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• 2006 – current: Employed by NHS Scotland to provide a 
specialist service that includes psychiatric neurosurgery for 
depression and OCD

• In the last five years, the AIS has either implanted patients with 
VNS or continues to follow them up
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New…

Is an intervention that 
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Ketamine was first 
synthesised in 1962, and 

was licensed by the FDA in 
1970. It was widely used in 

Vietnam.
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There are some new 
antidepressants, but all employ 

pre-existing mechanisms of 
action. The compounds are new, 

but the ‘treatment’ is not



NEUROMODULATION

External



TRANSCRANIAL DIRECT CURRENT 
STIMULATION (tDCS)

Not ready for prime time…



What is it?

• The application of a small electric current to the scalp in order 
to affect underlying cortical activity



RCPsych position statement

• “…tDCS may represent an effective treatment option for patients presenting with 
major depressive episodes”

• “…tDCS offers a generally acceptable tolerability profile, which may make it a useful 
alternative to antidepressant medication in patients who do not wish to take 
medication and for those who cannot tolerate antidepressant medication.”

• “…the current body of evidence does not support the use of tDCS in treatment 
resistant depression.”

• “…the current body of evidence does not support the use of tDCS as an add-on 
augmentation treatment for depressed patients who are already taking an 
antidepressant…”

RCPsych Committee on ECT and Related Treatments (2017) Statement on Transcranial Direct Current Stimulation (tDCS) in Depression (Position statement CERT04/17). London: Royal 
College of Psychiatrists. http://www.rcpsych.ac.uk/pdf/Transcranial%20direct%20current%20stimulation%20-%20ECT%20ctee%20statement%20Feb%2017.pdf

http://www.rcpsych.ac.uk/pdf/Transcranial%20direct%20current%20stimulation%20-%20ECT%20ctee%20statement%20Feb%2017.pdf


CBT + tDCS then?

Aust, S., Brakemeier, E.-L., Spies, J., et al (2022) Efficacy of Augmentation of Cognitive Behavioral Therapy With Transcranial Direct Current Stimulation for Depression: A Randomized 
Clinical Trial [In Press]. JAMA Psychiatry. https://doi.org/10.1001/jamapsychiatry.2022.0696

https://doi.org/10.1001/jamapsychiatry.2022.0696


TRANSCUTANEOUS VAGUS NERVE 
STIMULATION (tVNS)

Nice idea, but almost certainly doesn’t work



What is it?

• The application of a small electric current to the ear in order to 
stimulate the vagus nerve



tVNS

• Transcutaneous VNS

Fang, J., Rong, P., Hong, Y., et al (2016) Transcutaneous Vagus Nerve Stimulation Modulates Default Mode Network in Major Depressive Disorder. Biological Psychiatry, 79, 266-273. 
http://dx.doi.org/10.1016/j.biopsych.2015.03.025

http://dx.doi.org/10.1016/j.biopsych.2015.03.025


tVNS

• It’s also being trialled for: disorders of 
consciousness; epilepsy; anxiety; vertigo; 
pain; headache; menstrual-related migraine; 
other types of migraine; immune system 
modulation; tinnitus; pro-social behaviour; 
schizophrenia; memory problems; tic 
disorders; atrial fibrillation; Parkinson’s 
disease; impaired glucose tolerance; hiccups

Yap, J. Y. Y., Keatch, C., Lambert, E., et al (2020) Critical Review of Transcutaneous Vagus Nerve Stimulation: Challenges for Translation to Clinical Practice. Frontiers in Neuroscience, 
14. https://doi.org/10.3389/fnins.2020.00284

https://doi.org/10.3389/fnins.2020.00284


REPETITIVE TRANSCRANIAL MAGNETIC 
STIMULATION (rTMS)

A potentially useful treatment, but not for all 
patients with TRD



What is it?

• The application of a pulsed electromagnetic field, aimed at 
affecting underlying cortical activity



Basic principles

• An external pulsed magnetic field can, by induction, affect the 
excitability of cortical neurones (Faraday’s law)

• Most common target is dorsolateral prefrontal cortex

• Most people have five 20-30 minute treatments per week for 
2-4 weeks

• Some regimes can give it twice/day over 2 weeks

• No anaesthetic is required



NICE (2015)

• “The evidence on repetitive transcranial magnetic stimulation 
for depression shows no major safety concerns. The evidence 
on its efficacy in the short-term is adequate, although the 
clinical response is variable. Repetitive transcranial magnetic 
stimulation for depression may be used with normal 
arrangements for clinical governance and audit.”

