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[bookmark: _GoBack]Anxiety Medication Pathway for Adults
The aim of this pathway is to encourage safe and efficient prescribing by advising the best evidence based pharmacological treatments for anxiety disorders. 
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
· Medication trials should be at least 6-12 weeks at the maximum tolerable dose
· Antidepressants used for alternative indications at low doses 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)

Definitions
· Combination - A combination of 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 - Augmentation means adding another drug that by itself is not an antidepressant, but that 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 medication for a condition outside of their licence
· Unlicensed - prescribing a medicine that does not have a UK marketing licence

Off-label and Unlicensed Medicines
As you move through the steps, the choices are often off-label.  This is highlighted next to each medication.  Before prescribing off-label or unlicensed medicines the following conditions must be met:
· The medicine is better suited to the patient/client’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/client, or parent/carer 
· A clear and accurate record of medicines and the rational for use should be documented on Paris (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
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Any drug marked with an (N) is recommended by NICE guidelines
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NO RECOVERY
STEP 2
Trial of single drug therapy – 6-12 weeks at treatment dose
SSRI
 
· Sertraline
Initially 25-50mg OM Titrate to 100-200mg OM (N)
Reassess anxiety 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
STEP 1
Trial of single drug therapy – 6-12 weeks at treatment dose
Alternative SSRI
 
· Escitalopram 
Initially 5-10mg OM; Max 20mg OM [licenced for GAD, OCD, Panic disorder & social anxiety disorder] (N)
· Citalopram
Initially 10mg OM; Max 40mg OM [licenced for Panic disorder only; off-label for other indications] (N)
Reassess anxiety 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
STEP 3
Trial of single drug therapy – 6-12 weeks at treatment dose
Consider referral to secondary care

PANIC
 
· Venlafaxine (N)
· Alternative SSRI (N)
SOCIAL ANXIETY
 
· Venlafaxine (N)
GAD
 
· SNRI (N)
· Mirtazapine (off-label) 
OCD
 
· Alternative SSRI (N)
· Clomipramine (N)
PTSD
 
· Venlafaxine (off-label) (N)
· Fluoxetine (off-label) (N)
PARTIAL RESPONSE
 
Consider increase to maximum dose for further 6 week trial if tolerated
Reassess anxiety using interview and a validated rating scale
 
Check effects of medication and adherence
NO RECOVERY
May be used for target symptoms at any stage
· Benzodiazepines
(Max 2 weeks)
· Trazodone (see further info below) 
· Propranolol – for somatic symptoms only. Can cause drowsiness
ADJUNCT
MEDICINES



















































STEP 4
Secondary Care Initiation/Recommendation

Consider in any order 
6-12 weeks at treatment dose

STEP 5
Secondary Care Initiation

Consider in any order
6-12 weeks at treatment dose
STEP 6
Secondary Care Only
NO RECOVERY
· Consider referral to tertiary service or specialist within TEWV
PANIC
 
· Mirtazapine (off-label)
· Moclobemide (off-label)
· Duloxetine (off-label)
SOCIAL ANXIETY
 
· Moclobemide (N)
· Pregabalin (off-label)
· Gabapentin (off-label)
GAD
 
· Pregabalin (N)
· Gabapentin (off-label) (alternative if S/E’s)
· Clomipramine (N)
· Quetiapine (monotherapy or augmentation) (off-label)
OCD
 
· Risperidone & SSRI (augmentation) (off-label)
· Aripiprazole & SSRI (augmentation) (off-label)
· Clomipramine & Citalopram (off-label)
(combination) (N) 
(See ECG guidance)
PTSD
 
· Duloxetine (off-label)
· Prazosin / Doxazosin (nightmares) (augmentation) (off-label)

Reassess anxiety 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
GAD
 
· Buspirone & SSRI (augmentation) (off-label)
OCD
 
· Topiramate & SSRI (augmentation) (off-label)
· Lamotrigine & SSRI (augmentation) (off-label)
· Ondansetron & SSRI (augmentation) (off-label)
· Above BNF range SSRI (off-label)
PTSD
 
· Olanzapine (off-label) (augmentation) (N)
· Risperidone (off-label) (augmentation) (N)
· Quetiapine (off-label) (augmentation) (N)
Reassess anxiety using interview and a validated rating scale
 
Check effects of medication and adherence
NO RECOVERY
NO RECOVERY
PANIC
 
· Clomipramine (off-label) (N)
SOCIAL ANXIETY
 
· Olanzapine (off-label) (augmentation) 












































