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Disclosure
• The faculty have been informed of their responsibility to disclose to the 

audience if they will be discussing off-label or investigational use(s) of drugs, 
products, and/or devices (any use not approved by the US Food and Drug 
Administration).
– The off-label/investigational use of ketamine, MDMA, and psilocybin for the 

treatment of posttraumatic stress disorder, anxiety, and depression will be 
discussed.

– Please note, this is not a talk about drug abuse. The scope of this talk is limited 
to emerging investigations of psychedelics as therapeutic agents. 

• Applicable CME staff have no relationships to disclose relating to the subject 
matter of this activity.

• This activity has been independently reviewed for balance.



What’s it like to be depressed?
—Disconnected from others

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

“I felt so alone…”
“…enclosed in a mental prison.”

“(I felt) enclosed in the most narrow confined space imaginable
it was like a sack over my head.”

“I felt isolated. I was never part of any groups and I didn’t really 
have any close friends. I couldn’t relate to my peers. I was almost 
agoraphobic. I craved emotional company.”



What’s it like to be depressed?
—Disconnected from self

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

“After a while of having overwhelming negative emotions it wears you 
down and you end up feeling nothing in the end. Dad (became 
seriously ill), I was so detached I wasn’t able to be with him. I was so 
numb; I wasn’t really there.”

“(Depression and rumination) traps you, because you’re simply 
struggling to get by rather than thinking about the things you could 
do to improve your life.”

“You miss so many things because you can’t feel them.”



What’s it like to be depressed?
—Disconnected from senses

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

“Living in a world that had become flat and gray.”

“Depression had worn down all sensation, and I had no sexual 
response.”

“I would look at orchids and intellectually understand that there 
was beauty, but not experience it.”



What’s it like to be depressed?
—Unable to shift between inner and outer worlds (rumination)

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

“I had this washing machine in my head going round and round,
I didn’t even need to be there, it was an automatic process.” 

“I felt like when a computer gets locked and 
you can’t do anything about it.”  

“(I felt) stuck in my head and unable to feel.”



What’s depression treatment like (for the patient)?

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

“I get depressed, I go on the pills, they eventually work partially, 
then I try to come off them. I’m ok for 6 months, then it comes back, 
that’s been the pattern.”

“It was ‘here’s some tablets now go away.’”

“I got nothing out of it. I had 4 or 5 different people for a few 
sessions each.”



Connection to senses
(anhedonia)

Connection to others
(isolation)

Connection to self
(self-loathing/anhedonia)

Movement between 
inner and outer worlds
(rumination)

I S
D I S C O N N E C T I O N

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. 



What’s it like to treat depression (for the clinician)?

Van Sant JE, et al. Issues Ment Health Nurs. 2013;34(1):36-45.

“It’s hard to maintain hope, knowing that with each 
successive treatment, the chances of success decrease.”

“I hate having to give people a choice between 
depression and losing their sexual function.”

“It’s hard to treat depression in half an hour, once a month.”



Psychiatric Conditions Cause the Most Disability

Murray CJ, et al. JAMA. 2013;310(6):591-608.



And Depression is the Worst Offender

Murray CJ, et al. JAMA. 2013;310(6):591-608.



< 0.4  small effect
0.4–0.7 medium effect
> 0.7 large effect

How effective are our current treatments?

PTSD = posttraumatic stress disorder.
Fournier JC, et al. JAMA. 2010;303(1):47-53. 
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“Such a new approach (psychedelics) couldn’t come 
at a better time for a field that is ‘broken.’”

Pollan M. My Adventures with the Trip Doctors. The New York Times. May 15, 2018.

—Tom Insel, Former director of NIMH



Summergrad P, et al. Future of Psychedelic Psychiatry. Presented at: MAPS Conference: Psychedelic Science 2017. April 26, 2017, 
www.youtube.com/watch?v=_oZ_v3QFQDE. Accessed June 19, 2018.

some improvement some improvement
MEDICINE-ASSISTED THERAPY

BETTER OUTCOMES?



1

Ceremonial 
use

2

Discovery of 
LSD

3

First use in 
psychiatry

4

Abuse in youth 
culture leads to 

prohibition

5

Re-emergence of 
legitimate 
research

Sessa B. The Psychedelic Renaissance: Reassessing the Role of Psychedelic Drugs in 21st Century 
Psychiatry and Society. London: Muswell Hill Press; 2012.



