4 weeks.
· In patients prescribed high doses for longer periods a more gradual reduction plan may be more appropriate. Certain antidepressants with a higher risk of discontinuation effects require a more cautious reduction (see appendix 2)
· Consider weaning faster if deprescribing reason due to adverse effects. 
· Organise prescriber follow up appointment to monitor progress (frequency determined by rate of weaning) 
· Provide advice on self-monitoring and what to do if symptoms re-occur.

[bookmark: _Hlk116202843][bookmark: _Hlk116202844][bookmark: _Hlk116202845][bookmark: _Hlk116202846]3a) How to wean.
Initiation
· Reduce dose slowly by 25-50% of the daily dose every 2-4 weeks.
[bookmark: _Hlk116203690]Adjust according to response.
· If no discontinuation effects occur, continue to wean, and stop. 
· Consider slower weaning (e.g. 12.5%) when reducing to the final lowest dose
· End treatment 2 weeks after administering the lowest dose.
· Consider alternate day dosing to aid with weaning if dosage forms are limited. 
Adjust according to recurrent symptoms
· If recurrent/withdrawal symptoms occur, restart medication at the last effective/tolerable dose. Recommence weaning after 6-12 weeks with smaller dose reductions (e.g. 5-12.5% of daily dose each month) then stop



























Monitor
STEP 4: MONITORING




· Common withdrawal symptoms, often called ‘discontinuation syndrome’ (e.g. anxiety, gastrointestinal effects, insomnia, irritability, and sweating) are usually mild, highly variable and can last up to 6-8 weeks
· If severe symptoms (e.g. impaired concentration, motor restlessness, tremor, muscle pain, muscle twitching, tachycardia, hypertension, sweating, generalised tonic-clonic seizures, perceptual disturbance, nausea, bloating, anorexia, severe anxiety, or severe insomnia) occur, restart at the previous lowest effective dose
· There may be a delay before withdrawal symptoms present for patients on higher doses of fluoxetine because of the longer half-life
1-3 Days
Discontinuation symptoms usually occur shortly after dose reductions
>7 Days
Re-emergence of depression or anxiety typically takes longer – weeks or months















NON-PHARMACOLOGICAL SUPPORT
Medication is not first-line for many mental health conditions and there are multiple evidence-based non-pharmacological interventions available. 

Consider:
· Behavioural activation
· Cognitive behavioural therapy
· Guided self-help
· Interpersonal therapy
· Physical activity
· Problem-solving techniques
· Psychodynamic psychotherapy
· Social prescribing
· Supportive counselling

Alternative Management
















Example De-prescribing Plan

Recommend non-pharmacological therapy to reduce reliance on antidepressants

[bookmark: _Hlk116286432]Recommend gradually reducing to e.g. citalopram 15mg daily for e.g. 1 week and reassess, 
then reduce to e.g. citalopram 10mg daily for e.g. 1 week and reassess, 
then reduce e.g. citalopram 5mg daily for e.g. 1 week and reassess, 
then reduce to e.g. citalopram 2.5mg daily for e.g. 1 week and stop. 
Follow up with clinician e.g. fortnightly after discontinuation











Example Slower De-prescribing Plan

Recommend non-pharmacological therapy to reduce reliance on antidepressants

Recommend gradually reducing to e.g. Sertraline 150mg daily for e.g. 4 weeks and reassess, 
then reduce to e.g Sertraline 100mg daily for e.g. 4 weeks and reassess, 
then reduce e.g. Sertraline 50mg daily for e.g. 4 weeks and reassess, 
then reduce to e.g. Sertraline 25mg daily for e.g. 4 weeks and stop. 
Follow up with clinician e.g. fortnightly after discontinuation












Potential types of discontinuation effects

	Physical symptoms 
	Sleep symptoms 
	Emotional symptoms 

	Nausea 
	Insomnia 
	Anxiety 

	Headache 
	Increased dreaming 
	Depression 

	Dizziness 
	Vivid dreams 
	Panic 

	Abdominal cramps 
	Nightmares 
	Agitation 

	Diarrhoea 
	
	Irritability 

	Fatigue 
	
	Mood changes 

	Flu-like symptoms 
	
	

	Electric shock sensations (‘zaps’) 
	
	

	Loss of appetite 
	
	

	Visual disturbances (double vision; visual trailing) 
	

	Palpitations 
	
	

	Missed beats 
	
	

	Sweating 
	
	

	Flushing 
	
	

	Tremor 
	
	

	Tinnitus 
	
	

	A feeling of inner restlessness and inability to stay still (akathisia) 
	





Risk of discontinuation effects with individual antidepressants

	Highest risk
	Moderate risk
	Low risk
	Lowest risk

	Amitriptyline
	Citalopram
	Bupropion
	Agomelatine

	Clomipramine
	Escitalopram
	Fluoxetine
	

	Paroxetine
	Fluvoxamine
	
	

	Venlafaxine
	Imipramine
	
	

	Duloxetine
	Lofepramine
	
	

	
	Nortriptyline
	
	

	
	Mirtazapine
	
	

	
	Reboxetine
	
	

	
	Sertraline
	
	

	
	Trazodone
	
	

	
	Vortioxetine
	
	




Above tables from: Stopping antidepressants | Royal College of Psychiatrists (rcpsych.ac.uk)

Patient Information Leaflets

Royal College of Psychiatrists – Stopping Antidepressants 

Choice and Medication
Handy Fact Sheet: Coming off antidepressants
1-Page Version 		2-Page Version 			

Drug-specific fact sheets
Citalopram		Escitalopram		Fluoxetine		Paroxetine		Sertraline

Evidence Base 
A Cochrane meta-analysis of studies predominantly lasting 6-8 weeks, estimated that seven patients with depression needed to be treated with a SSRI in order to obtain a benefit in one (number needed to treat [NNT] = 7). Whereas, compared to placebo, 20-90 patients needed to be treated with a SSRI in order to suffer harm (withdrawal due to side effects) (number needed to harm [NNH] = 20-90)(Arroll, et al. 2009). 

Continuing antidepressants after resolution of acute symptoms reduces the odds of depressive relapse by around two-thirds, which is approximately equivalent to a halving of the absolute risk (Geddes JR et al. 2003, Glue P et al. 2010). The risk of recurrence after the first episode of depression (after stopping 2 years of maintenance therapy) is approximately 60% over 2 years (AMH Aged Care Companion 2018). 

Cognitive therapy has shown to be at least as effective in major depression as antidepressants, with sustained effects (DeRubis et al. 2005, Zhang et al. 2018). Low-certainty evidence suggests psychological support during while discontinuing antidepressants may be equivalent to continuing antidepressants on preventing depressive relapse (HR 0.89, 95% CI 0.66 to 1.19) and may result in successful discontinuation rates of 40% to 75% (Van Leeuwen et al. 2021). 


It is uncertain whether continued or maintained pharmacotherapy (or both) with the reviewed antidepressant agents is a robust treatment for preventing relapse and recurrence in adults with persistent depressive disorder (Machmutow et al. 2019).

Overall, there is currently a lack of quality evidence generally exploring the relationship with respect to withdrawal, relapse, and adverse effects (Van Leeuwen et al. 2021).
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AGOMELATINE REFERENCES



Agomelatine (Valdoxan®) has been approved for the treatment of depression only following an adequate trial of at least three alternative antidepressant treatments at maximum tolerated doses. 

It may only be initiated by a consultant/Level 3 NMP on a named patient basis with prior approval from the Clinical Director or Associate Clinical Director using the Trust Application for Use of a Restricted/Non-formulary/Unlicensed/Named Patient Medicine.



Local commissioning arrangements do not cover transfer of prescribing of agomelatine.  All prescribing must be retained by secondary care mental health services and cannot be transferred to GPs.



Liver function must be monitored before treatment and after 3, 6, 12 and 24 weeks of treatment, then periodically or whenever clinically indicated.  Monitoring following dose increases should also follow this pattern.  Discontinue if serum transaminases exceed 3 times the upper limit of the reference range.





Guaiana G, Gupta S, Chiodo D, Davies SJC, Haederle K, Koesters M. (2013) Agomelatine versus other antidepressive agents for major depression. Cochrane Database of Systematic Reviews, Issue 12.
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AMISULPRIDE REFERENCES (off-label)



Its use in dysthymia and depression has some good evidence.  Differing opinions abound about why it works well.  Most people feel that it helps through its selective D2/D3 receptor antagonist properties, but other evidence points to indicate that 5-HT7a receptor antagonism, and not D2/D3 receptor antagonism, likely underlies the antidepressant actions of amisulpride.  Doses of 50-150mg are more usually useful, but some studies and services use higher dosing up to 300mg.  Higher doses may help more in cases of depression with psychosis.





Amore M., Jori M.C. (2001) Faster response on amisulpride 50 mg versus sertraline 50-100 mg in patients with dysthymia or double depression. Int Clin Psychopharmacol 16:317-324



Cassano G.B., Pini S., Miniati M., Savino M. (1999) Dysthymia: implications for the continuity and chronicity of mood disorders. In: Public Health Aspects of Dysthymia in the Field of Neuroscience (Bolis X, Licinio X, eds), Geneva: World Health Organization, p.74-89.



Costa-e-Silva J.A. (1990) Treatment of dysthymic disorder with low-dose amisulpride: A comparative study of 50mg/day amisulpride versus placebo. Ann Psychiatry 5: 242-249



Fountoulakis K.N. et al (2006) Amisulpride-induced tardive dyskinesia. Schizophr Res 88:232–4. 



Lecrubier Y. et al (1997) Amisulpride versus imipramine and placebo in dysthymia and major depression. J Aff Dis 43(2) 95–103



Rocca P. et al (2002) A comparison of paroxetine and amisulpride in the treatment of dysthymic disorder. J Aff Dis 70(3) 313–317



Smeraldi E. (1998) Amisulpride versus fluoxetine in patients with dysthymia or major depression in partial remission: A double-blind comparative study. J Aff Dis 48 47-56.



