Advances in Mental Health:
Psychedelic Therapy

Will Van Derveer, MD

Integrative Psychiatry Institute

Will Van Derveer MD
Psychiatrist, somatic psychotherapist x 2 decades
❖Cofounder, Integrative Psychiatry Institute (2018)
❖Course Director, IPI year-long psychedelic assisted therapy training
❖Course Director, IPI year-long integrative psychiatry fellowship
❖MDMA – assisted therapy researcher 2012 - 2018
❖Ketamine – assisted therapy provider since 2017
❖

Will Van Derveer MD

Learning Objectives
1
Summarize the
current status of
research on
psychedelics
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2

3

Describe the core
differences between
ketamine, MDMA,
and psilocybin

Describe the history
of psychedelics in
Ayurveda

Psychedelic
Term coined by Canadian
psychiatrist Humphrey Osmond in
letter to Aldous Huxley (1953)
Definition: “Mind Manifesting”
“non-specific amplifier” of one’s
mind and its contents
Pharmacology definition: classical
compounds are serotonin - 2A
receptor agonists
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Categorizing the compounds

1. “Classical psychedelics” potent serotonin - 2A agonists: Psilocybin, LSD,
ayahuasca, DMT
2. “Empathogens” Serotonin, Dopamine, Epinephrine, oxytocin

: MDMA

3. “Other:” dissociative Ketamine – glutamate blockade at NMDA receptor &
Plants such as cannabis, datura, salvia, many others
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Why are psychedelics relevant at all?
❖Proving to be highly effective as mental health treatments
**when taken in a ritual context**
❖Mental health on Planet Earth pre-pandemic was already in a serious crisis
❖ USA: 30% increase in suicide 2000 – 2020
❖ Global: Depression is tracking toward #1 Burden of Disease by 2030
❖ Current treatments fail far too many people

How do Psychedelics Work?

Why are Mystical Experiences
Relevant?
1. Life altering i.e. in research, consistently ranked as top 5
experiences of one’s life
2. Reset the arrogance of ego into a larger perspective
3. Confrontation with misalignment in personal values
4. May confirm belonging at every level
5. Brings you into the present

Mystical Experience: 6 key elements
1. Sense of unity or oneness (interconnectedness of all people
and things, all is one, pure consciousness)
2. Strong sense of sacredness or reverence
3. Noetic quality (a sense of encountering ultimate reality, often
described as “more real than real”)
4. Deeply felt positive mood (universal love, joy, peace)
5. Transcendence of time and space (past and present collapse
into the present moment)
6. Ineffability (the experience is very hard to put into words)

Audience poll:

Have you had a mystical experience?

Ways of having mystical experiences
❖Yogic practices
❖Chanting, Dancing, Whirling, Breathing
❖Near Death Experiences
❖Spontaneously arising
❖Psychedelic therapy

Important 2006 Johns Hopkins study
Griffiths, R.R., Richards, W.A., McCann, U. et al. Psilocybin can occasion mystical-type
experiences having substantial and sustained personal meaning and spiritual
significance. Psychopharmacology 187, 268–283 (2006).
https://doi.org/10.1007/s00213-006-0457-5
DBRCT – 30 psychedelic naïve religious-affiliated volunteers – Ritalin active comparator
Conclusion: “When administered under supportive conditions, psilocybin occasioned
experiences similar to spontaneously occurring mystical experiences. The ability to occasion such
experiences prospectively will allow rigorous scientific investigations of their causes and
consequences.”

Spiritual illness
● Various forms of Disconnection
● Self, Other, Universe, Nature

● Existential Despair
● Crisis of Meaning

● Transpersonal Crisis, aka “Spiritual Emergency”

Shutterstock

Psychedelic therapy specifically useful for this presentation
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The purpose of spiritual practice
Huston Smith PhD (religious scholar)
The purpose of spiritual practice is “Trait change, not just state change.”