The moral panic of the 1960s is further behind us



Where is this being studied? Who is paying for it? 

?





?

Paradigm Shift: 
different than how we use medication now

When was the last time someone told you about their 
mystical transformative journey on Prozac?



Looking inside the “black box” of 
psychedelic treatment



Life Event Can psychedelics catalyze the 
change process in therapy?



The “Campfire” vs “Gas Grill” Approaches to Mental Health

A campfire requires external resources to 
continue, but burns under its own self-
sustaining power. It is resistant to perturbations 
in its fuel source.

A gas grill requires external resources and an 
ongoing external source of fire. It stops the 
minute the gas stops.

Raison CL. Personal Communication. 2017.



Psychedelic Agents Under Study

5-HT = serotonin; CS = controlled substance; DEA = US Drug Enforcement Administration; MOA = mechanism of action; NMDA = N-
methyl-D-aspartate.

Ketamine MDMA Psilocybin
Proposed 
Indication(s)

• Treatment-resistant
depression

• Treatment-resistant PTSD
• Social anxiety in autistic adults
• Anxiety at end of life

• Depression / Anxiety at end 
of life 

• Alcohol dependence 
• Nicotine dependence
• Depression

FDA/DEA Off-label/CS III Research only/CS I Research only/CS I

Research Status Many centers and private 
practitioners already provide 
ketamine infusions

Phase 3 started 2018, breakthrough 
status granted by FDA

Phase 2, planning for phase 3

MOA NMDA receptor antagonist Releaser of 5-HT, prolactin, oxytocin 5-HT2A receptor agonist



Ketamine

• Dissociative anesthetic
• Approved 1970
• Schedule III

• Potent glutamate receptor (NMDA) 
antagonist

• Antidepressant at lower doses (0.5 
mg/kg), psychedelic at moderate 
doses, causes loss of consciousness 
at higher (anesthetic) doses



2000 – First Pilot Study
(Berman)

2012 – Bipolar 
Depression Study
(Zarate)

2017 – JAMA 
Consensus Statement 
(Sanacora)

Ketamine– timeline of 
key clinical findings

2006 – MDD Replication
(Zarate)

“ While ketamine may be beneficial to some patients 
with mood disorders, it is important to consider the 
limitations of the available data and the potential risk 
associated with the drug when considering the 
treatment option.”

• 1 dose, 0.5 mg/kg IV ketamine vs PBO
• N=7, open-label
• Average - 14 HAM-D in ketamine group

•1 dose, 0.5 mg/kg IV ketamine vs PBO
• N=18, DBPCT
• 71% responded, 29% remitted in 1 day after
ketamine

1 dose, 0.5 mg/kg IV ketamine vs PBO,
added to Li or VPA
• N=15, open-label
• 79% responded, 36% remitted after ketamine

PBO = placebo; HAM-D = Hamilton Rating Scale 
for Depression; MDD = major depressive disorder; 
DBPCT = double-blind, placebo-controlled trial; 
LI = lithium; VPA = valproate.
Berman RM, et al. Biol Psychiatry. 2000;47(4):351-354. Zarate CA Jr, et al. Arch Gen Psychiatry. 2006;63(8):856-864. Zarate CA Jr, et al. Biol 
Psychiatry. 2012;71(11):939-946. Sanacora G, et al. JAMA Psychiatry. 2017;74(4):399-405.



Ketamine – Development Pipeline



Preparation
Prolonged Grief
Disorder (PGD)
(>6mos) 10-15%

Psychedelic Therapy Model

Johnson M, et al. J Psychopharmacol. 2008;22(6):603-620. 

Drug Session Integration



What is the MDMA Therapy Protocol? 
8 Non-MDMA + 2 MDMA Therapy Sessions

CAPS = Clinician-Administered PTSD Scale; SCID = Structured Clinical Interview for DSM-IV; RBANS = Repeatable Battery for 
Assessment of Neuropsychological Status.
Mithoefer MC, et al. J Psychopharmacol. 2011;25(4):439-452.
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What Does the Therapy Experience Look Like?
• Comfortable, living room environment

• M/F therapist dyad though treatment 
pathway

• Eye mask, music provided, patient 
encouraged to direct attention inward

• Interaction/inward focus about 50:50 time

• Therapy modalities include: IFS, CBT, ET, 
somatic-based therapies

IFS = internal family systems model; CBT = cognitive-behavioral therapy; ET = existential therapy.
Mithoefer A, et al. A Manual for MDMA-Assisted Psychotherapy in the Treatment of Posttraumatic Stress Disorder. January 26, 2014. 
www.maps.org/research/mdma/mdma-research-timeline/4887-a-manual-for-mdma-assisted-psychotherapy-in-the-treatment-of-ptsd. 
Accessed June 19, 2018.