National Institute for Health and Care Excellence (2015) Repetitive transcranial magnetic stimulation for depression (IPG 542). London: National 
Collaborating Centre for Mental Health. http://nice.org.uk/guidance/ipg542

http://nice.org.uk/guidance/ipg542


RCPsych (2017)

• “The international scientific community has evaluated the 
available evidence in administration of rTMS in both clinical 
and research setting and has developed a standard safety 
protocol…International studies have reported rTMS as 
generally a safe treatment modality.”

RCPsych Committee on ECT and Related Treatments (2017) Statement on Repetitive Transcranial Magnetic Stimulation for Depression (Position statement 
CERT03/17). London: Royal College of Psychiatrists. http://www.rcpsych.ac.uk/pdf/Repetative%20Transcranial%20Magnetic%20Stimulation%20-
%20ECT%20ctee%20statement%20Feb17.pdf

http://www.rcpsych.ac.uk/pdf/Repetative%20Transcranial%20Magnetic%20Stimulation%20-%20ECT%20ctee%20statement%20Feb17.pdf


Clinical outcomes

• There are at least 20 systematic reviews and meta-analyses of 
rTMS for depression

• 80% of patients have failed to respond to ≥ 2 antidepressant 
treatment trials

• At least 50% of patients have severe depression on HRSD-17

• Effect size (against sham-TMS) is 0.33

• Compared to ECT, rTMS is inferior

Health Quality Ontario (2016) Repetitive Transcranial Magnetic Stimulation for Treatment-Resistant Depression: A Systematic Review and Meta-Analysis of 
Randomized Controlled Trials. Ontario Health Technology Assessment Series, 16, 1-66. https://www.ncbi.nlm.nih.gov/pubmed/27099642

https://www.ncbi.nlm.nih.gov/pubmed/27099642


Target population?

• Those with perinatal depression & OCD

• People who cannot tolerate standard doses of antidepressants

• Intolerance to ECT (e.g. marked cognitive adverse effects)

• Contraindication to repeated anaesthetics

• [Strong patient preference?]

• Unlikely to include very chronic or highly treatment-refractory 
patients



NEUROMODULATION

Internal stimulation



DEEP BRAIN STIMULATION

Direct stimulation of the CNS via implanted pulse 
generator



DBS

• Since several failed trials (BROADEN, RECLAIM), there hasn’t 
been much development in DBS for depression

• Individual research teams continue to report outcomes, but 
many of these are shorter-term ‘crossover’ trials rather than 
full RCTs

• There has been a recent interest in ‘closed loop’ systems



Reclaim (VC/VS) vs BROADEN (SG25)

RECLAIM (N=30) – 16 weeks BROADEN (N=90) – 26 weeks



Reclaim (VC/VS) vs BROADEN (SG25)

RECLAIM (N=30) – 16 weeks BROADEN (N=90) – 26 weeks

Dougherty, D. D., Rezai, A. R., Carpenter, L. L., et al (2015) A Randomized Sham-Controlled Trial of Deep Brain Stimulation of the Ventral Capsule/Ventral Striatum for Chronic Treatment-Resistant 
Depression. Biological Psychiatry, 78, 240-248. http://dx.doi.org/10.1016/j.biopsych.2014.11.023
Holtzheimer, P. E., Husain, M. M., Lisanby, S. H., et al (2017) Subcallosal cingulate deep brain stimulation for treatment-resistant depression: a multisite, randomised, sham-controlled trial. Lancet Psychiatry, 
4, 839-849. http://dx.doi.org/10.1016/S2215-0366(17)30371-1

http://dx.doi.org/10.1016/j.biopsych.2014.11.023
http://dx.doi.org/10.1016/S2215-0366(17)30371-1


Medial Forebrain Bundle DBS?