Further Information About Treatment Options
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Swapping and Stopping Advice				Citalopram QTc monitoring



Useful links
NICE Guidelines for Anxiety
Generalised anxiety disorder and panic disorder in adults: management. 2011. (Clinical guideline 113.)
www.nice.org.uk/guidance/cg113
Obsessive-compulsive disorder and body dysmorphic disorder: treatment. 2005. (Clinical guideline 31.)
www.nice.org.uk/guidance/cg31
Post-traumatic stress disorder. (NICE guideline [NG116])  Published date: December 2018
https://www.nice.org.uk/guidance/ng116
Social anxiety disorder: Recognition, assessment and treatment. 2013. (Clinical guideline 159.)
www.nice.org.uk/guidance/cg159
The Maudsley Prescribing Guidelines
Taylor, D., Barnes T.R.E. & Young A.H. (2018). Chapter 3 – Depression and anxiety. In The Maudsley Prescribing Guidelines, 13th 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	
· Anxiety Spectrum Disorders – Table 4.23, p360-372
· Antidepressants: relative adverse effects – a rough guide – Table 3.23, p358-359
· Antidepressant discontinuation symptoms – Table 3.9, p310-313
· Serotonin syndrome symptoms – Fig 3.4, p315
· Antidepressants – swapping and stopping – Table 3.11, p314-320

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.

TEWV Psychotropic Medication Monitoring Guidance (internet version)

Yellow Card Adverse Reaction Reporting Scheme
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GENERALISED ANXIETY DISORDER REFERENCES



GAD follows a chronic course in many cases and it is not uncommon to find that patients presenting for treatment have experienced active symptoms of the disorder for more than 10 years. Co-morbid depression is found in over 60% of cases and requires simultaneous treatment to improve outcomes. In co-morbid bipolar disorder, adequate mood stabilization is recommended prior to treating GAD symptoms. Insomnia is common in GAD and first line treatment should avoid pharmacological options by providing advice on sleep hygiene as even non-sedating anxiolytics can improve sleep in the longer term.  



[bookmark: _GoBack]Licenced products include escitalopram, venlafaxine and duloxetine (paroxetine is not recommended by TEWV).  NICE recommends sertraline (used off-label) and this would be the best option for women of child bearing potential owing to extent of safety data in pregnancy and lactation.  SSRIs may cause a transient increase in anxiety symptoms when treatment is initiated. Other antidepressants may also be effective and mirtazapine, particularly, has reasonable research evidence. The TCA clomipramine may be useful; however it has poorer tolerability and potential for serious side effects.  Pregabalin is another licenced product (and if this is not tolerated gabapentin can be used as a substitute).  Quetiapine in low dose (<150mg) has some evidence for efficacy (primarily as a monotherapy), but would be used off-label.  Augmentation of an SSRI with buspirone has some research evidence; however it has a slow onset of action and the efficacy is reduced in recent benzodiazepine use. 





Allgulander C., et al. (2001) Venlafaxine extended release (ER) in the treatment of generalised anxiety disorder: Twenty-four-week placebo-controlled dose-ranging study. Br J Psychiatry 179(1) 15-22



Baldwin D.S., et al. (2011) Evidence-based pharmacological treatment of generalized anxiety disorder. Int J Neuropsychopharm 14, 697-710



Baldwin D.S. et al (2014) Evidence-based pharmacological treatment of anxiety disorders, post-traumatic stress disorder and obsessive-compulsive disorder: a revision of the 2005 guidelines from the British Association for Psychopharmacology.

J Psychopharm, 28(5) 403-39



Bandelow B., et al. (2010) Extended-release quetiapine fumarate (quetiapine XR): A once-daily monotherapy effective in generalized anxiety disorder. Data from a randomized, double-blind, placebo- and active-controlled study. Int J Neuropsychopharm 13, 305-320



Bech P., et al. (2010) Relapse prevention and residual symptoms: A closer analysis of placebo-controlled continuation studies with escitalopram in major depressive disorder, generalized anxiety disorder, social anxiety disorder, and obsessive-compulsive disorder. J Clin Psychiatry 71(2) 121-129



Boschen, M.J. (2011)  A meta-analysis of the efficacy of pregabalin in the treatment of generalized anxiety disorder. Canadian Journal of Psychiatry 56(9) 558-66