LTFU = long-term follow-up.
Bouso JC, et al. J Psychoactive Drugs. 
2008;40(3):225-236. Mithoefer MC, et al. J 
Psychopharmacol. 2011;25(4):439-452. 
Mithoefer MC, et al. J Psychopharmacol. 
2013;27(1):28-39. Oehen P, et al. J 
Psychopharmacol. 2013;27(1):40-52. 
Mithoefer MC, et al. Lancet Psychiatry. 
2018;5(6):486-497.

2013 – Swiss PTSD 
Study (Oehen)

2018 – USA PTSD 
Military/Fire/ Police 
Study (Mithoefer)

MDMA – timeline of key 
clinical findings

2013 – USA PTSD 
LTFU Study
(Mithoefer)

• Two 125 mg + optional 62.5 mg booster vs 75 mg + 37.5 mg
booster vs 30 mg + 15 mg booster (active PBO)

• N=26, double-blind, active PBO control
• 2 prep sessions, 2 drug sessions, 2 integration
+ optional 3rd open-label dose

• 12-month study period
• 30 mg (-11.4 CAPS reduction); 75 mg (-58.3), 125 mg (-44.3)

2008 – Spain PTSD 
Study (Bouso)

2011 – USA PTSD 
Phase 2 Study (Mithoefer)

2017– FDA approves Phase 3, 
Gives Breakthrough status

• 2 dose (50–150 mg) vs PBO 
• N=6, double-blind
• 3 prep – Drug – 1 integration session
• Small differences between PBO and 75 mg dose

• 2 dose, 125 mg + optional 62.5 mg booster vs PBO
• N=20, DBPCT
• 2-month study period
• MDMA group had -33.6 on CAPS over PBO
• 83% MDMA group had > 30% drop on CAPS (vs 25% PBO)

• Followed up on 2011 participants
• N=19 LTFU participants
• 17–74 months (average 45 months)
• No difference between CAPS at endpoint and LTFU
• No long-term harms

• 2 or 3 (125 mg + optional 62.5 mg booster 
vs 25 mg + 12.5 mg booster) (active PBO)

• N=12, double-blind
• 1-year study period
• No statistically significant changes at study end (P=.066)
• At 1-year f/u, CAPS had reduced by 35% in full dose group
9/12 participants showed significant clinical improvement



Receptor Activity of MDMA

Mas M, et al. J Pharmacol Exp Ther. 1999;290(1):136-145. McGregor IS, et al. Br J Pharmacol. 2008;154(2):358-368. Rudnick G, et al. Proc 
Natl Acad Sci U S A. 1992;89(5):1817-1821. Carhart-Harris RL, et al. Biol Psychiatry. 2015;78(8):554-562. 

Release of 
presynaptic 5-HT

Stimulation of
postsynaptic
5-HT1A, 2A
receptors 

Release of 
oxytocin

Release of 
prolactin

Elevated mood
Prosocial
Decreased fear

Increased prosocial Bx
Increased trust
Decreased fear

Interpersonal 
trust



Putative MOA of MDMA-Assisted Psychotherapy

Feduccia AA, et al. Prog Neuropsychopharmacol Biol Psychiatry. 2018;84(Pt A):221-228.



Does MDMA reduce the fear that prevents 
effective psychotherapy?

Siegel DJ. The Developing Mind: Toward Neurobiology of Interpersonal Experience. New York, NY: Guilford Press; 1999. Ogden P. Trauma 
and the Body: A Sensorimotor Approach to Psychotherapy. New York, NY: W.W. Norton; 2006.

Flooded, overwhelmed, treatment is intolerable

Reluctant, emotional numbing, treatment is avoided

Optimal arousal zone?



Significant Reductions in PTSD and Depression with 
MDMA-Assisted Psychotherapy

BDI = Beck Depression Inventory.
Mithoefer MC, et al. Lancet Psychiatry. 2018;5(6):486-497.

CAPS BDI



After 3 sessions, 86% of the 
75 mg group no longer met criteria for PTSD

Mithoefer MC, et al. Lancet Psychiatry. 2018;5(6):486-497.