Coenen, V. A., Bewernick, B. H., Kayser, S., et al (2019) Superolateral medial forebrain bundle deep brain stimulation in major depression: a gateway trial. 
Neuropsychopharmacology, 44, 1224-1232. https://doi.org/10.1038/s41386-019-0369-9

https://doi.org/10.1038/s41386-019-0369-9




Scangos, K. W., Khambhati, A. N., Daly, P. M., et al (2021) Closed-loop neuromodulation in an individual with treatment-resistant depression. Nature Medicine, 27, 1696-
1700. https://doi.org/10.1038/s41591-021-01480-w

The device was programmed to 
deliver 6 seconds of stimulation 
when it had ‘detected’ its 
biomarker.

The biomarker was based on 
correlations between self-
reported mood ratings (using a 
VAS) and underlying 
measurements of cortical 
activity over a 10 day period.

The theory was that “Amygdala 
gamma power reflected 
depression severity and could be 
modulated by VC/VS stimulation 
to decrease clinical symptoms.”

https://doi.org/10.1038/s41591-021-01480-w


Scangos, K. W., Makhoul, G. S., Sugrue, L. P., et al (2021) State-dependent responses to intracranial brain stimulation in a patient with depression. Nature Medicine, 27, 229-231. 
https://doi.org/10.1038/s41591-020-01175-8

https://doi.org/10.1038/s41591-020-01175-8


VAGUS NERVE STIMULATION (VNS)



What is it?

• Direct stimulation of the left vagus nerve using a helical 
electrode connected to an implanted pulse generator



Why VNS?

• 80% of fibres in the 
vagus nerve are 
afferent

• The vagus nerve has 
projections to a range 
of areas that are 
potentially involved in 
the regulation of mood



Response rates from VNS at 12 
months
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Christmas, D., Steele, J. D., Tolomeo, S., et al (2013) Vagus nerve stimulation for chronic major depressive disorder: 12-month outcomes in highly 
treatment-refractory patients. Journal of Affective Disorders, 150, 1221-1225. http://dx.doi.org/10.1016/j.jad.2013.05.080

http://dx.doi.org/10.1016/j.jad.2013.05.080


Gaps in our knowledge

• We don’t have robust comparisons against ECT or expert-led 
pharmacotherapy

• There is only one RCT and it was probably too short (12 weeks)

– Most reviews and meta-analyses have little data

• There has been a trend away from further RCTs to prospective 
follow-up (i.e. observational studies) of relatively large cohorts, 
and indirect comparisons



Evidence base

• 22 studies:

– RCTs N=2†

– Open studies (single arm) N=16

– Open comparisons N=4

† In one, patients were randomized to different ‘doses’ of VNS

Bottomley, J. M., LeReun, C., Diamantopoulos, A., et al (2020) Vagus nerve stimulation (VNS) therapy in patients with treatment resistant depression: A 
systematic review and meta-analysis. Comprehensive Psychiatry, 98, 152156. https://doi.org/10.1016/j.comppsych.2019.152156

https://doi.org/10.1016/j.comppsych.2019.152156


Zhang, X., Qing, M.-J., Rao, Y.-H., et al (2020) Adjunctive Vagus Nerve Stimulation for Treatment-Resistant Depression: a Quantitative Analysis. Psychiatric Quarterly, 91, 669-
679. https://doi.org/10.1007/s11126-020-09726-5

https://doi.org/10.1007/s11126-020-09726-5


Long-term follow-up

Aaronson, S. T., Sears, P., Ruvuna, F., et al (2017) A 5-Year Observational Study of Patients With Treatment-Resistant Depression Treated With Vagus Nerve Stimulation or 
Treatment as Usual: Comparison of Response, Remission, and Suicidality. American Journal of Psychiatry, 174, 650-648. http://dx.doi.org/10.1176/appi.ajp.2017.16010034

• Non-randomised
• N=795

• VNS = 494
• TAU = 301

• ITT analysis N=765
• Outcomes were time to 

first response and first 
remission

• Rates are cumulative

http://dx.doi.org/10.1176/appi.ajp.2017.16010034


KETAMINE AND ESKETAMINE

Same drug, but different delivery mechanisms 
and only one is licensed for depression