Smeraldi E. et al (1996) Amisulpride versus fluoxetine in dysthymia: preliminary results of a double-blind comparative study. European Psychiatry 11 Supp 3 141s-143s



Stabl M (1993) Pharmacotherapy of dysthymia: A controlled study with moclobemide, imipramine and placebo. Proc Am Psychiatr Assoc, in press.
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ARIPIPRAZOLE REFERENCES (off-label)



The results of at least three randomized clinical trials demonstrated the benefits of adjunctive aripiprazole over antidepressant monotherapy in patients with MDD who have shown an inadequate response to at least one historic and one prospective course of antidepressant.



For aripiprazole, the interesting features are its partial-agonist activity at the D2/D3 receptors, in addition to partial-agonist activity at the serotonin 1A (5-HT1A) receptor.  Doses of 5-10mg daily seem to be effective, though RCTs used doses up to 20mg, but many patients find this too activating especially if they have agitation, anxiety and restlessness.  It can also cause sleep disturbance in some people, even when dosed in the morning.





Berman R.M. et al 2007 - The efficacy and safety of aripiprazole as adjunctive therapy in major depressive disorder A multicenter, randomized, double-blind, placebo controlled study - J Clin Psychiatry 68 843–853



Berman R.M. et al 2009 - Aripiprazole augmentation in major depressive disorder A double-blind, placebo-controlled study in patients with inadequate response to antidepressants - CNS Spectr 14 197–206



Carroll BJ 2009 - Aripiprazole in refractory depression - J Clin Psychopharmacol. 29(1) 90–91



Connolly K.R. & Thase M.E. 2011 - If at first you don’t succeed A review of the evidence for antidepressant augmentation, combination and switching strategies - Drugs 71(1) 43–64



Fava M. et al 2012 - A double-blind, placebo-controlled study of aripiprazole adjunctive to antidepressant therapy among depressed outpatients with inadequate response to prior antidepressant therapy (ADAPT-A Study) - Psychother Psychosom 81 87–97



Lenze E.J. et al 2015 - Efficacy, safety, and tolerability of augmentation pharmacotherapy with aripiprazole for treatment-resistant depression in late life A randomised, double-blind, placebo-controlled trial - Lancet 12 386(10011) 2404-12 



Marcus R.N. et al 2008 - The efficacy and safety of aripiprazole as adjunctive therapy in major depressive disorder: a second multicenter, randomized, double-blind, placebo-controlled study - J Clin Psychopharmacol 28 156–165



Nelson J.C., Pikalov A. & Berman R.M. 2008 - Augmentation treatment in major depressive disorder: focus on aripiprazole - Neuropsychiatr Dis Treat 4(5) 937–948 



Spielmans GI, Berman MI, Linardatos E, Rosenlicht NZ, Perry A, et al 2013 - Adjunctive atypical antipsychotic treatment for Major Depressive Disorder A meta-analysis of depression, quality of life, and safety outcomes - PLoS Med 10(3) e1001403



Thase M.E. et al 2008 - Examining the efficacy of adjunctive aripiprazole in major depressive disorder A pooled analysis of 2 studies - Prim Care Companion J Clin Psychiatry 10(6) 440–447



Weber J., Lyseng-Williamson K.A., Scott L.J. 2008 - Aripiprazole In major depressive disorder - CNS Drugs 22(10) 807–813



Wen X.J. et al 2014 - Meta-analysis on the efficacy and tolerability of the augmentation of antidepressants with atypical antipsychotics in patients with major depressive disorder - Braz J Med Biol Res 47(7) 605-16 



Yoshimura R. et al 2014 - Comparison of lithium, aripiprazole and olanzapine as augmentation to paroxetine for inpatients with major depressive disorder - Ther Adv Psychopharmacol 4(3) 123-9
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AUGMENTATION OF ANTIDEPRESSANTS



Augmentation strategies have some advantages over switching antidepressants.  They eliminate the period of time switching from one antidepressant to another and build on the partial response.  Consequently, if they work, they can be rapidly effective.  They may, however, also raise tolerability and safety issues.

Before considering augmentation strategies complete a more thorough assessment of the patient, revisit the treatment history and personal history and consider psychological assessment.  If you are unsure about augmentation strategies seek an opinion from a tertiary Affective Disorders Service
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BUPROPION REFERENCES (off-label)



Based on double-blind, placebo controlled studies bupropion is licensed for the treatment of depression in the US and several European countries (e.g., Germany) but not the UK and so is an off-label use. With the lack of other dopaminergic/noradrenergic antidepressants (except of unspecific MAO inhibitors), it is especially indicated in patients non-responsive to serotonergic and/or noradrenergic treatments. Via its dopaminergic action it may be especially helpful if additional substance abuse (especially nicotine) complicates treatment. Its side effect profile is comparable to other modern antidepressants with the big advantage of not causing sexual dysfunction and in some cases improving them.



DeBattista C. et al (2003) A prospective trial of bupropion SR augmentation of partial and non-responders to serotonergic antidepressants. Journal of Clinical Psychopharmacology 23(1) 27-30



Furukawa T.A. et al (2014) Bupropion versus other antidepressive agents for depression.  Cochrane Database of Systematic Reviews, Issue 3



Glenberg A.J. et al (1998) Beyond SSRIs. Journal of Clinical Psychiatry, 59, Suppl 4



Nieuwstraten C.E., Dolovich L.R. (2001) Bupropion versus selective serotonin-reuptake inhibitors for treatment of depression. Annals of Pharmacotherapy 35(12) 1608–13



Rush A.J. et al (2006) Bupropion-SR, sertraline, or venlafaxine-XR after failure of SSRIs for depression. N Engl J Med 354 1231-1242



Taylor M.J. et al (2013) Strategies for managing sexual dysfunction induced by antidepressant medication. Cochrane Database of Systematic Reviews 2013, Issue 5



Thase M.E. et al. (2005) Remission rates following antidepressant therapy with bupropion or SSRI A meta-analysis of original data from 7 RCTs. Journal of Clinical Psychiatry 66(8) 974–81



Tondo L., Vázquez G.H., Baldessarini R.J. (2014) Options for pharmacological treatment of refractory bipolar depression. Curr Psychiatry Rep 16 431



Weihs K.L. et al (2002) Continuation phase treatment with bupropion SR effectively decreases the risk for relapse of depression. Biological Psychiatry, 51, p753–761






image6.emf
Combination.docx


Combination.docx
COMBINATION OF ANTIDEPRESSANTS



Generally, antidepressants with different pharmacological profiles are combined.  Combining two or even more antidepressants can enhance tolerability, owing to clinical effectiveness of lower doses, e.g. sexual dysfunction due to SSRI treatment may be reduced using lower dosages within combined treatment. At the same time, a variety of possible pharmacokinetic interactions may increase the risk for severe adverse events, e.g. serotonin syndrome.
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LAMOTRIGINE REFERENCES



Augmentation strategies have some advantages over switching antidepressants.  They eliminate the period of time switching from one antidepressant to another and build on the partial response.  Consequently, if they work, they can be rapidly effective.  They may, however, also raise tolerability and safety issues. Before considering augmentation strategies complete a more thorough assessment of the patient, revisit the treatment history and personal history and consider psychological assessment.  If you are unsure about augmentation strategies seek an opinion from a tertiary Affective Disorders Service.



Lamotrigine's primary action is to modulate voltage-gated sodium channels. Evidence suggests that it decreases glutamate transmission, directly reduces calcium influx, mildly blocks transmitter reuptake, and alters intracellular mechanisms of resting transmitter release. Studies have shown evidence of efficacy for lamotrigine in bipolar depression (Geddes et al., 2009). However, in unipolar depression the evidence is mixed. There is very low-quality evidence from 8 RCTs (N=599) demonstrating a clinically important and statistically significant benefit of augmenting antidepressant treatment with lamotrigine, relative to continuing with antidepressant-only or augmentation with placebo, on depression symptomatology but little effect on response or remission rates. Much of the statistically significant evidence comes from studies based in China while most non-China studies demonstrate non-significant effects.



Lamotrigine is generally well tolerated with discontinuation rates similar to placebo in studies. It and rarely cause serious skin reactions and requires slow dose titration which may delay reaching therapeutic doses for 6-8 weeks. Target doses range from 150-250mg /day in literature













Barbee J.G., Jamhour N.J. (2002) Lamotrigine as an augmentation agent in treatment resistant depression. J Clin Psychiatry. 63:737-741.



Barbee J.G., et al. (2011) A double-blind placebo-controlled trial of lamotrigine as an antidepressant augmentation agent in treatment-refractory unipolar depression. Journal of Clinical Psychiatry 72(10): 1405-1412.



Barbosa L., Berk M., Vorster M. (2003) A Double-Blind, Randomized, Placebo-Controlled Trial of Augmentation With Lamotrigine or Placebo in Patients Concomitantly Treated With Fluoxetine for Resistant Major Depressive Episodes. J Clin Psychiatry. 64:403–407.



Calabrese J.R., et al. (1999) A double-blind placebo-controlled study of lamotrigine monotherapy in out-patients with bipolar I depression. J Clin Psychiatry. 60:79-88.



Geddes, J.R., et al. (2009) Lamotrigine for treatment of bipolar depression: independent meta-analysis and meta-regression of individual patient data from five randomised trials. British Journal of Psychiatry, 194, 4–9.



Hurley S.C. (2002) Lamotrigine update and its use in mood disorders. Annals of Pharmacotherapy, 36, 860–873



Li C, et al. (2009) Clinical observation of lamotrigine augmentation with sertraline on the geriatric treatment-resistant depression. Chinese Journal of Gerontology 29: 96–97 [in Chinese]



Li Q, et al. (2015) A control study of lamotrigine combined with paroxetine for the treatment of refractory depression. Jounral of Psychiatry (China) 28: 284-286 [in Chinese]



Maltese (1999) Adjunctive Lamotrigine Treatment for Major Depression. Am J Psychiatry 156:11



Nierenberg A.A., et al. (2006) Treatment-Resistant Bipolar Depression: A STEP-BD Equipoise Randomized Effectiveness Trial of Antidepressant Augmentation With Lamotrigine, Inositol, or Risperidone. Am J Psychiatry. 163:210–216



Normann C., Hummel B. (2002) Lamotrigine as adjunct to paroxetine in acute depression: a placebo-controlled, double-blind study.