0

20

40

60

80

100

M
ee

tin
g 

PT
SD

 C
rit

er
ia

 a
t E

nd
po

in
t (

%
)

30 mg 75 mg 125 mg

CAPS

BDI
(vs 58% of 125 mg group and 29% of 30 
mg group no longer met PTSD criteria)



Most Common Dose-Dependent Side Effects
• Fatigue 58%–71%
• Headache  67%–71%
• Bruxism 50%–75%
• Reduced appetite 43%–67%
• Muscle tension 43%–62%
• Perspiration 29%–42%
• Restlessness 25%–71%
• Sensitivity to cold 50%–57%

Bouso JC, et al. J Psychoactive Drugs. 2008;40(3):225-236. Mithoefer MC, et al. J Psychopharmacol. 2011;25(4):439-452. Mithoefer MC, et 
al. J Psychopharmacol. 2013;27(1):28-39. Oehen P, et al. J Psychopharmacol. 2013;27(1):40-52. Mithoefer MC, et al. Lancet Psychiatry. 
2018;5(6):486-497.



MDMA – Development Pipeline



What’s next for MDMA?

ClinicalTrials.gov Identifier: NCT03282123.

• Phase 2, Multisite trial
• N=60
• 3 sessions, with pre/post therapy
• Open-label
• 80 mg + 40 mg booster vs 120 mg + 60 mg booster 

• 2018–2019: Phase 3, 2 International Multisite trials
• Total N=200–300
• 3 sessions, with pre/post therapy
• DBPCT
• 80 mg + 40 mg booster vs 120 mg + 60 mg booster 

vs placebo
• CAPS-5 

Lead in

22

FDA NDA (est. 2021)



OCD = obsessive-compulsive disorder; YBOCS = Yale Brown Obsessive-Compulsive Scale; STAI = Spielberger State-Trait Anxiety 
Inventory.
Thomas K, et al. J Psychoactive Drugs. 2017;49(5):446-455. Moreno FA, et al. J Clin Psychiatry. 2006;67(11):1735-1740. Griffiths RR, et al. 
Psychopharmacology. 2006;187(3):268-283. Grob CS, et al. Arch Gen Psychiatry. 2011;68(1):71-78. Johnson MW, et al. J 
Psychopharmacol. 2014;28(11):983-992. 

2014 – Tobacco 
Study (Johnson)

Psilocybin – timeline of 
key clinical findings

2011 – Cancer Study
(Grob)

• 3 guided sessions, (0.29–0.43 mg/kg)
• N=15, open-label
• 12-month study period
• 80% abstinent at 6 months, 67% abstinent at 12 months

2006 – OCD Study
(Moreno)

2006 – Healthy Normals
Study (Griffiths)

• 3 dose (0.1–0.3 mg/kg) PO vs low dose PBO
• N=9, open-label
• 24-hour study period
• YBOCS reduction of 10 pts in psilo group (P=.028)

• 3 dose (30 mg/70 kg) vs methylphenidate placebo
• N=36, DBPCT
• 67% rated it single most or top 5 
most important lifetime experiences

• 0.2 mg/kg PO vs active PBO (niacin)
• N=12, double-blind, PBO control
• 6-month study period
• BDI 9 pts lower in psilo group (P=.03)
• STAI 7 pts lower in psilo group at 1 month (P=.001)



HADS-A = Hospital Anxiety Depression Scale-Anxiety; 
HAM-A = Hamilton Rating Scale for Anxiety; TRD = 
treatment-resistant depression; QIDS = Quick Inventory 
of Depressive Symptomatology.
Thomas K, et al. J Psychoactive Drugs. 2017;49(5):446-
455. Bogenschutz MP, et al. J Psychopharmacol. 
2015;29(3):289-299. Griffiths RR, et al. J 
Psychopharmacol. 2016;30(12):1181-1197. Ross S, et al. J 
Psychopharmacol. 2016;30(12):1165-1180. Carhart-Harris 
RL, et al. Lancet Psychiatry. 2016;3(7):619-627. 