Chessick C.A., et al. (2009) Azapirones for generalized anxiety disorder (Review). Cochrane Database of Systematic Reviews, Issue 1



Davidson J.R., et al. (2010) A psychopharmacological treatment algorithm for generalised anxiety disorder (GAD). J Psychopharmacol 24(1) 3-26



Endicott J., et al. (2007) Duloxetine treatment for role functioning improvement in generalized anxiety disorder: Three independent studies. J Clin Psychiatry 68(4) 518-524



Gambi F., et al. (2005) Mirtazapine treatment of generalized anxiety disorder: a fixed dose, open label study. J Psychopharmacol 19(5) 483-487



Gelenberg A.J., et al. (2000) Efficacy of venlafaxine extended-release capsules in non-depressed outpatients with generalized anxiety disorder: A 6-month randomized controlled trial. JAMA 283(23) 3082-3088



Maneeton N., et al. (2016) Quetiapine monotherapy in acute treatment of generalized anxiety disorder: a systematic review and meta-analysis of randomized controlled trials. Drug Des Devel Ther 12(10) 259-76



National Collaborating Centre for Mental Health. (2011) Generalised anxiety disorder in adults: management in primary, secondary and community care. NICE CG 113. Leicester and London (UK): The British Psychological Society and The Royal College of Psychiatrists



National Institute for Health and Clinical Excellence. (2012) Generalised anxiety disorder in adults: A summary of selected new evidence relevant to NICE clinical guideline 113 ‘Generalised anxiety disorder and panic disorder (with or without agoraphobia) in adults: management in primary, secondary and community care’ (2011). Evidence Update 22. NICE



National Institute for Health and Clinical Excellence. (2013) Evidence Summary:  unlicensed or off-label medicine (ESUOM12): Generalised anxiety disorder: quetiapine. Bazian Ltd.



Pignon B., et al. (2015) The Place of Antipsychotics in the Therapy of Anxiety Disorders and Obsessive-Compulsive Disorders. Pharmacotherapy 35(2) 175-88



Slee A., et al. (2019) Pharmacological treatments for generalised anxiety disorder: a systematic review and network meta-analysis. Lancet 393: 768-777
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OBSESSIVE-COMPULSIVE DISORDER REFERENCES



Symptoms may be slow (up to 12 weeks) to respond  to pharmacological treatments but relapse-prevention studies show significant advantages to continuing medication long-term following response.  Licenced pharmacological treatments for OCD are sertraline, escitalopram, fluoxetine, fluvoxamine, clomipramine and paroxetine (the latter not recommended within TEWV).  There are little data for relative efficacies; however, clomipramine may show marginally improvement over SSRIs but is less well tolerated.  Some studies suggest greater efficacy (though poorer tolerability) with higher doses of SSRIs.  Other antidepressants may be efficacious, but would be used off-label.  In treatment resistant cases there is evidence for augmentation of antidepressants with atypical antipsychotics; risperidone 0.5-3mg (strongest evidence) and aripiprazole 10mg; antiepileptics lamotrigine and topiramate; and 5-HT3 receptor antagonists ondansetron (4-8mg/day) or granisetron.  Combination of clomipramine and citalopram may be effective but has a potential risk of serotonin syndrome.  Combination of psychological therapy and pharmacological treatment may be more effective that either treatment alone, although data on long-term improvement is lacking. 





Askari N., et al. (2012) Granisetron adjunct to fluvoxamine for moderate to severe obsessive-compulsive disorder. CNS Drugs 26(10) 883–92



Baldwin D.S. et al (2014) Evidence-based pharmacological treatment of anxiety disorders, post-traumatic stress disorder and obsessive-compulsive disorder: a revision of the 2005 guidelines from the British Association for Psychopharmacology.

J Psychopharm, 28(5) 403-39



Berlin H.A. et al. (2011) Double-blind, placebo controlled trial of topiramate augmentation in treatment-resistant OCD. J Clin Psychiatry 72(5) 716-21



Bloch M.H, et al. (2010) Meta-analysis of the dose-response relationship of SSRI in

obsessive-compulsive disorder. Molecular Psychiatry 15, 850–55



Borue X., et al. (2015) Biological treatments for obsessive-compulsive and related disorders. Journal of Obsessive-Compulsive and Related Disorders 6, 7-26



Bruno A. et al (2012) Lamotrigine augmentation of SSRIs in treatment-resistant obsessive-compulsive disorder. J Psychopharmacol 26(11) 1456-62