Santos  M.A., et al. (2008) Efficacy and safety of antidepressant augmentation with lamotrigine in patients with treatment-resistant depression: a randomized, placebo-controlled, double-blind study. Journal of Clinical Psychiatry, 10, 187–190



Schindler F., Anghelescu I.G. (2007) Lithium versus lamotrigine augmentation in

treatment resistant unipolar depression: a randomized, open-label study. International Clinical Psychopharmacology, 22, 179–182



Wang L (2012) Clinical study of lamotrigine amalgamation of venlafaxine on the treatment-resistant depression. Tianjin Pharmacy 24: 9–11 [in Chinese]



Yang CH, Yang HZ, Gao X, et al. (2016) Comparative study of lamotrigine combined with escitalopram in the treatment of MECT-resistant patients with depressive disorder. Sichuan Mental Health 29: 406–409 [in Chinese]



Zhang F, Tian B (2016) A comparative study of duloxetine combined with lamotrigine in the treatment of patients with treatment-resistant depression. Journal of Psychiatry (China) 29: 335–338 [in Chinese]
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LITHIUM REFERENCES



Augmentation strategies have some advantages over switching antidepressants.  They eliminate the period of time switching from one antidepressant to another and build on the partial response.  Consequently, if they work, they can be rapidly effective.  They may, however, also raise tolerability and safety issues.

Before considering augmentation strategies complete a more thorough assessment of the patient, revisit the treatment history and personal history and consider psychological assessment.  If you are unsure about augmentation strategies seek an opinion from a tertiary Affective Disorders Service.



Lithium can be useful in treatment refractory presentations. Levels can be as low as 0.4mmol/l to be effective as an augmentation agent, but if there is no response at these levels then further increases should be trialled up to levels on 0.8mmol/l if tolerated.  Ensure monitoring and health checks.  It is well established and well supported in the literature and recommended in the NICE Guidelines.  There is evidence in unipolar depression that augmentation with lithium reduces suicidality.  On the down side it is sometimes poorly tolerated, requires plasma monitoring and can be potentially toxic (thus requiring ECG).



Bauer M. et al (1999) Lithium augmentation in treatment-resistant depression: meta-analysis of placebo controlled studies. Journal of Clinical Psychopharmacology, 19, pp 427-434.



Bschor T., Bauer M. (2006) Efficacy and mechanisms of action of lithium augmentation in refractory major depression.  Current Pharmaceutical Design, 12, pp 2985-2992.



Dinan T.G. (1993) Lithium augmentation in sertraline-resistant depression: a preliminary dose response study. Acta Psychiatrica Scandinavica, 88, pp 300-301.



Fava et al. (1994) Lithium and tricyclic augmentation of fluoxetine treatment for resistant major depression. American Journal of Psychiatry, 151, pp 1372-1374.



Nierenberg A.A. (2006) A comparison of lithium and T3 augmentation following two failed medication treatments for depression - A STAR*D Report. American Journal of Psychiatry, 163, pp 1519-1530.



Zullino D., Baumann P. (2001) Lithium augmentation in depressive patients not responding to selective serotonin reuptake inhibitors. Pharmacopsychiatry, 34, pp 119-127.
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MONO-AMINE OXIDASE INHIBITORS REFERENCES



Use of MAOIs may be indicated where there is no response to other antidepressant groups.  Unfortunately there are no direct comparison trials between non-reversible and reversible MAOIs.  Whilst reversible MAOIs may have advantages in ease of use for the patient and can be deemed a safer drug to use, the research evidence for non-reversible MAOIs is stronger.  In addition, with treatment refractory patients the non-reversible MAOIs seem to gain better results.  The decision to use MAOI medication must, therefore, be judged on an individual case basis.



Amsterdam J.D., Shults J. (2005) MAOI efficacy and safety in advanced stage treatment-resistant depression: A retrospective study. Journal of Affective Disorders 89 183–188



Thase M.E. (2012) The role of Monoamine Oxidase Inhibitors in depression treatment guidelines. J Clin Psychiatry 73 [suppl 1] 10–16
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MIRTAZAPINE OR SSRI + REBOXETINE REFERENCES



Generally, antidepressants with different pharmacological profiles are combined.  Combining two or even more antidepressants can enhance tolerability, owing to clinical effectiveness of lower doses, e.g. sexual dysfunction due to SSRI treatment may be reduced using lower dosages within combined treatment. At the same time, a variety of possible pharmacokinetic interactions may increase the risk for severe adverse events, e.g. serotonin syndrome.



The addition of reboxetine is a reasonably well supported combination strategy which may enhance speed of response and long term efficacy of the primary antidepressant.





Devarajan S. et al (2000) Citalopram plus reboxetine in treatment-resistant depression. Canadian Journal of Psychiatry, 45, pp 489-490.



Dursun S.M. et al (2001) The ‘dalhousie serotonin cocktail’ for treatment-resistant major depressive disorder. Journal of Psychopharmacology, 15, pp 136-138.



Lopez-Munoz F., Rubio G., Alamo C., Garcia-Garcia P., Pardo A. (2006) Reboxetine addition in patients with mirtazapine-resistant depression: a case series.  Clinical  Neuropharmacology, 29(4), pp 19219-6.



Lopez-Munoz F., Alamo C., Rubio G., Garcia-Garcia P., Pardo A. (2007) Reboxetine combination in treatment-resistant depression to selective serotonin reuptake inhibitors. Pharmacopsychiatry, 40(1), pp 14-19.



Rubio G., San L., Lopez-Munoz F., Alamo C. (2004) Reboxetine adjunct for partial or nonresponders to antidepressant treatment.  Journal of Affective Disorders, 81(1), pp 67-72.



Schule C., Baghai T.C., Eser D,. Zwanzger P., Jordan M., Buechs R., Rupprecht R. (2006) Time course of hypothalamic-pituitary-adrenocortical axis activity during treatment with reboxetine and mirtazapine in depressed patients.  Psychopharmacology, 186(4), pp 601-611.
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OLANZAPINE REFERENCES



Olanzapine has supportive evidence (although less robust than quetiapine or aripiprazole) for improved depression symptomatology and higher rates of remission or response in the treatment of people with no or limited response to initial antidepressant treatment but clinical implications are uncertain. 



Studies reporting efficacy of Olanzapine augmentation are limited to SSRIs (mainly Fluoxetine) with little benefit of augmentation of TCAs or SNRIs and many are limited by manufacturer sponsorship. Olanzapine use is significantly associated with metabolic adverse effects contributing to treatment discontinuation therefore requires risk vs benefit assessment given the low-quality evidence base. Use is off-label and requires discussing with the patient and documenting as such.





Corya S.A., Andersen S.W., Detke H.C., Kelly L.S., Van Campen L.E., Sanger T.M., Williamson D.J., Dubé S.. (2003) Long-term antidepressant efficacy and safety of olanzapine/fluoxetine combination: a 76-week open-label study. J Clin Psychiatry. 64(11)



Corya S.A., Williamson D., Sanger T.M., Briggs S.D., Case M., Tollefson G. (2006) A randomized, double‐blind comparison of olanzapine/fluoxetine combination, olanzapine, fluoxetine, and venlafaxine in treatment‐resistant depression. Depression and Anxiety 23(6): 364-372.



Shelton RC, Williamson DJ, Corya SA, Sanger TM, Van Campen LE, Case M, Briggs SD, Tollefson GD (2005) Olanzapine/fluoxetine combination for treatment-resistant depression: a controlled study of SSRI and nortriptyline resistance. Journal of Clinical Psychiatry 66(10): 1289-1297.



Spielmans G.I., Berman M.I., Linardatos E, et al. (2013) Adjunctive atypical antipsychotic treatment for major depressive disorder: A meta-analysis of depression, quality of life, and safety outcomes. PLoS Med 10: e1001403.



Thase ME, Corya SA, Osuntokun O, Case M, Henley DB, Sanger TM, Watson SB, Dubé S (2007) A randomized, double-blind comparison of olanzapine/fluoxetine combination, olanzapine, and fluoxetine in treatment-resistant major depressive disorder. Journal of Clinical Psychiatry 68(2): 224-236.



Yoshimura R, Hori H, Umene-Nakano W, Ikenouchi-Sugita A, Katsuki A, Atake K, Nakamura J (2014) Comparison of lithium, aripiprazole and olanzapine as augmentation to paroxetine for inpatients with major depressive disorder. Therapeutic Advances in Psychopharmacology 4(3): 123-129.
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QUETIAPINE REFERENCES



Quetiapine immediate-release (IR) recommended. The licensed dose and formulation for adding quetiapine to ongoing antidepressant treatment is 150- 300mg/ day XL given as one dose at bed time (IR formulation is off-label but recommended for use in place of XL formulations and can be taken as a single dose at bedtime). Recent double-blind, placebo controlled studies showed significant superiority for quetiapine add on vs. placebo in the acute treatment of unipolar depression. Quetiapine XL is licensed in the UK in the indication “adjunctive treatment to antidepressants in patients who have had sub-optimal response to antidepressant monotherapy”. There is good evidence for the efficacy of quetiapine monotherapy in acute and long-term treatment of unipolar depression although no license has been granted in the UK (“off-label use”).





Anderson I.M., Sarsfield A., Haddad P.M. (2009) Efficacy, safety and tolerability of quetiapine augmentation in treatment resistant depression: An open-label, pilot study. J Affect Disord.



Bauer M, El-Khalili N, Datto C, Szamosi J, Eriksson H (2010) A pooled analysis of two randomised, placebo-controlled studies of extended release quetiapine fumarate adjunctive to antidepressant therapy in patients with major depressive disorder. J Affect Disord 127:19-30.