2016 – TRD 
Antidepressant Study
(Carhart-Harris)

Psilocybin – timeline of 
key clinical findings

2016 – Cancer-related
Illness Anxiety/
Depression Study (Griffiths)

• 2 sessions, 10 mg, then 25 mg PO, 7 days apart
• N=20, open-label
• QIDS mean difference from baseline -11.8
(95% CI –9.15 to –14.35, P=.002) at 5 weeks post high dose
• Effect size at 3 months remained
(QIDS –9.2, 95% CI –5.69 to –12.71, P=.003)

2015 – Alcohol Study
(Bogenschultz)

2016 – Cancer-related
Anxiety/Depression

(Ross)

• 2 guided sessions, (0.23–0.4mg/kg)
• N=10, open-label
• 32-week study period
• Mean percent of heavy drinking days decreased from 
35% at baseline to 9% between 1 to 8 weeks after the
first dose which persisted for 32 weeks 

(−26.0%, 95% CI −8.7 to −43.2)

• 2 guided sessions, (0.3 mg/kg vs niacin PBO)
• N=29, double-blind
• 26-week study period
• BDI remission 80% psilo vs 15% PBO (P≤.01) 
• HAD-A response 58% psilo vs 14% PBO (P≤.01)
at 7 weeks post dose 

• 2 guided sessions, (0.014 vs 0.31 vs 0.42 mg/kg)
• N=51, double-blind
• 26-week study period
• HAM-D remission 60% psilo vs 16% PBO (P<.001) 
• HAM-A remission 52% psilo vs 12% PBO (P<.001) 

Why might psilocybin have these effects?



Default Mode Network Task Positive Network

NORMAL FUNCTIONINGDEPRESSION



Constraint as Necessary for “Normal” Consciousness

Carhart-Harris RL, et al. Proc Natl Acad Sci U S A. 2012;109(6):2138-2143.

Manageable, usual waking consciousness

All the things 
we might perceive 

All the things 
we might think

“To make survival 
possible, mind… 

has to be funneled 
through the reducing 

valve
of the brain” 

—Huxley, 1954

Reducing Valve

Ego

Prevention of entropy

Predictive processing



Depression, OCD, Addiction – States of “Excessive Constraint?”
(highly predictable, but rigid)

Carhart-Harris RL, et al. Proc Natl Acad Sci U S A. 2012;109(6):2138-2143.

Excessive rigidity, highly predictable
– psychiatric illness (Depression, Obsession, Addiction)?

All the things 
we might perceive 

All the things 
we might think



Psychedelic State is Marked by a Loosening of Constraints
(that can be transiently disorganized) 

Carhart-Harris RL, et al. Proc Natl Acad Sci U S A. 2012;109(6):2138-2143. Petri G, et al. J R Soc Interface. 2014;11(101):20140873.

Psychedelic state – unconstrained, but disorganized

All the things 
we might perceive 

All the things 
we might think

Simplified visualization of the 
persistence homological scaffolds. 

Placebo Psilocybin



When the psychedelic state is over, does the brain 
“reset” in a less constrained, more flexible state?

Carhart-Harris RL, et al. Proc Natl Acad Sci U S A. 2012;109(6):2138-2143.

Manageable, usual waking consciousness

All the things 
we might perceive 

All the things 
we might think
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What happens when the ego comes back online?
Can temporary ego dissolution lead to long-term freedom from mental distress?

Carhart-Harris RL, et al. Front Hum Neurosci. 2014;8:20. 
*Pollan M. How to Change Your Mind: What the New Science of 
Psychedelics Teaches Us About Consciousness, Dying, Addiction, 
Depression, and Transcendence. New York, NY: Penguin; 2018.

Separation from self, others, senses 
= Depression

Reunification with self, others, senses
= Antidepressant

“We are born into an 
egoless world, but we 

live and die imprisoned
within ourselves.”
—Dr. Sidney Cohen*



Fungi: Decomposers and 
Connectors “When we try to pick out anything by itself

we find it hitched to everything else in the universe.”
—John Muir

Staments P. Psilocybin Mushrooms of the World: An Identification Guide. Berkeley, CA: Ten Speed Press; 1996. Hill SJ. Confrontation with 
the Unconscious: Jungian Depth Psychology and Psychedelic Experience. London, United Kingdom: Muswell Hill Press; 2013.



Johns Hopkins Healthy Normals Study: Outcomes

Griffiths RR, et al. Psychopharmacology. 2006;187(3):268-283. Griffiths RR, et al. Psychopharmacology. 2011;218(4):649-665.
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Hopkins Cancer Psilocybin Study: 80% had clinically 
significant improvements lasting at least 6 months

Griffiths RR, et al. J Psychopharmacol. 2016;30(12):1181-1197.