Ketamine vs Esketamine

Ketamine

• Developed as a battlefield anaesthetic 
(first made in 1962 and licensed in 
1970)

• Still used within anaesthetic settings 
and pain clinics

• Whilst it can be given orally, when 
given for psychiatric disorders it is 
usually given intravenously

• Not licensed for psychiatric indications

• Cheap, and any cost comes from 
‘infusion clinics’

• Is a controlled drug

Esketamine

• Developed as a treatment for 
depression

• No role outside psychiatric settings

• Given intranasally

• Licensed for the treatment of 
depression

• Also a controlled drug



Mechanism of action

• The proposed mechanism of action is novel, but largely not 
understood

• Both drugs are NMDA antagonists, although the 
antidepressant effects can be attenuated by Naltrexone, so 
opioid receptor activation may play a role in ketamine effects

• Other implicated mechanisms include: BDNF; mTOR pathway; 
ERK

Williams, N. R., Heifets, B. D., Bentzley, B. S., et al (2019) Attenuation of antidepressant and antisuicidal effects of ketamine by opioid receptor antagonism. Molecular 
Psychiatry, 24, 1779-1786. https://doi.org/10.1038/s41380-019-0503-4
Williams, N. R., Heifets, B. D., Blasey, C., et al (2018) Attenuation of Antidepressant Effects of Ketamine by Opioid Receptor Antagonism. American Journal of Psychiatry, 175, 
1205-1215. http://doi.org/10.1176/appi.ajp.2018.18020138
Murrough, J. W. (2012) Ketamine as a Novel Antidepressant: From Synapse to Behavior. Clinical Pharmacology and Therapeutics, 91, 303-309. 
http://dx.doi.org/10.1038/clpt.2011.244

Mammalian Target of Rapamycin

Extracellular-signal-Regulated Kinase

https://doi.org/10.1038/s41380-019-0503-4
http://doi.org/10.1176/appi.ajp.2018.18020138
http://dx.doi.org/10.1038/clpt.2011.244


Ketamine | Evidence base

• Multiple RCTs and at least 8 systematic reviews

• Evidence is for short-term benefit only – most effects seem to 
‘wear off’ after 2-4 weeks

• Almost all involve IV infusions (0.5mg/ kg)

Caddy, C., Amit, B. H., McCloud, T. L., et al (2015) Ketamine and other glutamate receptor modulators for depression in adults. In Cochrane Database of Systematic Reviews 2015, Issue 9. Art. No.: CD011612. DOI: 
10.1002/14651858.CD011612.pub2. Chichester, UK: John Wiley & Sons, Ltd. http://dx.doi.org/10.1002/14651858.CD011612.pub2
Coyle, C. M. & Laws, K. R. (2015) The use of ketamine as an antidepressant: a systematic review and meta-analysis. Human Psychopharmacology: Clinical and Experimental, 30, 152-163. http://dx.doi.org/10.1002/hup.2475
Newport, D. J., Carpenter, L. L., McDonald, W. M., et al (2015) Ketamine and Other NMDA Antagonists: Early Clinical Trials and Possible Mechanisms in Depression. American Journal of Psychiatry, 172, 950-966. 
http://dx.doi.org/10.1176/appi.ajp.2015.15040465
Romeo, B., Choucha, W., Fossati, P., et al (2015) Meta-analysis of short- and mid-term efficacy of ketamine in unipolar and bipolar depression. Psychiatry Research, 230, 682-688. 
http://dx.doi.org/10.1016/j.psychres.2015.10.032
Rosenblat, J. D., Carvalho, A. F., Li, M., et al (2019) Oral Ketamine for Depression: A Systematic Review. Journal of Clinical Psychiatry, 80, 18r12475. https://doi.org/10.4088/JCP.18r12475
Schoevers, R. A., Chaves, T. V., Balukova, S. M., et al (2016) Oral ketamine for the treatment of pain and treatment-resistant depression. British Journal of Psychiatry, 208, 108-113. 
http://dx.doi.org/10.1192/bjp.bp.115.165498
Siegel, A. N., Di Vincenzo, J. D., Brietzke, E., et al (2021) Antisuicidal and antidepressant effects of ketamine and esketamine in patients with baseline suicidality: A systematic review. Journal of Psychiatric Research, 137, 426-
436. https://doi.org/10.1016/j.jpsychires.2021.03.009
Walsh, Z., Mollaahmetoglu, O. M., Rootman, J., et al (2022) Ketamine for the treatment of mental health and substance use disorders: comprehensive systematic review. BJPsych Open, 8, e19. 
https://doi.org/10.1192/bjo.2021.1061