Bortnick B, El-Khalili N, Banov M, Adson D, Datto C, Raines S, Earley W, Eriksson H (2010) Efficacy and tolerability of extended release quetiapine fumarate (quetiapine XR) monotherapy in major depressive disorder: A placebo-controlled, randomized study.  J Affect Disord. doi:10.1016/j.jad.2010.06.031



Cutler AJ, Montgomery SA, Feifel D, Lazarus A, Astrom M, Brecher M (2009) Extended release quetiapine fumarate monotherapy in major depressive disorder: a placebo- and duloxetine-controlled study. J Clin Psychiatry 70(4):526-539.



Doree J.P., Des R.J., Lew V., Gendron A., Elie R., Stip E., Tourjman S.V. (2007) Quetiapine augmentation of treatment-resistant depression: a comparison with lithium. Current Medical Research Opinion, 23(2), pp 333-341.



El-Khalili N, Joyce M, Atkinson S, Buynak RJ, Datto C, Lindgren P, Eriksson H (2010) Extended-release quetiapine fumarate (quetiapine XR) as adjunctive therapy in major depressive disorder (MDD) in patients with an inadequate response to ongoing antidepressant treatment: a multicentre, randomized, double-blind, placebo-controlled study. Int J Neuropsychopharmacol1-16.



Liebowitz M, Lam RW, Lepola U, Datto C, Sweitzer D, Eriksson H (2010) Efficacy and tolerability of extended release quetiapine fumarate monotherapy as maintenance treatment of major depressive disorder: a randomized, placebo-controlled trial.  Depress Anxiety 27:964-976.



Olver J.S., Ignatiadis S., Maruff P., Burrows G.D., Norman T.R. (2008) Quetiapine augmentation in depressed patients with partial response to antidepressants.  Human Psychopharmacology, 23, pp 653-660.



Rowe D.L. (2007) Off-label prescription of quetiapine in psychiatric disorders. Expert Review in Neurotherapeutics, 7(7), pp 841-852.



Sagud M. et al. (2006) Quetiapine augmentation in treatment-resistant depression: a naturalistic study. Psychopharmacology, 187(4), pp 511-514.



Weisler R, Joyce M, McGill L, Lazarus A, Szamosi J, Eriksson H (2009) Extended release quetiapine fumarate monotherapy for major depressive disorder: results of a double-blind, randomized, placebo-controlled study.  CNS Spectr 14(6):299-313.


image13.emf
Risperidone.docx


Risperidone.docx
RISPERIDONE REFERENCES



Risperidone has supportive evidence (although less robust than quetiapine or aripiprazole) for improved depression symptomatology and higher rates of remission or response in the treatment of people with no or limited response to initial antidepressant treatment but clinical implications are uncertain. This small effect has been demonstrated in studies augmenting with both SSRIs and SNRIs with similar efficacy. 



Doses range from 250microgram to 3mg/day in studies with doses adjusted according to response. Several studies were open-label design and most were short-term (<6weeks) which limits robust conclusion. Risperidone demonstrated a favourable adverse effect profile (compared to other atypical antipsychotics) in one meta-analysis though raised concerns about study design though post-hoc analysis. 



Use is off-label and requires discussing with the patient and documenting as such.







Fang Y., Yuan C., Xu Y., Chen J., Wu Z., Cao L., Yi Z., Hong W., Wang Y., Jiang K., Cui X. (2011) A pilot study of the efficacy and safety of paroxetine augmented with risperidone, valproate, buspirone, trazodone, or thyroid hormone in adult Chinese patients with treatment-resistant major depression. Journal of Clinical Psychopharmacology 31(5): 638-642.



Keitner G.I., Garlow S.J., Ryan C.E., Ninan P.T., Solomon D.A., Nemeroff C.B., Keller M.B. (2009) A randomized, placebo-controlled trial of risperidone augmentation for patients with difficult-to-treat unipolar, non-psychotic major depression. Journal of Psychiatric Research 43(3): 205-214.



Mahmoud R.A., Pandina G.J., Turkoz I., Kosik-Gonzalez C., Canuso C.M., Kujawa M.J., Gharabawi-Garibaldi G.M. (2007) Risperidone for treatment-refractory major depressive disorder: a randomized trial. Annals of Internal Medicine 147(9): 593-602.



Rapaport MH, Gharabawi GM, Canuso CM, Mahmoud RA, Keller MB, et al. (2007) Corrigendum: Effects of risperidone augmentation in patients with treatment-resistant depression: results of open-label treatment followed by double-blind continuation. Neuropsychopharmacology 32: 1208.



[bookmark: _Hlk131428108]Reeves H., Batra S., May R.S., Zhang R., Dahl D.C., Li X. (2008) Efficacy of risperidone augmentation to antidepressants in the management of suicidality in major depressive disorder: a randomized, double-blind, placebo-controlled pilot study. Journal of Clinical Psychiatry 69(8): 1228-1236.



Song Z.W., Liu X.B., Li Y.D. (2007) Venlafaxine combined with low-dose risperidone for treatment-resistant depression. Journal of Clinical Rehabilitative Tissue Engineering Research 11 [in Chinese].
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SSRI OR VENLAFAXINE OR DULOXETINE + MIRTAZAPINE REFERENCES



Generally, antidepressants with different pharmacological profiles are combined.  Combining two or even more antidepressants can enhance tolerability, owing to clinical effectiveness of lower doses, e.g. sexual dysfunction due to SSRI treatment may be reduced using lower dosages within combined treatment. At the same time, a variety of possible pharmacokinetic interactions may increase the risk for severe adverse events, e.g. serotonin syndrome.



These combinations are recommended by NICE and are usually well tolerated. There is reasonable literature support for their use, which is becoming more widespread. However, there is risk of serotonin syndrome and patients should be informed of what to look for.  In addition mirtazapine has increased risk of blood dyscrasia.





Carpenter L.L. et al (2002) A double blind placebo-controlled study of antidepressant augmentation with mirtazapine. Biological Psychiatry, 51, pp 183-188.



Carpenter L.L. et al (1999) Mirtazapine augmentation in the treatment of refractory depression. Journal of Clinical Psychiatry, 60, pp 45-49.



McGrath P.J. et al (2006) Tranylcypromine versus venlafaxine plus mirtazapine following three failed antidepressant medication trials for depression: a STAR*D report. American Journal of Psychiatry, 163, pp 1531-1541.
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BUSPIRONE REFERENCES



Augmentation strategies have some advantages over switching antidepressants.  They eliminate the period of time switching from one antidepressant to another and build on the partial response.  Consequently, if they work, they can be rapidly effective.  They may, however, also raise tolerability and safety issues. Before considering augmentation strategies complete a more thorough assessment of the patient, revisit the treatment history and personal history and consider psychological assessment.  If you are unsure about augmentation strategies seek an opinion from a tertiary Affective Disorders Service



SSRI + buspirone (up to 60mg/day). The evidence for buspirone augmentation is mainly based on two controlled studies, and mainly points towards an initial acceleration of response. May be beneficial for anxious or agitated presentations.



[bookmark: _GoBack]

Appelberg B.G., Syvalahti E.K., Koskinen T.E., Mehtonen O.P., Muhonen T.T., Naukkarinen H.H. (2001) Patients with severe depression may benefit from buspirone augmentation of selective serotonin reuptake inhibitors: results from a placebo-controlled, randomized, double-blind, placebo wash-in study. Journal of Clinical Psychiatry, 62(6), pp 448-452.



Trivedi M.H., Fava M., Wisniewski S.R., Thase M.E., Quitkin F., Warden D., Ritz L., Nierenberg A.A., Lebowitz B.D., Biggs M.M., Luther J.F., Shores-Wilson K., Rush A.J. (2006) Medication augmentation after the failure of SSRIs for depression. New England Journal of Medicine, 354(12), pp 1243-1252.
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TRIIODOTHYRONINE (LIOTHYRONINE) REFERENCES



Augmentation strategies have some advantages over switching antidepressants.  They eliminate the period of time switching from one antidepressant to another and build on the partial response.  Consequently, if they work, they can be rapidly effective.  They may, however, also raise tolerability and safety issues.

Before considering augmentation strategies complete a more thorough assessment of the patient, revisit the treatment history and personal history and consider psychological assessment.  If you are unsure about augmentation strategies seek an opinion from a tertiary Affective Disorders Service.



Thyroid and mood disorders are both common and have overlapping symptom profiles including fatigue and low mood. These conditions may co-exist resulting in poor response to antidepressant treatment and require an awareness and understanding of the monitoring parameters. Thyroid-stimulating hormone (TSH) is the most prevalent marker of thyroid function but the ‘normal’ reference range is debated. 90-95% of healthy individuals have TSH levels below 2.5 µIU/mL while the upper limit of the reference range is 4-4.5 µIU/mL. Consequently, patients with symptoms of low energy and low mood with TSH levels in the ‘high normal’ range may have mild hypothyroidism.



The evidence for thyroid supplementation of mild hyperthyroidism is mixed with some study designs using very modest doses resulting in minimal effects on TSH level or symptoms. Studies involving thyroid hormone augmentation of antidepressants mainly involved Tricyclic antidepressants (TCAs) are underpowered and systematic comparison with newer antidepressants are lacking. However, there is evidence that triiodothyronine (Liothyronine T3) may accelerate the response to antidepressants and may augment the response to antidepressants in refractory depression. Add-on treatment with supraphysiologic doses (250–600 µg/day) of Levothyroxine (T4) has shown efficacy in open-label and in placebo-controlled studies, including in rapid cycling and prophylaxis-resistant bipolar disorder, and with acute refractory uni or bipolar depression. 



Few studies comparing T3 and T4 have been conducted, none of them adequately powered, and little compelling evidence is available to favour T3 or T4 as a treatment. Levothyroxine (T4) is affordable and readily available, whereas triiodothyronine (Liothyronine T3) supplies will vary and has a higher acquisition cost. Low dosages, starting with 50–100 µg/day for T4 (Levothyroxine) and 20–50 µg/day for T3 (Triiodothyronine / Liothyronine) usually suffice, but it is important to track symptoms, side effects, and serum TSH levels aiming to achieve a TSH level below 2 μIU/mL.