NYU Cancer Psilocybin Study: 80% had clinically 
significant improvements lasting at least 6 months

Ross S, et al. J Psychopharmacol. 2016;30(12):1165-1180.



Imperial College: 
Rapid Reduction of Depression Lasting at Least 3 Months

Carhart-Harris RL, et al. Lancet Psychiatry. 2016;3(7):619-627.



Most Common Dose-Dependent Side Effects
• Transient hypertension and tachycardia 34%–76%
• Headaches 30%–50%
• Nausea 10%–30%
• Physical discomfort 20%

Thomas K, et al. J Psychoactive Drugs. 2017;49(5):446-455.



But what about psychiatric adverse experiences?
Personal or family Hx of psychosis is an exclusion

• Psilocybin: 
– Transient anxiety (25%–100%)
– Transient thought disorder/paranoia (2%–75%)

• MDMA
– Anxiety  (57%–92%)
– Flashback (8%)
– Tic (8%)

Bouso JC, et al. J Psychoactive Drugs. 2008;40(3):225-236. Mithoefer MC, et al. J Psychopharmacol. 2011;25(4):439-452. Mithoefer MC, et 
al. J Psychopharmacol. 2013;27(1):28-39. Oehen P, et al. J Psychopharmacol. 2013;27(1):40-52. Mithoefer MC, et al. Lancet Psychiatry. 
2018;5(6):486-497. Thomas K, et al. J Psychoactive Drugs. 2017;49(5):446-455.

What about “bad trips”?



Difficult Does Not Equal Bad 
navigating challenging experiences

• Preparation, safe environment, consistent caregivers, 
and integration help to mitigate difficult experiences

• Oceanic boundlessness (mystical experience during 
session) is positively correlated with antidepressant 
effect

• Dread of ego-dissolution (anxiety experience during 
session) is negatively correlated with antidepressant 
effect 

• Difficult experiences can be related to unprocessed grief 
and trauma and can be helped by attentive guides

Roseman L, et al. Front Pharmacol. 2018;8:974.



“…That sudden window swinging open on a sunlit 
landscape amidst the night of non-being…” —Vladimir Nabokov*

*Pollan M. How to Change Your Mind: What the New Science of Psychedelics Teaches Us About Consciousness, Dying, Addiction, 
Depression, and Transcendence. New York, NY: Penguin; 2018.

“Life”Entropy before we 
were born

The void

Entropy when we are 
gone

The void



Psilocybin – Development Pipeline



What’s next for Psilocybin?

ClinicalTrials.gov Identifier: OCD – NCT03356483, NCT03300947; Alcohol – NCT01534494;
Depression – NCT03181529, NCT03380442, NCT03429075;  HIV – NCT02950467.

Phase 2 MDD – late 2018 Phase 2 TRD

Phase 3

FDA NDA/ EMA Approval

OCD

Alcohol dependence

Emotional distress 
in long-term HIV 
survivors

Cocaine dependence

Depression



What (subjectively) 
changes in the patient?



Disconnection Connection

Avoidance Acceptance

Therapy disagreeable Therapy acceptable
Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for 
Treatment-Resistant Depression. Journal of Humanistic Psychology. 2017;57(5):520-564.



Disconnection Connection

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

• “You’re not immersed in thought patterns. 
The concrete coat had come off.”

• “It’s the first time I ever really felt like I was 
part of the world instead of separate from 
it.”

• “Now there’s a greater sense of ‘we’re all 
in the same boat; less unease.”

• “I felt like google earth, I had zoomed out. I 
was absolutely connected to myself, to 
every living thing, to the universe.”

• “Enclosed in a mental prison.”

• “I had this washing machine in my head 
going round and round, I didn’t even need 
to be there, it was an automatic process.” 
(rumination)

• “I felt so alone.”

• “I couldn’t leave my bed for a year.”

17/20 reporting



Avoidance Acceptance

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

• “I think to accept that people love me – that 
yeah, I’m worthy of being loved.”

• “(Depression and rumination) traps you, 
because you’re simply struggling to get by 
rather than thinking about the things you 
could do to improve your life.”

• It was more than just avoiding or denying 
(memories of abuse), it was ‘if I don’t 
remember it, it never happened.’”

• “I would drink to alleviate the symptoms of 
depression, but the depression would 
return very severely if I drank a lot of 
alcohol.” 