http://dx.doi.org/10.1002/14651858.CD011612.pub2
http://dx.doi.org/10.1002/hup.2475
http://dx.doi.org/10.1176/appi.ajp.2015.15040465
http://dx.doi.org/10.1016/j.psychres.2015.10.032
https://doi.org/10.4088/JCP.18r12475
http://dx.doi.org/10.1192/bjp.bp.115.165498
https://doi.org/10.1016/j.jpsychires.2021.03.009
https://doi.org/10.1192/bjo.2021.1061


Esketamine | 1

• Approved by the SMC for use in the 
Scottish NHS in 2020 for:

• …adults with TRD who have not 
responded to ≥ 2 antidepressants in 
the current episode (moderate to 
severe)…in combination with an SSRI or 
SNRI

Scottish Medicines Consortium (2020) SMC2258. Esketamine 28mg nasal spray, solution (Spravato®). 
Edinburgh: NHS Scotland. https://www.scottishmedicines.org.uk/medicines-advice/esketamine-spravato-
full-smc2258/

https://www.scottishmedicines.org.uk/medicines-advice/esketamine-spravato-full-smc2258/


Esketamine | 2

• Given intranasally by the patient, under supervision from a 
healthcare professional (can be a nurse)

• Patients have to be monitored until they are “clinically stable” 
(usually within 1.5 – 3 hours), and patients cannot drive for 24 
hours

• Additional requirement (recent) of all patients needing to be 
added to a registry (to track the emergence of misuse)



Esketamine | 3
• Licensing by the US FDA was contentious

• TRANSFORM-1 and TRANSFORM-3 were negative, and only 
TRANSFORM-2 demonstrated a difference from placebo (4 
points on the MADRS)

• TRD is a chronic disorder, so short-term efficacy is 
uncompelling

• There’s limited evidence for relapse prevention (SUSTAIN-1) 
and such studies are affected by ‘functional unblinding’

Fedgchin, M., Trivedi, M., Daly, E. J., et al (2019) Efficacy and Safety of Fixed-Dose Esketamine Nasal Spray Combined With a New Oral Antidepressant in Treatment-Resistant Depression: Results of a 
Randomized, Double-Blind, Active-Controlled Study (TRANSFORM-1). International Journal of Neuropsychopharmacology, 22, 616-630. https://doi.org/10.1093/ijnp/pyz039
Popova, V., Daly, E. J., Trivedi, M., et al (2019) Efficacy and Safety of Flexibly Dosed Esketamine Nasal Spray Combined With a Newly Initiated Oral Antidepressant in Treatment-Resistant Depression: A 
Randomized Double-Blind Active-Controlled Study. American Journal of Psychiatry, 176, 428-438. http://doi.org/10.1176/appi.ajp.2019.19020172
Ochs-Ross, R., Daly, E. J., Zhang, Y., et al (2020) Efficacy and Safety of Esketamine Nasal Spray Plus an Oral Antidepressant in Elderly Patients With Treatment-Resistant Depression - TRANSFORM-3. 
American Journal of Geriatric Psychiatry, 28, 121-141. https://doi.org/10.1016/j.jagp.2019.10.008
Daly, E. J., Trivedi, M. H., Janik, A., et al (2019) Efficacy of Esketamine Nasal Spray Plus Oral Antidepressant Treatment for Relapse Prevention in Patients With Treatment-Resistant Depression: A 
Randomized Clinical Trial. JAMA Psychiatry, 76, 893-903. https://doi.org/10.1001/jamapsychiatry.2019.1189

https://doi.org/10.1093/ijnp/pyz039
http://doi.org/10.1176/appi.ajp.2019.19020172
https://doi.org/10.1016/j.jagp.2019.10.008
https://doi.org/10.1001/jamapsychiatry.2019.1189