Studies indicate both T3 and T4 supplementation are generally well tolerated with few patients discontinuing due to adverse effects. Potential adverse effects include reduced bone density, osteoporosis, tachycardia, atrial fibrillation, systolic hypertension and “high cardiac output failure” and patients should be monitored for new onset of symptoms. Patients at high risk of osteoporosis e.g. post-menopausal women should be considered for appropriate bone protection.





Aronson, R., Offman, H. J., Joffe, R. T., et al. (1996) Triiodothyronine augmentation

in the treatment of refractory depression. A meta-analysis. Archives of General

Psychiatry, 53, 842–848



Bauer M., Whybrow P.C. (2021) Role of thyroid hormone therapy in depressive disorders. Journal of Endocrinological Investigation 44:2341–2347



Cohen BM, Sommer BR, Vuckovic A. (2018) Antidepressant-Resistant Depression in Patients With Comorbid Subclinical Hypothyroidism or High-Normal TSH Levels. Am J Psychiatry.175(7):598-604



Joffe R.T. et al (1993) A placebo-controlled comparison of lithium and triiodothyronine augmentation of tricyclic antidepressants in unipolar refractory depression. Archives of General Psychiatry. 50(5): 387-393.



Joffe, R. T. & Singer, W. (1990) A comparison of triiodothyronine and thyroxine in

the potentiation of tricyclic antidepressants. Psychiatry Research, 32, 241–251



Sinyor M, Schaffer A, Levitt A. (2010) The sequenced treatment alternatives to relieve depression (STAR*D) trial: a review. Can J Psychiatry. 55(3):126-35



Steiner, M., Radwan, M., Elizur, A., et al. (1978) Failure of L-triiodothyronine (T3)

to potentiate tricyclic antidepressant response. Current Therapeutic Research,

Clinical and Experimental, 23, 655–659



Thase, M. E., Kupfer, D. J. & Jarrett, D. B. (1989) Treatment of imipramine-resistant

recurrent depression. I: An open clinical trial of adjunctive L-triiodothyronine.

Journal of Clinical Psychiatry, 50, 385–388



Zhou X, Ravindran AV, Qin B, et al. (2015) Comparative efficacy, acceptability, and tolerability of augmentation agents in treatment-resistant depression: systematic review and network meta-analysis. J Clin Psychiatry. 76(4):e487-98.
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VORTIOXETINE REFERENCES



Vortioxetine is an example of a “multimodal” agent that enhances release of dopamine, norepinephrine, acetylcholine, and histamine, since it targets 3 modes of action:



1. Inhibition of a transporter (i.e., the serotonin transporter or SERT)

2. Actions at several G-protein linked receptors (i.e., agonist actions at 5HT1A receptors, partial agonist actions at 5HT1B receptors, antagonist actions at 5HT1D and 5HT7 receptors)

3. Inhibition of a ligand-gated ion channel (the 5HT3 receptor)



These actions also modify the release of both glutamate and GABA (gamma amino butyric acid) within various brain circuits.  Thus its potential modes of action seem to be different from the common SSRI and SNRI antidepressants and it may benefit those patients who complain of cognitive side effects from those other groups of medications or symptoms of cognitive dysfunction as part of their mood problems.





Behzadifar, M., et al. (2015) Evaluation Efficacy and Safety of Vortioxetine 20 mg/d versus Placebo for Treatment Major Depressive Disorder: A Systematic Review and Meta—Analysis of Randomized Controlled Trials. Pharmacology& Pharmacy, 6, 221-231.



D’Agostino A., English C.D. & ReyJ.A.(2015) Vortioxetine (Brintellix) A new serotonergic antidepressant. P&T 40(1) 36-40



Schatzber A.F. et al (2014) An overview of vortioxetine. J Clin Psychiatry 75(12) 1411-1418 



Stahl S.M. (2015) Modes and nodes explain the mechanism of action of vortioxetine, a multimodal agent (MMA): enhancing serotonin release by combining serotonin (5HT)transporter inhibition with actions at 5HT receptors (5HT1A, 5HT1B, 5HT1D, 5HT7 receptors)

CNS Spectrums 20 93-97



Stahl S.M. (2015) Modes and nodes explain the mechanism of action of vortioxetine, a multimodal agent (MMA): blocking 5HT3 receptors enhances release of serotonin, norepinephrine, and acetylcholine. CNS Spectrums 20 455–459



Stahl S.M. (2015) Modes and nodes explain the mechanism of action of vortioxetine, a multimodal agent (MMA): actions at serotonin receptors may enhance downstream release of four pro-cognitive neurotransmitters. CNS Spectrums 20 515–519 



[bookmark: _GoBack]Stahl S.M. (2015) Modes and nodes explain the mechanism of action of vortioxetine, a multimodal agent (MMA): modifying serotonin’s downstream effects on glutamate and GABA (gamma amino butyric acid) release. CNS Spectrums 20 331–336 
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THE CONSULTATION



Initiation of a new medication or a change of medication treatment requires face to face contact with the prescriber.



When prescribing antidepressant medication prescribers should explore any concerns the person may have about taking medication, and provide a full explanation of the reasons for prescribing, including: 



· The delay in development of the full antidepressant effect 

· The importance of taking medication as prescribed and the need to continue treatment after remission (especially in those with recurrent depressive episodes)

· Information on any potential side effects 

· The potential for interactions with other medications 

· The risk of discontinuation symptoms and how these can be minimised, particularly with shorter half-life drugs, such as paroxetine and venlafaxine 

· The fact that physical dependence does not occur with antidepressants



Written information appropriate to the person’s needs should be made available on ALL options for treatment, the final choice being based on best evidence and collaboration with the patient. 



PROACTIVE REVIEW OF CARE



For people who are not considered to be at increased risk of suicide NICE Guidelines state that they:

· Should be reviewed after 2 weeks

· Thereafter they should be reviewed on an appropriate and regular basis, e.g. at intervals of 2 to 4 weeks in the first 3 months (no less than 4 weekly)

· After 3 months at longer appropriate and regular intervals if response is good.

· This monitoring can be through face to face contact or via telephone

You can vary from this, but must record in the patient notes a rationale for doing so.



A person with depression started on antidepressants that is considered to present an increased suicide risk or is younger than 30 years (because of the potential increased prevalence of suicidal thoughts in the early stages of antidepressant treatment for this group):

· Should be seen after 1 week and a risk assessment completed

· Thereafter frequently as appropriate (at least weekly) until the risk is no longer considered clinically significant



Patients who do not attend a review or cancel appointments should be actively followed up. It is proven that following up patients enhances recovery.



Medication review should include:

· Review of the effects of the medication on symptoms and a note of improvements made

· Review of any negative effects or side effects of medication using appropriate measurements

· Review of adherence with treatment regime

· Physical health checks or blood levels as required.



Consider physical investigations for possible co-morbid conditions, e.g. thyroid function in people who do not respond after 3 months.



The person reviewing or monitoring medication must be competent to do so and have the right skills.  Where possible keep consistency by using the same person.

RECOVERY



Goal of the initial phase of treatment is remission where the patient regains baseline levels of functioning and symptom control. Recovery will be based on the diagnostic criteria being present and patient self-report.



Use of a validated rating scale can be helpful to quantify response to treatments. Examples include Hospital Anxiety and Depression Scale (HADS) or PHQ-9. 



RELAPSE PREVENTION



Medication

Risk factors for depressive recurrence:

· Residual symptoms

· More than three prior depressive episodes

· Chronic depression (episode 2 years or more)

· Family history of mood disorders

· Comorbidities (e.g. anxiety disorder, substance abuse)

· Late onset (age >60 years)

· Two or more acute medication trials to achieve remission



Chances of relapse decrease and prognosis improves depending on the time elapsed since discontinuing medication.  After 2-3 years, the risk to relapse on antidepressants is reduced by 50% compared with the first year and may continue to decline (Geddes et al., 2003, 

Sim et al., 2015). 

Thus, decisions regarding long-term treatment must be made on an individual basis, taking into account the patient’s past experience with longer medication-free intervals, if any.



SIDE EFFECTS (also see chart below)



If a person with depression experiences side effects following prescription of an antidepressant early in treatment, the prescriber should, in discussion with the person: 



· Monitor symptoms closely where side effects are mild and acceptable to the person 

· Stop or change to a different antidepressant if the person with depression prefers 

· Consider short-term concomitant treatment with a benzodiazepine (not normally for more than 2 weeks) where anxiety, agitation and/or insomnia are problematic.

· Watch for symptoms of hyponatraemia (dizziness, nausea, lethargy, confusion, cramps, seizures) especially in:

· Extreme old age (over 80yrs)

· People with reduced renal function

· Those with previous history of hyponatraemia

· Those on other drugs known to induce it (e.g. NSAIDs, carbamazepine, diuretics and chemotherapy)

· Females

· Those with low body weight

· Those with other medical problems (e.g. hypothyroidism, diabetes, hypertension, chronic obstructive pulmonary disease, stroke, head injury or cancer)

· People with low baseline sodium concentration

· If hyponatraemia develops withdraw antidepressants immediately.  If serum sodium >125mmol/l then monitor daily until returns to normal.  If serum sodium <125mmol/l then refer to specialist medical care.

· Consider reboxetine or lofepramine as alternative treatment.  Start with low dose and build slowly whilst monitoring. 



· Watch for serotonin syndrome:

· RestlessnessIncreasing severity



· Diaphoresis (sweating)

· Tremor

· Shivering

· Myoclonus (jerks and twitches)

· Confusion

· Convulsions

· Death

· Serotonin syndrome is particularly associated with combinations of antidepressants



CONSIDER THE RISK OF NEUROLEPTIC MALIGNANT SYNDROME (NMS) IF THE PATIENT IS NEUROLEPTIC NAÏVE



Neuroleptic malignant syndrome (NMS) is a neurological disorder most often caused by an adverse reaction to neuroleptic or antipsychotic drugs. 