Habitual behaviors and personality traits can change, with effort. Psychedelics can help.
◦ Hopkins (2011): reported mystical experiences from psilocybin changes “the five broad domains of
personality - Neuroticism, Extroversion, Openness, Agreeableness, and Conscientiousness”

The real change happens AFTER the psychedelic session:
“After the ecstasy, the laundry” ~ Jack Kornfield
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How we define illness shapes the Rx
A major failure of conventional mental health treatment is defining symptoms as disorders

In the psychopharmacology model, we “maintain” treatment through symptom suppression
(a.k.a. “remission”), versus psychedelic assisted therapy = EVOCATIVE of change.

Integrative Approach: Symptoms can be seen as indicators of underlying psychological
vulnerabilities, unresolved traumas, and other “out of date” self structures. Ego defenses in
ordinary consciousness may prevent access to healing the core psychological wounds which drive
the symptoms. Psychedelic given in ritual context as a catalyst up to 3 times. Goal is resolving
root cause(s).

Psychedelics in Ayurveda: Cannabis
Cannabis preparations in ancient India

Bhang: dried plant mixed with water or milk +/- spices + sugar as a drink (weakest)
Ganjah: Smoked cannabis typically mixed with tobacco (higher in tetrahydrocannabinol aka THC)
Charas: (resin from stems and leaves): narcotic effect, strongest, smoked or consumed orally
Uses: Aphrodisiac, Narcotic, Euphoric

Psychedelics in Ayurveda: Datura
Datura is sometimes combined with cannabis.
Species: Datura metel and Datura stramonium

Uses: Visionary, Intoxicating, associated with the cult of Shiva

Soma
The Rigveda (8.48.3) says: [1]
ápāma sómam amŕ̥tā abhūma
áganma jyótir ávidāma devā́ n
kíṃ nūnám asmā́ n kr̥ṇavad árātiḥ
kím u dhūrtír amr̥ta mártiyasya [2]
Stephanie W. Jamison and Joel P. Brereton translates this as:
We have drunk the soma; we have become immortal; we have gone to the light; we have found
the gods.
What can hostility do to us now, and what the malice of a mortal, o immortal one?[3]

References: https://en.wikipedia.org/wiki/Soma_(drink)
"UT College of Liberal Arts: UT College of Liberal Arts". Liberalarts.utexas.edu. Retrieved 2018-10-04.
Stephanie Jamison (2015). The Rigveda –– Earliest Religious Poetry of India. Oxford University Press. p. 1129.

Soma = Amanita muscaria?
Gordon Wasson PhD (1968) proposed that the
intoxicant described in the Rig Veda was
Amanita muscaria.

Image: Onderwijsgek at nl.wikipedia
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Psychedelic Research Renaissance
1. early 1950s – mid 1960s over 10,000 patients treated with “psychedelic psychotherapy” [1]
(mostly LSD studies): RECOMMENDED documentary: Netflix How to Change Your Mind
◦ Much interest in LSD as a model for understanding psychosis
◦ Much interest in combining with therapy to accelerate resolution of symptoms

<<30-year hiatus (Controlled Substance Act 1970 under Richard Nixon)>>
2. Year 2000 – onward, primary foci:
◦
◦
◦
◦

psilocybin – AT for depression, OCD, end of life anxiety, anorexia nervosa, tobacco addiction
MDMA – assisted psychotherapy for chronic treatment resistant PTSD
LSD – handful of studies on tobacco and alcohol addiction
Ketamine Assisted Therapy – depression, PTSD, anxiety disorders, alcohol addiction

1. Carhart-Harris RL et al. Neuropsychopharmacology. 2017;42(11):2105-2113.
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Psychedelics Mechanisms of Action
Body = effects on inflammation, BDNF, oxytocin, 5HT2A, entropic DMN effects
Mind = Psychological flexibility, Remodeling thought patterns, insights from beyond ego
Spirit = connection with the universe and others, diminished interpersonal fear, mystical and
transpersonal experiences, fluid self / other perceptions
Context matters – set and setting
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Overview – MDMA-AT for cPTSD
Proposed mechanisms on the chemistry side:
Marked increases in oxytocin, serotonin, dopamine, and epinephrine

Psychological effects:
Rapid increase in interpersonal trust, decreased fear, and flow of insights

Where we are in research:
Impressive P2 data: 29.5y of cPTSD – 67% 2M and 76% 12M durable resolution of PTSD
Second ½ of Phase 3 studies – ETA end of 2023