Esketamine | 3

• The Scottish NHS is noticeably lukewarm towards esketamine, 
possibly due to:

– Cost (a single dose is at least 10x the cost of two months of most SSRIs)

– Lack of infrastructure:

• Administration needs to be supervised by a healthcare professional for ≥ 40 minutes

• “…an assumption is made that six patients can be supervised simultaneously by two 
nurses at any one time. While this may be feasible for some clinics, it also apparently 
assumes that a service is available solely for delivery of esketamine. This contradicts 
the submitting company’s position that esketamine delivery can be incorporated into 
existing healthcare services” (SMC, 2020)

• Patients cannot drive on day of treatment

• It is a controlled drug



Esketamine | 4

• We don’t include it in any treatment recommendations 
although we are often asked about it

• Currently, its role remains unclear

• NHS Boards are, of course, free to try it but there are almost 
always better-evidenced treatments that have usually not been 
tried



Is there a role for Esketamine?

• Its other licensed indication is for “acute short-term treatment 
of psychiatric emergency due to major depressive disorder 
(MDD-PE)”

• Will it find a use within inpatient units to manage acute 
suicidality (indication creep inevitable)?

• You can imagine parties pushing this more, since the clinical 
need for such an intervention is probably higher (irrespective 
of efficacy)

Canuso, C. M., Singh, J. B., Fedgchin, M., et al (2018) Efficacy and Safety of Intranasal Esketamine for the Rapid Reduction of Symptoms of Depression and Suicidality in Patients at Imminent Risk 
for Suicide: Results of a Double-Blind, Randomized, Placebo-Controlled Study. American Journal of Psychiatry, 175, 620-630. http://doi.org/10.1176/appi.ajp.2018.17060720
Siegel, A. N., Di Vincenzo, J. D., Brietzke, E., et al (2021) Antisuicidal and antidepressant effects of ketamine and esketamine in patients with baseline suicidality: A systematic review. Journal of 
Psychiatric Research, 137, 426-436. https://doi.org/10.1016/j.jpsychires.2021.03.009
Wang, S.-M., Kim, N.-Y., Na, H.-R., et al (2021) Rapid Onset of Intranasal Esketamine in Patients with Treatment Resistant Depression and Major Depression with Suicide Ideation: A Meta-
Analysis. Clinical Psychopharmacology and Neuroscience, 19, 341-354. https://doi.org/10.9758/cpn.2021.19.2.341

http://doi.org/10.1176/appi.ajp.2018.17060720
https://doi.org/10.1016/j.jpsychires.2021.03.009
https://doi.org/10.9758/cpn.2021.19.2.341


PSYCHEDELICS



A timeline of psychedelic use in psychiatry | 1

• Phase 1
– 1938 – Albert Hofman ‘discovers’ LSD

– 1943 – Albert Hofman takes LSD (Bicycle Day = April 19th)

– 1953 –LSD is given to patients with alcoholism, and most other groups 
over time

– 1962 – FDA designates LSD as an experimental drug and research being 
restricted

– 1960s – LSD widely available as a recreational drug

– 1968 – LSD is made illegal by the US

– 1971 – The UN Convention on narcotics essentially banned access to 
psychedelics in most countries



A timeline of psychedelic use in psychiatry | 2

• Phase 2

– 1970s to 1990s – Little active research and very difficult to use 
controlled drugs for research

– 1990s – Big expansion in the pharmaceutical industry, with lots of 
new products and indications

– 2010s onwards – The traditional models of drug discovery fail, the 
pool of new drugs dries up, and many pharma companies pull out of 
CNS



A timeline of psychedelic use in psychiatry | 3

• Phase 3

– 2010s – Small groups of researchers push to be able to use 
psychedelics for research and some small trials are completed

– 2016 – RCT of psilocybin for cancer-related depression & anxiety 
(Griffiths, 2016) and feasibility studies in depression (Carhart-Harris, 
2016)

– 2021 – Comparison of Psilocybin and Escitalopram for depression 
(Carhart-Harris, 2021) and RCT of Psilocybin-Assisted Therapy for 
Depression (Davis, 2021)