The first symptom to develop is usually muscular rigidity, followed by high fever (increased body temperature >38 °C, diaphoresis "sweat shock"), symptoms of instability of the autonomic nervous system such as unstable blood pressure, and changes in cognition, including confused or altered consciousness, agitation, delirium and coma.  Other symptoms may include muscle tremors and pharyngitis.  Once symptoms do appear, they rapidly progress and can reach peak intensity in as little as three days.  These symptoms can last anywhere from eight hours to forty days.



A raised creatine phosphokinase (CPK) plasma concentration will be reported due to increased muscular activity and rhabdomyolysis (destruction of muscle tissue).  The patient may suffer hypertensive crisis and metabolic acidosis.  A non-generalised slowing on an EEG is reported in around 50% of cases. White blood cells (WBC) increase in the blood.



Unfortunately, symptoms are sometimes misinterpreted as symptoms of mental illness, delaying treatment.  NMS is less likely if a person has previously been stable for a period of time on antipsychotics, especially in situations where the dose has not been changed and there are no issues of non-adherence or consumption of psychoactive substances known to worsen psychosis.



The differential diagnosis is similar to that of hyperthermia.  It includes serotonin syndrome.  Features that are present in NMS and not serotonin syndrome are: bradykinesia, muscle rigidity, and laboratory values (WBC & CPK)



SYNDROME OF INAPPROPRIATE ANTIDIURETIC HORMONE SECRETION (SIADH)

See hyponatraemia above.



HANDY HINTS



Suicide Risk



When a person with depression is assessed to be at risk of suicide, practitioners should consider: 

· Toxicity in overdose where an antidepressant is prescribed and when determining the quantity supplied at any one time; where necessary, implement strategies to limit the amount of drug available.  Ensure you inform all involved of these strategies and their rationale, e.g. GP, community pharmacist etc.

· Be aware of the greater risk of death from overdose with tricyclic antidepressants (with the exception of lofepramine) and venlafaxine, than other equally effective drugs recommended for routine use in primary care.





Alternative Therapies



Although there is evidence that St John’s wort may be of benefit in mild or moderate depression, practitioners should: 

· Not prescribe or advise its use by people with depression because of uncertainty about appropriate doses, persistence of effect, variation in the nature of preparations and potential serious interactions with other drugs (including oral contraceptives, anticoagulants and anticonvulsants) 

· Advise people with depression of the different potencies of the preparations available and of the potential serious interactions of St John’s wort with other drugs



Interactions and discontinuation



When prescribing an SSRI, practitioners should consider using a product in a generic form. It should be noted that: 

· Fluoxetine, fluvoxamine and paroxetine are associated with a higher propensity for drug interactions than other SSRIs (see appendix 1 of the BNF for information on interactions) 

· Paroxetine is associated with a higher incidence of discontinuation symptoms (see table below)



Prescribing drugs other than SSRIs



Practitioners should take into account: 

· The increased likelihood of the person with depression stopping treatment because of side effects, and with venlafaxine and TCAs, the consequent need to increase the dose gradually 

· The specific cautions, contraindications, and monitoring requirements for some drugs, e.g. the possibility of exacerbation of hypertension with venlafaxine and duloxetine; the risk of hypokalaemia with reboxetine. Consult the BNF for detailed information

· That non-reversible MAOIs, e.g. phenelzine, should normally be prescribed only by specialist mental health professionals

· THAT DOSULEPIN SHOULD NOT BE USED AT ALL



SWITCHING ANTIDEPRESSANTS



When switching to another antidepressant, practitioners should be aware that the evidence for the relative advantage of switching either within a class or between classes is weak.  Reasonable choices for a second or third antidepressant are outlined in the Medication Pathway.



When switching to another antidepressant, which can normally be achieved within a week when switching from drugs with a short half-life, prescribers should consider the potential for interactions in determining the choice of new drug and the nature and duration of the transition.  Exercise caution particularly when switching: 

· From fluoxetine or paroxetine to a TCA, as these drugs inhibit the metabolism of TCAs. A lower starting dose of the TCA will be required, particularly with fluoxetine because of its long half-life 

· To a new serotonergic antidepressant (SNRIs or TCAs, and to a lesser degree trazodone and mirtazapine – see table on switching antidepressants) because of the risk of serotonin syndrome.  Features of serotonin syndrome include confusion, delirium, shivering, sweating, changes in blood pressure and myoclonus

· Monitor for hypokalaemia



Prescribers should also be aware of the potential for discontinuation syndromes associated with most antidepressants.  Thus, cross-tapering is advised (except in the case of a non-reversible MAOI).



SWITCHING ANTIDEPRESSANTS TO MOCLOBEMIDE



Consider an MAOI as an alternative treatment if hyponatraemia develops with other medication.  Start with low dose and build slowly whilst monitoring.



When switching to another antidepressant, which can normally be achieved within a week when switching from drugs with a short half-life, prescribers should consider the potential for interactions in determining the choice of new drug and the nature and duration of the transition.  Exercise caution particularly when switching:

· To a new serotonergic antidepressant such as an MAOI because of the risk of serotonin syndrome.  Features of serotonin syndrome include confusion, delirium, shivering, sweating, changes in blood pressure and myoclonus

· From a non-reversible MAOI; a 2-week washout period is required. Other antidepressants should not routinely be prescribed during this 2 week period. 





SWAPPING AND STOPPING CHART

Adapted from The Maudsley Prescribing Guidelines 13th Edition

		To



From

		MAOIs



		Moclobemide

		Tricyclics

		Clomipramine

		Fluoxetine

		Fluvoxamine1

		Other SSRIs2,

Vortioxetine3

		Venlafaxine Duloxetine

		Mirtazapine

		Trazodone

		Reboxetine4



		MAOI’s

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 3 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks



		Moclobemide

		Withdraw & wait 24 hours

		

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours



		Tricyclics

		Withdraw & wait for 2 weeks5

		Withdraw & wait 1 week

		Cross-taper cautiously

		Cross-taper cautiously

		Halve dose & add fluoxetine then slow withdrawal

		Cross-taper cautiously

		Halve dose & add SSRI then slow withdrawal

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously

		Halve dose & add trazodone then slow withdrawal

		Cross-taper cautiously



		Clomipramine

		Withdraw & wait for 3 weeks

		Withdraw & wait 1 week

		Cross-taper cautiously

		

		Withdraw then start fluoxetine at 10mg/day

		Withdraw then start with low dose

		Withdraw then start with low dose

		Withdraw then start with low dose

		Cross-taper cautiously

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Fluoxetine6

		Withdraw & wait 5-6 weeks

		Withdraw & wait 5-6 weeks

		Withdraw & wait 4-7 days then  start low dose

		Withdraw & wait for 2 weeks then start low dose

		

		Withdraw & wait 4-7 days then start low dose

		Withdraw & wait 4-7 days then  start low dose

		Withdraw then start with low dose7

		Cross-taper cautiously

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Fluvoxamine1

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Withdraw then start with low dose

		Withdraw then start fluoxetine at 10mg/day7

		

		Withdraw then start with low dose7

		Withdraw then start with low dose7

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Other SSRIs2,

Vortioxetine3

		Withdraw & wait 1 week9

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Withdraw then start with low dose

		Withdraw then start fluoxetine at 10mg/day7

		Withdraw then start with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Venlafaxine

Duloxetine

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Withdraw then start with low dose

		Withdraw then start fluoxetine at 10mg/day7

		Withdraw then start with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously



		Mirtazapine

		Withdraw & wait for 2 weeks

		Withdraw & wait 1 week

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		

		Cross-taper cautiously

		Cross-taper cautiously



		Trazodone

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		

		Cross-taper cautiously



		Reboxetine4

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		



		Stopping

		Reduce over 4 weeks or longer if necessary

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 2 weeks to 20mg/day then stop

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 4 weeks or longer if necessary8

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 4 weeks



















		

Note: Advice given in this table is partly derived manufacturers’ information and partly theoretical.  Caution is required in every instance.



Notes:

1 Fluvoxamine is a CYP1A2, CYP2C and CYP3A4 inhibitor which increases the risk of interactions 

2 Includes citalopram, escitalopram, paroxetine and sertraline. Paroxetine initiation not recommended due to the incidence of withdrawal symptoms

3 Limited data for vortioxetine so extra care required, particularly with fluoxetine and paroxetine which are CYP2D6 inhibitors

4 Reboxetine as monotherapy antidepressant is not recommended

5 Wait 3 weeks if switching from Imipramine

6 Beware: interactions with fluoxetine may still occur for 5 weeks after stopping fluoxetine because of its long half-life

7 Abrupt switch between SSRIs and SNRIs is possible at standard doses e.g. citalopram 20 mg and starting the standard dose of another, e.g. duloxetine 60 mg

8 Withdrawal effects seem to be more pronounced.  Slow withdrawal over 1-3 months may be necessary

9 Wait 3 weeks in the case of vortioxetine











ANTIDEPRESSANT DISCONTINUATION SYMPTOMS

		

		



		

		MAOIs

		TCAs

		SSRIs and related



		Symptoms

		Common

Agitation, irritability, ataxia, movement disorders, insomnia, somnolence, vivid dreams, cognitive impairment, slowed speech, pressured speech



		Common

Flu-like symptoms (chills, myalgia, excessive sweating, headache, nausea), insomnia, excessive dreaming

		Common

Flu-like symptoms, “shock-like” sensations, dizziness exacerbated by movement, insomnia, excessive (vivid) dreaming, irritability, crying spells



		

		Occasionally

Hallucinations, paranoid delusions

		Occasionally

Movement disorders, mania, cardiac arrhythmia

		Occasionally

Movement disorders, problems with concentration and memory



		Drugs most commonly associated with discontinuation symptoms

		All



Tranylcypromine is partly metabolised to amphetamine and is associated with a true “withdrawal” syndrome

		Amitriptyline

Imipramine

		Paroxetine

Venlafaxine















ANTIDEPRESSANTS – RELATIVE ADVERSE EFFECTS GUIDE



Adapted from The Maudsley Prescribing Guidelines 13th Edition



		Drug

		Sedation

		Hypotension

		Cardiac Conduction Disturbance

		Anticholinergic Effects

		Nausea

		Sexual Dysfunction



		Tricyclics

		