16/20 reporting

• “Excursions into grief, loneliness, rage, 
abandonment. Once I went into the anger, 
it went ‘pouf’ and evaporated. I got the 
lesson that you need to go into the scary 
basement, once you get into it, there is no 
scary basement to go into (anymore).”

• “I felt anger (in the past) but it was not 
expressed. I might be in touch with 
resentment, but not anger, because there 
was a fear of being overwhelmed by 
anger.”
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Can psychedelic experiences leave us more open?
“Big 5” Personality Traits • High levels of openness are 

associated with
– willingness to try new things
– focused on new challenges
– willing to think about abstract 

ideas
– creativity

• Low levels associated with
– disliking change
– aversion to new things
– resistance to new ideas
– disliking abstractions

McCrae RR, et al. Am Psychol. 1997;52(5):509-516.

Typically stable by age 30



A Mystical Experience, Occasioned by Psilocybin, 
Predicts Increased Trait Openness

MacLean KA, et al. J Psychopharmacol. 2011;25(11):1453-1461.



Psilocybin Participants Reported Greater Openness to 
and Acceptance of Emotional Experiences

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

“I took away from the 
experience that I used to 
get angry about having 
anxiety, now I think I can 
have the anxiety, I can 
just feel it and it will go, I 
don’t have to have fear 
or run away.”

“It helped me take 
responsibility for my 
emotions. I feel like before 
(the treatment) I would 
hide. Now I’m not 
hiding…I am 
responsible for how I 
react when the same 
thing happens again...
The way that people 
respond to me now is very 
different to a year ago.”

“I felt like my family 
was doing their best 
and that people tried as 
hard as they could. And 
that even people that 
weren’t there for me did 
their best, and certain 
things from the past were 
in the past... And that 
was okay.”



Does a therapeutic MDMA experience decrease 
neuroticism and increase openness?

Wagner MT, et al. J Psychopharmacol. 2017;31(8):967-974. Mithoefer MC, et al. Lancet Psychiatry. 2018;5(6):486-497.
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Psilocybin May Increase Feelings of Connection to 
Nature and Decrease Authoritarian Political Views

Lyons T, et al. J Psychopharmacol. 2018 Jan 1;[Epub
ahead of print].



Therapy Disagreeable Therapy Acceptable

Watts R, et al. Patients’ Accounts of Increased “Connectedness” and “Acceptance” After Psilocybin for Treatment-Resistant Depression. 
Journal of Humanistic Psychology. 2017;57(5):520-564. Belser AB, et al. Patient Experiences of Psilocybin-Assisted Psychotherapy: An 
Interpretative Phenomenological Analysis. Journal of Humanistic Psychology. 2017;57(4):354-388.

• “I get depressed, I go on the pills, they 
eventually work partially, then I try to come 
off them. I’m ok for 6 months, then it comes 
back, that’s been the pattern.”

• “I got nothing out of it. I had 4 or 5 different 
people for a few sessions each.”

• “I found CBT really simplistic, 
condescending.”

• “It was like ‘here’s some tablets, now go 
away.’” • “No comparison. It works, whereas the 

other stuff doesn’t.”

20/20 reporting

• “My previous treatments, like talking 
therapy and meds, were next to useless, 
utterly useless. My experience of 
psilocybin has been very positive. I believe 
there is an unknown physiological an 
neurochemical change in me, I am 
absolutely convinced of that.”

• “All the treatments I’d had previously were 
very dismissive, rushed, and when I went 
(to the study) it felt like I was being given 
the time to express how I felt. ”



A sort of homecoming…

Penn AD, et al. In: Summers RF, et al (Eds). Positive Psychiatry: A Casebook. Arlington, VA: American Psychiatric Publishing; 2018.

“I arrived through the doors of the study, and without this healing medicine, therapy, and inner 
journey, I would never have been able to begin to pull away from and separate the core of 
myself from the long-standing experiences of abuse, and to know more fully, the essence of 
who I am. ”

“I explained I must have always held an inalterable belief that regardless of how deeply and 
irrevocably abuse weaved its way into all of my life, that I had a right to be well; that my trauma and 
pain, and the people who seeded it within me, would not take all of my life from me. That this would not 
be my legacy or my story. “

“And while I did not understand what it meant to feel truly safe, I believed I might one day know 
the world as a good place to inhabit and that I might find comfort and warmth in connection 
with other human beings.”

—SG, a phase II MDMA-assisted PTSD psychotherapy participant



< 0.4  small effect
0.4–0.7 medium effect
> 0.7 large effect

How does this compare to existing treatments?