Carhart-Harris, R., Giribaldi, B., Watts, R., et al (2021) Trial of Psilocybin versus Escitalopram for Depression. New England Journal of Medicine, 384, 1402-1411. https://doi.org/10.1056/NEJMoa2032994
Carhart-Harris, R. L., Bolstridge, M., Rucker, J., et al (2016) Psilocybin with psychological support for treatment-resistant depression: an open-label feasibility study. Lancet Psychiatry, 3, 619-627. 
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Let’s look at one recent study…
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• 870 people assessed for eligibility, with 800 excluded (most 
common reason was person already on antidepressants)

• 27 participants

• Randomised to

– Drug + Therapy (Immediate) N=15 (13 analysed)

– Drug + Therapy (Delayed) N=12 (11 analysed)

• Main intervention was oral psilocybin + 11 hours of supportive 
psychotherapy

Davis, A. K., Barrett, F. S., May, D. G., et al (2021) Effects of Psilocybin-Assisted Therapy on Major Depressive Disorder: A Randomized Clinical Trial. JAMA Psychiatry, 
78, 481-489. https://doi.org/10.1001/jamapsychiatry.2020.3285

https://doi.org/10.1001/jamapsychiatry.2020.3285
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• Participant characteristics:

– None were taking antidepressants

– Mean duration of current MDE was 24.4 ± 22.0 months

– 83% had a degree

– 46% were married

– 80% were working, with almost two-thirds in full-time employment

Davis, A. K., Barrett, F. S., May, D. G., et al (2021) Effects of Psilocybin-Assisted Therapy on Major Depressive Disorder: A Randomized Clinical Trial. JAMA Psychiatry, 
78, 481-489. https://doi.org/10.1001/jamapsychiatry.2020.3285

https://doi.org/10.1001/jamapsychiatry.2020.3285
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• Effect size was 2.2 at week five and 2.6 at week eight
Davis, A. K., Barrett, F. S., May, D. G., et al (2021) Effects of Psilocybin-Assisted Therapy on Major Depressive Disorder: A Randomized Clinical Trial. JAMA Psychiatry, 
78, 481-489. https://doi.org/10.1001/jamapsychiatry.2020.3285
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Leucht, S., Hierl, S., Kissling, W., et al (2012) Putting the efficacy of psychiatric and general medicine medication into perspective: review of meta-analyses. British 
Journal of Psychiatry, 200, 97-106. http://dx.doi.org/10.1192/bjp.bp.111.096594

• Comparable effect sizes:

– PPIs for reflux oesophagitis 1.39

– Interferon for chronic hepatitis C 2.37

– Antipsychotics for acute schizophrenia 0.43

– Antipsychotics as maintenance treatment 0.92

– Lithium for maintenance in BAD 1.12

– Antidepressants for maintenance in MDD 0.64

http://dx.doi.org/10.1192/bjp.bp.111.096594


Longer-term follow-up
• Follow-up was not controlled 

or blinded: one-third had 
received antidepressants

• Measures of ‘personal 
meaning’ and ‘spiritual 
significance’ correlated with 
well-being at 12-months, but 
not depression score

• ‘Psychological insight’ didn’t 
correlate with either

Gukasyan, N., Davis, A. K., Barrett, F. S., et al (2022) Efficacy and safety of psilocybin-assisted treatment for major depressive disorder: Prospective 12-month 
follow-up. Journal of Psychopharmacology, 36, 151-158. https://doi.org/10.1177/02698811211073759

https://doi.org/10.1177/02698811211073759


Cautions
• The current psychedelic studies:

– Are small

– Don’t have populations that most psychiatrists would recognise and 
they are often recruited via media

– Often poorly controlled (e.g. delayed treatment)

– Probably involve both the nocebo effect and expectancy effects

– Suffer from a high risk of functional unblinding

– Always involve some form of therapy, so we don’t the magnitude of a 
specific drug effect

– Don’t support mystical/ special properties of the drug

– Frequently have undeclared conflicts of interest



CONCLUSIONS

Separating the help from the hype



Conclusions

• The more cynical might argue that our greatest opportunity 
lies in using our existing treatments more effectively

• Most new treatments are:

– Unlikely to reach or relate to the mainstream

– Unsupported by compelling evidence that they have widespread 
and/ or sustained clinical effects

– Still ‘experimental’