		

		

		

		

		



		Amitriptyline

		+++

		+++

		+++

		+++

		+

		+++



		Clomipramine

		++

		+++

		+++

		++

		++

		+++



		Imipramine

		++

		+++

		+++

		+++

		+

		+



		Lofepramine

		+

		+

		+

		++

		+

		+



		Nortriptyline

		+

		++

		++

		+

		+

		+



		Other antidepressants

		

		

		

		

		



		Agomelatine

		+

		-

		-

		-

		-

		-



		Duloxetine

		-

		-*

		-

		-

		++

		++



		Mirtazapine

		+++

		+

		-

		+

		+

		-



		Reboxetine

		+

		-

		-

		+

		+

		+



		Trazodone

		+++

		+

		+

		+

		+

		+



		Venlafaxine

		-

		-*

		+

		-

		+++

		+++



		Vortioxetine

		-

		+

		-

		-

		++

		+



		Selective serotonin reuptake inhibitors (SSRIs)

		

		

		



		Citalopram

		-

		-

		+

		-

		++

		+++



		Escitalopram

		-

		-

		+

		-

		++

		+++



		Fluoxetine

		-

		-

		-

		-

		++

		+++



		Fluvoxamine

		+

		-

		-

		-

		+++

		+++



		Sertraline

		-

		-

		-

		-

		++

		+++



		Monoamine oxidase inhibitors (MAOIs)

		

		

		

		



		Moclobemide

		-

		-

		-

		-

		+

		+







		Key:

		+++

		

		High incidence/severity



		

		++

		

		Moderate



		

		+

		

		Low



		

		-

		

		Very low/none







* Hypertension reported
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SWAPPING AND STOPPING CHART

Adapted from The Maudsley Prescribing Guidelines 14th Edition

		To



From

		MAOIs



		Moclobemide

		Tricyclics

		Clomipramine

		Fluoxetine

		Fluvoxamine1

		Other SSRIs2,

Vortioxetine3

		Venlafaxine Duloxetine

		Mirtazapine

		Trazodone

		Reboxetine4



		MAOI’s

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 3 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks

		Withdraw & wait for 2 weeks



		Moclobemide

		Withdraw & wait 24 hours

		

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours

		Withdraw & wait 24 hours



		Tricyclics

		Withdraw & wait for 2 weeks5

		Withdraw & wait 1 week

		Cross-taper cautiously

		Cross-taper cautiously

		Halve dose & add fluoxetine then slow withdrawal

		Cross-taper cautiously

		Halve dose & add SSRI then slow withdrawal

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously

		Halve dose & add trazodone then slow withdrawal

		Cross-taper cautiously



		Clomipramine

		Withdraw & wait for 3 weeks

		Withdraw & wait 1 week

		Cross-taper cautiously

		

		Withdraw then start fluoxetine at 10mg/day

		Withdraw then start with low dose

		Withdraw then start with low dose

		Withdraw then start with low dose

		Cross-taper cautiously

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Fluoxetine6

		Withdraw & wait 5-6 weeks

		Withdraw & wait 5-6 weeks

		Withdraw & wait 4-7 days then  start low dose

		Withdraw & wait for 2 weeks then start low dose

		

		Withdraw & wait 4-7 days then start low dose

		Withdraw & wait 4-7 days then  start low dose

		Withdraw then start with low dose7

		Cross-taper cautiously

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Fluvoxamine1

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Withdraw then start with low dose

		Withdraw then start fluoxetine at 10mg/day7

		

		Withdraw then start with low dose7

		Withdraw then start with low dose7

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Other SSRIs2,

Vortioxetine3

		Withdraw & wait 1 week9

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Withdraw then start with low dose

		Withdraw then start fluoxetine at 10mg/day7

		Withdraw then start with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously



		Venlafaxine

Duloxetine

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Withdraw then start with low dose

		Withdraw then start fluoxetine at 10mg/day7

		Withdraw then start with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously starting with low dose7

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously



		Mirtazapine

		Withdraw & wait for 2 weeks

		Withdraw & wait 1 week

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		

		Cross-taper cautiously

		Cross-taper cautiously



		Trazodone

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously starting with low dose

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		

		Cross-taper cautiously



		Reboxetine4

		Withdraw & wait 1 week

		Withdraw & wait 1 week

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		Cross-taper cautiously

		



		Stopping

		Reduce over 4 weeks or longer if necessary

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 2 weeks to 20mg/day then stop

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 4 weeks or longer if necessary8

		Reduce over 4 weeks

		Reduce over 4 weeks

		Reduce over 4 weeks



















		

Note: Advice given in this table is partly derived manufacturers’ information and partly theoretical.  Caution is required in every instance.



Notes:

1 Fluvoxamine is a CYP1A2, CYP2C and CYP3A4 inhibitor which increases the risk of interactions 

2 Includes citalopram, escitalopram, paroxetine and sertraline. Paroxetine initiation not recommended due to the incidence of withdrawal symptoms

3 Limited data for vortioxetine so extra care required, particularly with fluoxetine and paroxetine which are CYP2D6 inhibitors

4 Reboxetine as monotherapy antidepressant is not recommended

5 Wait 3 weeks if switching from Imipramine

6 Beware: interactions with fluoxetine may still occur for 5 weeks after stopping fluoxetine because of its long half-life

7 Abrupt switch between SSRIs and SNRIs is possible at standard doses e.g. citalopram 20 mg and starting the standard dose of another, e.g. duloxetine 60 mg

8 Withdrawal effects seem to be more pronounced.  Slow withdrawal over 1-3 months may be necessary

9 Wait 3 weeks in the case of vortioxetine











ANTIDEPRESSANT DISCONTINUATION SYMPTOMS

		

		



		

		MAOIs

		TCAs

		SSRIs and related



		Symptoms

		Common

Agitation, irritability, ataxia, movement disorders, insomnia, somnolence, vivid dreams, cognitive impairment, slowed speech, pressured speech



		Common

Flu-like symptoms (chills, myalgia, excessive sweating, headache, nausea), insomnia, excessive dreaming

		Common

Flu-like symptoms, “shock-like” sensations, dizziness exacerbated by movement, insomnia, excessive (vivid) dreaming, irritability, crying spells



		

		Occasionally

Hallucinations, paranoid delusions

		Occasionally

Movement disorders, mania, cardiac arrhythmia

		Occasionally

Movement disorders, problems with concentration and memory



		Drugs most commonly associated with discontinuation symptoms

		All



Tranylcypromine is partly metabolised to amphetamine and is associated with a true “withdrawal” syndrome

		Amitriptyline

Imipramine

		Paroxetine

Venlafaxine
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	Handy Hints When Prescribing Antidepressants

N.B. all drugs included for completeness – please check formulary status before prescribing

The order of drugs listed does not imply an order of preference – please refer to age-relevant treatment algorithm for specific recommendations on treatment choice
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 Handy Hints When Prescribing Antidepressants

The order of drugs listed does not imply an order of preference – please refer to the treatment algorithm for specific recommendations on treatment choice. Inclusion does not imply approval – please check formulary status before prescribing. Not a comprehensive list of antidepressants.



		SELECTIVE SEROTONIN REUPTAKE INHIBITORS (SSRIs)



		ACTION: Delayed disinhibition of serotonin neurotransmission via 4 key pathways – the somatodendritic serotonin autoreceptors, neuronal impulse flow and postsynaptic serotonin receptors, and inhibition of the serotonin reuptake pump



		DRUG

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Sertraline

		· Causes activation of the central nervous system and may be more useful for patients with fatigue and apathy.

· May be more useful for depressions with psychosis, the elderly/cognitively impaired and women. 

· Fewer clinically significant interactions.

· Less suitable for patients with anxious and panicky presentation.

· Avoid in agitated patients or those with gastrointestinal problems; higher incidence of diarrhoea than other SSRIs

· Drug of choice in pregnancy (lowest placental exposure), post-natal depression, breast-feeding (undetectable or low levels in infant) and in patients with cardiac disease

		· Before initiating treatment, discuss the possibility of discontinuation symptoms when treatment is stopped

· Upon initiation – headache, nausea, insomnia, gastro-intestinal upset, sexual dysfunction*

· Most common cause of poor compliance or stopping medication (especially in first 2 weeks).

· Side effects self-limiting and occur usually in first 2 weeks.

· Agitation and anxiety can increase / occur in first 2 weeks – if extreme use short term benzodiazepine (remember to discontinue) for approximately 2 weeks.

· Increased risk of GI bleeds; consider co-prescription of PPI, especially in elderly and/or in combination with aspirin or NSAID

· May alter glycaemic control in diabetic patients – insulin and/or oral hypoglycaemic dosage may need to be adjusted

· Case report evidence suggests risk of pruritic rash is increased in high consumers of chocolate. Reduced consumption may avoid or ameliorate the problem without the need to change treatment. 



*consider providing Choice & Medication (TEWV) or NHS (primary care) patient information leaflet as part of shared decision making on treatment choice



		Fluoxetine

		· Longer half-life – less discontinuation side effects; but more drug interactions; initiate other anti-depressants with caution for up to 5 weeks after discontinuing

· More likely to cause agitation and insomnia. 

· Causes activation of the central nervous system and may be more useful for patients with fatigue and apathy and hypersomnia.

· Consider for atypical depression, the overweight patient, bulimia, or use in pregnancy.

· Higher risk of drug interactions, avoid if taking other medications 

· Watch for early and late onset side effects

		· 



		Citalopram

		· ECG required before initiation in patients with cardiac disease to rule out pre-existing QT-prolongation – see Trust guidelines; maximum doses reduced by MHRA to minimise risk of dose-dependent QT-prolongation

· More selective in the way they work and, therefore, generally have fewer side effects or secondary properties which may suit medically ill patients or those where there is polypharmacy

		· 



		Escitalopram

		· 

		· 



		Fluvoxamine

		· Nausea more common.

· Drug interactions more common than with other SSRIs (potent inhibitor of hepatic cytochrome P450 enzymes)

· Has more anxiolytic and sedative properties and may be useful in patients with agitation and insomnia.