Dold M. et al (2013) Antipsychotic augmentation of serotonin reuptake inhibitors in treatment-resistant obsessive-compulsive disorder: a meta-analysis of double-blind, randomized, placebo-controlled trials. The International Journal of Neuropsychopharmacology 16, 557-74



Fineberg N.A., et al. (2015) Obsessive–compulsive disorder (OCD): Practical strategies for pharmacological and somatic treatment in adults. Psychiatry Research 227, 114-25



Higuma H. et al. (2012) Aripiprazole augmentation in 13 patients with refractory obsessive-compulsive disorder: A case series. The World Journal of Biological Psychiatry 13(1) 14–21



Marazziti D., et al. (2008) Effectiveness of long-term augmentation with citalopram to clomipramine in treatment-resistant OCD patients. CNS Spectr 13(11) 971-6



National Collaborating Centre for Mental Health. (2006) Obsessive compulsive disorder: Core interventions in the treatment of obsessive compulsive disorder and body dysmorphic disorder.  National Clinical Practice Guideline Number 31. The British Psychological Society and The Royal College of Psychiatrists



National Institute for Health and Care Excellence. (2013) Obsessive-compulsive disorder: A summary of selected new evidence relevant to NICE clinical guideline 31 ‘Obsessive-compulsive disorder: core interventions in the treatment of obsessive-compulsive disorder and body dysmorphic disorder’ (2005). Evidence Update 47. NICE



Pallanti S., et al. (2004) Response acceleration with mirtazapine augmentation of citalopram in obsessive-compulsive disorder patients without comorbid depression: A pilot study. J Clin Psychiatry 65(10) 1394-99



Pallanti S., et al. (2014) Ondansetron augmentation in patients with obsessive-compulsive disorder who are inadequate responders to serotonin reuptake inhibitors: Improvement with treatment and worsening following discontinuation. European Neuropsychopharmacology  24, 375-80



Pampaloni I., et al. (2010) High-dose selective serotonin reuptake inhibitors in OCD: a systematic retrospective case notes survey. J Psychopharmacol 24(10) 1439-1445



Phillips K. (1996) An open study of buspirone augmentation of serotonin-reuptake inhibitors in body dysmorphic disorder.  Psychopharmacology Bulletin 32(1) 175-80



Soltani F., et al. (2010) A double-blind, placebo controlled pilot study of ondansetron for patients with obsessive compulsive disorder. Hum Psychopharmacol 25(6) 509-13
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PANIC DISORDER REFERENCES



Licenced products include sertraline, escitalopram, citalopram and venlafaxine (modified release is licenced but immediate release used off-label), and paroxetine; however, the incidence of withdrawal effects with paroxetine limits its’ usage (not recommended by TEWV).  SSRIs may cause a transient increase in anxiety symptoms when treatment is initiated. Other antidepressants have shown efficacy in off label usage including mirtazapine, duloxetine, Moclobemide alternative SSRIs (fluoxetine, fluvoxamine) and the TCA clomipramine. Benzodiazepines are associated with poorer outcomes so should be avoided if possible in panic disorder. Similarly, sedating antihistamines and antipsychotics should be avoided. Psychological therapies can have significant and long-lasting benefits in panic disorder either monotherapy or in combination with pharmacological treatment. 





Andrisano C., et al. (2013) Newer antidepressants and panic disorder: a meta-analysis. Int Clin Psychopharmacol 28(1) 33-45



Baldwin D.S. et al (2014) Evidence-based pharmacological treatment of anxiety disorders, post-traumatic stress disorder and obsessive-compulsive disorder: a revision of the 2005 guidelines from the British Association for Psychopharmacology.

J Psychopharm, 28(5) 403-39



Batelaan N.M. et al. (2012) Evidence-based pharmacotherapy of panic disorder an update. International Journal of Neuropsychopharmacology 15, 403-15



Krüger M.B., et al. (1999) The efficacy and safety of moclobemide compared to clomipramine for panic disorder. Eur Ar Psych Clin Neuro  249 Suppl 1 S19–S24



Lecrubier Y., Judge R. (1997) Long‐term evaluation of paroxetine, clomipramine and placebo in panic disorder. 95(2) 153-160



National Institute for Health and Clinical Excellence. (2011) Generalised anxiety disorder and panic disorder in adults: management. CG113 NICE



Pande A.C., et al (2000) Placebo controlled study of gabapentin treatment of panic disorder. J Clin Psychopharmacology 20(4) 467-71