Fournier JC, et al. JAMA. 2010;303(1):47-53. Zarate CA Jr, et al. Arch Gen Psychiatry. 2006;63(8):856-864. Mithoefer M, et al. Presented at: 
American Psychiatric Association 168th Annual Meeting; May 16-20, 2015; Toronto, Canada. MAPS IND# 063384 presented to FDA October 
16, 2016. Ross S, et al. J Psychopharmacol. 2016;30(12):1165-1180. Carhart-Harris RL, et al. Psychopharmacology. 2018;235(2):399-408.
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Goals of the CIIS Program
 Goal 1: To have a solid skill base for the assessment and development of research 

design strategies in light of contemporary psychedelic research priorities.

 Goal 2: To understand the science and cross-cultural underpinnings behind the 
potential clinical efficacy of the use of psychedelics for the treatment of medical 
conditions, as well as for the enhancement of creativity and for personal 
development.

 Goal 3: To understand the foundational aspects of neuroscience, 
neuropharmacology, and psychopharmacology pertaining to psychedelic medicines.

 Goal 4: To develop specialized clinical knowledge and skill in guiding others through 
alternate states of consciousness in a clinical research setting.

 Goal 5: To attain competence as a clinician with understanding and skills in the 
creation of appropriate set and setting for psychedelic-assisted psychotherapy 
research.

California Institute for Integral Studies. www.ciis.edu/public-programs/certificate-programs/certificate-in-psychedelic-assisted-therapies-
and-research/curricular-modules-of-study. Accessed June 19, 2018.



I was trained to be
one of these people



Program Faculty

Phelps

GrofMetzner Richards Jesse
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Components of the Program

DIDACTIC

MENTORING

EXPERIENTAL

COMMUNITY

PSYCHEDELIC 
THERAPIST TRAINING



CIIS Curriculum

California Institute for Integral Studies. www.ciis.edu/public-programs/certificate-programs/certificate-in-psychedelic-assisted-therapies-
and-research/curricular-modules-of-study. Accessed June 19, 2018.

HISTORY/
PHILOSOPHY

SAFETY

CONDUCTING 
THE SESSION

INTENTION/
INTEGRATION

PSYCHEDELIC 
THERAPIST TRAINING

Philosophy of consciousness/ 
Indigenous practice

History of pre-prohibition 
psychedelics studies

Respect for mystical/ 
nonordinary states

Pharmacology of psychedelic
drugs

Understanding and 
managing physiological risks

Understanding and 
managing psychological risksCreating a safe container

Anticipating problems

Making sense of the experience 
in ordinary consciousness

Creating a safe/comfortable 
environment. Music selection

Encouraging inward focus

Trust, let go, be open. 
Let the medicine lead.



Pain is Not the Same as Suffering

PAINAvoidance

Attachment



Psychedelic psychotherapy?

Feeling resolution, peace, closure
Self wants resolution

Could psychedelics change our avoidance of suffering?

Fear of and aversion to suffering/
Avoidance of emotion



Feeling resolution, peace, closure
Self wants resolution

Psychedelic psychotherapy?

Could a public misperception of psychedelic 
psychotherapy lead to a desire for a “quick fix?”

Fear of and aversion to suffering/
Avoidance of emotion

Psychiatric 
Calvinism?



Richards W. Sacred Knowledge: Psychedelics and Religious Experience. 
New York, NY: Columbia University Press; 2016.

Create a safe space.

Prepare for the journey.

Trust. Let go. Be Open.

Keep the space sacred and safe.

Help make sense of the journey.



How did you get to practice this work?

ClinicalTrials.gov Identifier: NCT01404754.

Expanded Access

Therapist Training Program 
(Phase 1) N=100



What happens next?

Enrollment Phase 3 
(2018–2020)

NDA 
(2020–2021)

FDA approval 
(2021)

Finish Phase 2 Enrollment 
Phase 3 NDA FDA 

approval



Practical Take-Aways
1. Psychedelic research continues to amass compelling findings 

that are leading to approval of phase 3 studies of these 
compounds as a means of enhancing therapy outcomes

2. Ketamine can be used now, off-label, as a psychedelic-assisted 
therapy for depression

3. The robust antidepressant effects of psilocybin-assisted 
psychotherapy may be the result of moving the depressed 
patient from a state of disconnection to one of connection with 
self, others, and the senses
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