		· 



		Paroxetine

		· Initiation is not recommended by TEWV due to common discontinuation and antimuscarinic effects.

· See “swapping & stopping” chart for existing patients

		· 








		SEROTONIN / NOREPINEPHRINE REUPTAKE INHIBITORS (SNRIs)



		ACTION: Acts as an SSRI, but with additional norepinephrine reuptake inhibition, and some dopamine reuptake inhibition.



		DRUG

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Venlafaxine

		· Withdraw slowly – higher risk of discontinuation effects

· Venlafaxine MR – take in morning, less chance of insomnia

· Norepinephrine effect generally only seen in doses >150mg so acts as SSRI in lower doses

· Doses >225mg, of any preparation - secondary care initiation, monitoring and stabilisation, before transfer back to primary care.  Monitor BP 6 monthly.

· Be aware of higher toxicity in overdose so assess risk

		· Similar side effects to SSRIs upon initiation – nausea / headache / insomnia / sexual dysfunction (see SSRI section).

· Tend to be tolerated less well than SSRIs but better than TCAs

· Discontinuation effects more likely due to short half-life.

· Sexual dysfunction – problematic, but less so with duloxetine



		Duloxetine (in all doses)

		· May be of benefit to patients experiencing pain or frequency of micturition

· Lower starting dose (20mg/day*) and slower titration improves tolerability and reduces drop-outs

      *20mg & 40mg capsules not licensed for depression

· Use a combination of 30mg & 60mg capsules for doses >60mg/day - more cost-effective than 90mg/120mg caps

		· 







		NORADRENERGIC and SPECIFIC SEROTINERGIC ANTIDEPRESSANT (NaSSA)



		ACTION: Pre-synaptic alpha 2 adrenoreceptor antagonist - enhances both serotonin and norepinephrine neurotransmission, and has antihistamine properties



		DRUG

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Mirtazapine

		· Monitor FBC if sign of infection. 

· Sedation – paradoxically lower dose more likely to cause sedation than higher doses

		· Can cause weight gain and sedation.

· Can cause blood dyscrasias.

· Sexual dysfunction uncommon.







		MULTIMODAL SEROTINERGIC AGENT 



		ACTION: Inhibits re-uptake of serotonin, an antagonist at 5HT3 receptors and an agonist at 5-HT1A receptors 



		DRUG

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Vortioxetine

		· Enhanced release of 5HT, norepinephrine, dopamine, acetylcholine and histamine could theoretically improve the efficiency of information processing in maladaptive brain circuits by facilitating long-term potentiation, synaptic plasticity, and enhanced pyramidal neuron activity leading to improvement not only of mood, but also of cognitive symptoms in major depressive disorder.

· Glutamate action should help with anxiety, but trials in GAD have been variable

		· Nausea seems to be particularly prevalent

· No cardiovascular effects

· In SSRI/SNRI-resistant depression, switching to vortioxetine was superior to agomelatine and well tolerated

· Can be stopped abruptly, no need for gradual reduction in dose







		SEROTONIN ANTAGONIST REUPTAKE INHIBITORs (SARIs)



		ACTION: Similar to SSRIs but blocks serotonin receptors rather than stimulating them



		DRUG

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Trazodone

		· Low anticholinergic and cardiotoxicity.

· Take after food to reduce peak blood levels/side effects

· Can add to SSRI to aid sleep; lower doses may be effective, but some may need full antidepressant dose

		· Increased sedation (used off-licence as a hypnotic) and nausea.

· Tremor, postural hypotension, tachycardia.







		SELECTIVE NOREPINEPHRINE REUPTAKE INHIBITORs (NRIs)



		ACTION: Selective inhibition of norepinephrine reuptake



		DRUG NAME

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Reboxetine

		· Has also shown antinociceptive properties (reducing sensitivity to painful stimuli).

· Reasonable alternative in patient’s intolerant to serotonergic side effects from SSRI or TCA

· Reboxetine might be less effective than SSRI and SNRI

· Use only in severe depression or if patient is unable to tolerate serotonergic medications

		· Side effects (less than with TCA) - insomnia, sweating, dizziness, dry mouth, constipation, tachycardia, urinary hesitancy may occur.

· Sexual dysfunction uncommon.

· Can cause hypokalaemia.







		TRI- AND TETRACYCLIC ANTIDEPRESSANTs (TCAs)



		ACTION: Serotonin and norepinephrine reuptake inhibitor (therapeutic action), with anticholinergic properties, antihistamine and adrenergic antagonism (side effects).



		DRUG NAME

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Amitriptyline

		· Has shown additional effects on pain relief in low dose

		· Antimuscarinic, sedation (often with hangover effects), weight gain.

· Very cardiotoxic – arrhythmias, tachycardia / heart block.

· Very toxic in overdose as they inhibit sodium channels.

· Postural hypotension.

· Women less tolerant of TCA side effects than men 

· Titrate to effective dose.

· Caution in patients with cardiac disease.

· Don’t give to patients with suicide ideation or prescribe only a few days’ supply at a time.

· Studies demonstrated more rapid onset of action than with SSRI’s especially in male patients



		Lofepramine

		· Less cardiotoxic than other TCAs and therefore less toxic in overdose.

· May have increased risk of hepatic toxicity

		· 



		Doxepin

		· Very sedating, good for patients with sleep problems

		· 



		Clomipramine

		· More activating, has also demonstrated efficacy in anxiety; often used for depression with an obsessional component

		· 



		Imipramine

		· Anxiolytic and sedative, reasonable choice in patients with sleep problems

		· 



		Nortriptyline

		· Usually better tolerated than other TCAs with less cardiac and orthostatic side effects, often used in the elderly.

		· 



		Trimipramine

		· DO NOT PRESCRIBE – see NHS England guidance

· Trimipramine deprescribing guidance

· Dosulepin deprescribing guidance

		· 



		Dosulepin

		· 

		· 







		AGOMELATINE 



		ACTION: Melatonin receptor agonist and a selective serotonin-receptor antagonist; does not affect the uptake of serotonin, noradrenaline or dopamine



		DRUG NAME

		SPECIFIC INFORMATION

		COMMON SIDE EFFECTS & ADVICE



		Agomelatine

		· Restricted formulary in TEWV – see NTAG recommendation; requires approval before initiation

· RED drug – secondary care prescribing only

· Melatonin activity useful if insomnia is a feature

		· Relatively free of side-effects

· Minimal cardiovascular effects

· Rare reports of liver damage & failure – LFT monitoring required before initiation and after 3, 6, 12 and 24 weeks (repeat after dose changes), then regularly thereafter when clinically indicated
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The aim of this pathway is to encourage safe and efficient prescribing by advising the best 


evidence based


 


pharmacological 


treatments for unipolar depression


.


 


 


 


 


 


 


Key prescribing guidelines


 


·


 


At all steps, consider non


-


pharmacological options instead of or


 


in support of drug 


treatment, e.g. talking therapies 


 


·


 


Request a full list of medical problems and medication from the GP


 


·


 


Consider causative underlying physical health problems


 


·


 


Consider monotherapy first


 


·


 


Before initiating treatment, explain the risk of 


discontinuation symptoms and how these can 


be minimised


; explain the potential for increased suicidality during early weeks of 


treatment. Refer to the 


Medication Safety Bulletin: “Toxicity of Psychotropic Medication in 


Overdose”


 


to guide decisions on medication choice


 


·


 


Medication trials should be at least 


4


 


weeks at the maximum tolerable dose


 


·


 


Combination or augmentation may be more effective 


when there is partial response


 


·


 


Antidepressants used for alternative indications at low doses 


(e.g. trazodone to aid sleep)


 


should be taken into consideration but are not


 


considered combination treatment


 


·


 


Any benzodiazepine or hypnotic prescription should be used with caution and short term 


use only (maximum 2 weeks)


 


·


 


Deprescribing and Swapping & Stopping advice is provided


 


here


 


 


 


Definitions


 


·


 


Combination 


=


 


t


wo or more treatments, each of which represents an antidepressant alone


, 


i.e. it adds an extra effect without alteri


ng the action of the firs


t drug


 


·


 


Augmentation 


=


 


adding another drug that by itself 


is not an antidepressant


, but may 


improve the efficacy of the original antidepressant


.


 


·


 


Partial Response 


=


 


f


ailure to respond completely to a course of single drug therapy


 


·


 


Off


-


label 


=


 


prescribing a licensed medic


ine


 


for a condition 


outside 


its marketing 


authorisation


 


·


 


Unlicensed 


= 


prescribing a medicine that does not have a UK marketing 


authorisation


 


 


Off


-


label and Unlicensed Medicines


 


In later 


steps, the choices are often off


-


label


; 


t


his is highlighted 


where necessary


.  


Before 


prescribing off


-


label or unlicensed medicines the following conditions must be met:


 


·


 


The medicine is better suited to the patient’s needs than an appropriately licensed 


alternative 


 


·


 


There is a sufficient evidence


 


base and/or experience of using the medicine to 


demonstrate its safety and efficacy


 


·


 


The reasons why medicines are not licensed for their proposed use should be explained to 


the patient, or parent/carer 


 


·


 


A clear and 


accurate


 


record of


 


medicines 


and the rat


ional


e


 


for use should be documented 


on 


the EPR


 


(unless the medication is included in TEWV off


-


label permissions) as part of 


the Medication Treatment Plan


 


·


 


Off


-


label and unlicensed medications monitoring and prescribing arrangements are likely to 


remain in secondary care unless transfer has been agreed


 


 


 


 


Depression With Personality Disorder


 


Manage as per depressive episode including 


psychological and pharmacological treatments


. 


Consider diagnosis of co


-


morbid Depression


 


(


N) 


= 


recommended by NICE guidelines


 


* 


= 


should only be initiated by a Consultant Psychiatrist or Level 3 N


MP


 


with 


appropriate 


competency


 


Patients aged over 65 years:


  


Any doses stated refer to adult dosing and the prescriber 


should consult the BNF for advice on doses for elderly patient groups.
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