Pollack M., et al. (2007) A RCT of venlafaxine ER and paroxetine in the treatment of outpatients with panic disorder. Psychopharmacology 194(2) 233-42



Ribeiro L., et al. (2001) Mirtazapine versus fluoxetine in the treatment of panic disorder. Braz J Med Biol Res 34(10) 1303-1307



Simon N.M., et al. (2009) Open-label support for duloxetine for the treatment of panic disorder. CNS Neuroscience & Therapeutics 15(1) 19-23



Tiller J.W. et al. (1999) Moclobemide and fluoxetine for panic disorder. Eur Arch Psychiatry Clin Neurosci 249 Suppl 1 S7-10
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PTSD REFERENCES



Both pharmacological and psychological therapies (notably trauma-focused CBT and EMDR) can be effective in PTSD either alone or in combination. Licenced products are few in number.  Both sertraline and paroxetine (the latter not recommended by TEWV) are licenced. Research evidence supports fluoxetine and venlafaxine as the best alternatives (depending on the patients symptom profile), and these would be off label uses. Duloxetine is another off label medication may be useful.  Prazosin 1-6mg/day has considerable evidence off-label in helping sleep and nightmares associated with PTSD and Doxazocin 4-16mg/day is a longer-acting alternative. Both can be associated with hypotension, syncope and tachycardia as potential side-effects. Trazodone can also be a helpful augmentation for reducing nocturnal symptoms. Benzodiazepines may be helpful in reducing hyperarousal symptoms but they do not provide any additional benefit with respect to the course of PTSD so are best avoided. Atypical antipsychotics (olanzapine/risperidone/quetiapine) may be helpful in reducing post-traumatic and depressive symptoms, sleep disturbance and comorbid ‘psychotic symptoms’. Symptoms may be slow to respond however most patients will experience at least a 50% reduction in symptoms after 12 weeks and around 70% reduction by 6 months. Following response to treatment, medication should be continued for at least a year to reduce the risk of relapse.  



Baldwin D.S. et al (2014) Evidence-based pharmacological treatment of anxiety disorders, post-traumatic stress disorder and obsessive-compulsive disorder: a revision of the 2005 guidelines from the British Association for Psychopharmacology.

J Psychopharm, 28(5) 403-39



Berger W., et al. (2008) Pharmacologic Alternatives to Antidepressants in Posttraumatic Stress Disorder: A Systematic Review. Prog Neuropsychopharmacol Biol Psychiatry 33(2): 169-80



Byers M.G., et al. (2010) Prazosin versus quetiapine for nighttime Posttraumatic Stress Disorder Symptoms in veterans: An assessment of long-term comparative effectiveness and safety. J Clin Psychopharmacol 30(3) 225-29



Carey P., et al. (2012) Olanzapine monotherapy in posttraumatic stress disorder: efficacy in a randomized, double-blind, placebo-controlled study. Human Psychopharmacology 27(4) 386-91



Hoskins M., et al. (2015) Pharmacotherapy for post-traumatic stress disorder: Systematic review and meta-analysis. The British Journal of Psychiatry 206 93-100



Kung S., et al. (2012) Treatment of nightmares with prazosin: A systematic review. Mayo Clin Proc 87(9) 890-900



National Collaborating Centre for Mental Health. (2005) Post-traumatic stress disorder: The management of PTSD in adults and children in primary and secondary care.  National Clinical Practice Guideline Number 26. Leicester and London (UK): Gaskell and the British Psychological Society



National Institute for Health and Clinical Excellence. (2013 Post-traumatic stress disorder: A summary of selected new evidence relevant to NICE clinical guideline 26 ‘The management of PTSD in adults and children in primary and secondary care’ (2005). Evidence Update 49. NICE



Rodgman C., et al. (2016) Doxazosin XL reduces symptoms of posttraumatic stress disorder in veterans with PTSD: a pilot clinical trial. J Clin Psychiatry. 77(5): 561-5



Stein M.B., et al. (2002) Adjunctive olanzapine for SSRI-resistant combat-related PTSD: A double-blind, placebo-controlled study. Am J Psychiatry 159(10) 1777-79



Taylor H.R., et al. (2008) Prazosin for treatment of nightmares related to posttraumatic stress disorder. Am J Health-Syst Pharm 65 716-22



Walderhaug E., et al. (2010) Effects of duloxetine in treatment-refractory men with posttraumatic stress disorder. Pharmacopsychiatry 43(2) 45-9
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SOCIAL ANXIETY REFERENCES



[bookmark: _GoBack]The evidence base for managing social anxiety is limited and there is even less for management of treatment resistant cases. Psychological therapies such as CBT can be effective for social anxiety and should be considered when discussing treatment.  Licenced products are sertraline, escitalopram, venlafaxine (modified release is licenced but immediate release used off-label), moclobemide (initiated in secondary care) and paroxetine (the latter not recommended by TEWV). SSRI’s are recommended first line due to their favourable side-effect profiles. Symptom response rates with medication are better than placebo but there are large numbers who may not respond. Other medications that have some research evidence are pregabalin, gabapentin and olanzapine as an augmenting agent to an SSRI (all these uses would be off label). In those who respond, relapse rates can be high following treatment discontinuation so long-term treatment may be needed. Benzodiazepines may be useful to augment another treatment in the early stages but the withdrawal and dependence problems limit their use to short-term.





Aarre T.F. (2003) Phenelzine efficacy in refractory social anxiety disorder: A case series. Nord J Psychiatry 57(4) 313-315



Baldwin D.S. et al (2014) Evidence-based pharmacological treatment of anxiety disorders, post-traumatic stress disorder and obsessive-compulsive disorder: a revision of the 2005 guidelines from the British Association for Psychopharmacology.

J Psychopharm, 28(5) 403-39



Barnett S.D., et al. (2002) Efficacy of olanzapine in social anxiety disorder: a pilot study. J Psychopharmacology 16(4) 365-368



Blanco C., et al. (2010) A placebo-controlled trial of phenelzine, cognitive behavioral group therapy, and their combination for social anxiety disorder. Arch Gen Psychiatiy 67(3) 286-295



Blanco C., et al. (2013) The evidence-based pharmacotherapy social anxiety disorder. Int J Neuropsychopharm 16 235-249



Davidson J. (2003) Pharmacotherapy of social phobia. Acta Psychiatr Scand Suppl 417 65–71



Feltner D.E., et al. (2011) Efficacy of pregabalin in generalized social anxiety disorder: results of a double-blind, placebo-controlled, fixed-dose study.  International Clinical Psychopharmacology 26(4) 213-20



National Collaborating Centre for Mental Health. (2013) Social anxiety disorder: Recognition, assessment and treatment.  National Clinical Practice Guideline Number 159. Leicester and London (UK): Gaskell and the British Psychological Society



Pande A.C., et al. (1999) Treatment of social phobia with gabapentin. J Clin Psychopharmacology 19 341-48



Pande A.C., et al. (2004) Efficacy of the novel anxiolytic pregabalin in social anxiety disorder. J Clin Psychopharmacology 24(2) 141-49
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TRAZODONE REFERENCES

[bookmark: _GoBack]Trazodone is a serotonin receptor 2 (5-HT2) antagonist/reuptake inhibitor which blocks serotonin 2A receptors potently (and the reuptake pump less potently). It is also a potent histamine 1 antagonist which may contribute to its efficacy as a hypnotic. It has a biphasic half-life First phase 3-6 hours and second phase 5-9 hours).  This may be why it helps to promote longer sleep in patients.  Its specific action also means that it generally is safe to use with other medications at lower doses for sleep (50-150mg). However, SSRIs, and fluoxetine in particular, can increase plasma levels of trazodone. Higher doses of trazodone in combination with various other antidepressants can increase the risk of serotonin syndrome so if combining for sedative effect then trazodone should be kept to the minimum effective dose. It has a lower risk of anticholinergic activity and is relatively safe in overdose compared to TCAs eg. amitriptyline which are often given for sleep. 



Fagiolini A., et al (2012) Rediscovering trazodone for the treatment of major depressive disorder. CNS Drugs 26(12) 1033–1049

Generali J.A., et al (2015) Trazodone: Insomnia (Adults). Hosp Pharm 50(5): 367-369

Saletu-Zyhlarz G.M., et al (2003) Confirmation of the neurophysiologically predicted therapeutic effects of trazodone on its target symptoms depression, anxiety and insomnia by postmarketing clinical studies with a controlled-release formulation in depressed outpatients.  Neuropsychobiology 48(4)194-208

Žourková A., et al (2006) Gender differences in efficacy and sexual function in long-term trazodone treatment. Int J Psych Clin Prac 10(3) 154-59
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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
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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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