Drawbacks:
8 hour session, Protocol: 42 hour x 2 therapists = expensive, risky to combine w/ other meds,
likely not OK for bipolar
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MAY 2021: FDA Phase 3 interim data analysis
MDMA Phase 3
interim data
analysis:

MDMA ETA end of 2023

p = 0.0001
d = 0.97
N = 90
no sig AE’s
Reference:
Mitchell J et al. MDMA-assisted therapy for severe PTSD: a randomized, double-blind, placebo-controlled phase
3 study. Nature Medicine v. 27, pp 1025–1033 (2021)

Overview – psilocybin-AT for TRD
Proposed mechanisms on the chemistry side:
Classical psychedelic – agonist (i.e. binds to & activates) serotonin 5HT2a

Psychological effects:
Mystical & ego death experiences, visions, archetypal material, < relational vs MDMA

Where we are in research:
End of Phase 2 (COMPASS): weak durability with significant adverse events
Hopkins and NYU studies: strong durability

Drawbacks:
Long sessions, co-therapy = expensive, risky to combine w/ other meds, likely not OK for
bipolar
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Psilocybin progressing through FDA
Psilocybin RCTs:
Hopkins 2011 [1] Key finding: Personality Openness is strongly associated with intensity of the
mystical experience from one psilocybin session.
NYU[2]One psychotherapy session for PTSD, TRD, end of life anxiety related to cancer, OCD, other
anxiety diagnoses SIGNIFICANT and durable impact
Usona (NYU, Yale, UCSF, U Wisconsin, 2 other sites): Phase 2 psilocybin-assisted psychotherapy
for MDD [3] underway
COMPASS Pathways (Stanford, Emory, UT Houston, several Europe sites): Phase 2b TRD psilocybin
assisted psychotherapy – disappointing durability and 3 participants with suicidal behaviors in the
active arm, gearing up for P3 trials as of December 2021
References
1. MacLean et al (2011) Journal of Psychopharmacology 25(11):1453-1461
2. Ross S et al (2016) Journal of Psychopharmacology 30(12):1165-1180
3. https://clinicaltrials.gov/ct2/show/NCT03866174
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Encouraging news…2 psilocybin sessions equal to 6 weeks of
Lexapro

May 2021

Reference: Robin Carhart-Harris et al. Trial of Psilocybin versus Escitalopram for Depression. New England Journal of Medicine 2021; 384:1402-1411 DOI:
10.1056/NEJMoa2032994

Psychedelics Increase Entropy and Connectivity
Placebo

Reference:
Petri G., et al. (2014) Homological scaffolds of brain functional networks J. R. Soc. Interface.1120140873
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Overview – Ketamine-AT for TRD
Proposed mechanisms on the chemistry side:
NMDA (glutamate) blockade - protects NMDAR from excitotoxic Quinolinic acid
**Combines with almost all psych meds without serious interactions**

Psychological effects:
Rapid anti-suicidality effect. Dissociative. Mystical and ego death experiences, confrontation
with traumatic material especially internal parts and somatic memory is common

Where we are in research:
Fully legal in medical context – DEA Schedule 3 - generic very cheap.

Drawbacks:
Durability a significant concern. Addiction is a risk.
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What is Psychedelic – Assisted Therapy
Key Concept: A psychedelic journey, set up correctly, aims to catalyze permanent changes with
minimal exposure to chemical intervention. [parallels with shamanic healing]

Key Distinction: Differs from the mainstream pharmacological model in which we might enroll
people into the view that maintenance with a drug is the best way to keep people well

MDMA, Psilocybin, Ketamine WITH psychotherapy: Small studies: benefits for PTSD, TRD, end of
life anxiety related to cancer, OCD, addictions, anxiety disorders - LIMITED drug exposures.

Ketamine: Schedule 3 psychedelic in 2022
March 27, 2019: Open Label Investigation Series N =
235…

JOURNAL OF PSYCHOACTIVE DRUGS 2019, VOL. 51, NO. 2, 189–198
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Dore et al 2019.
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Default Mode Network: health vs.
depression
“Graphical rendering of our
DMN-sgPFC functional integration
model of depressive rumination.
Orange nodes and connections
represent normal functionality;
red nodes and connections
represent depressotypic
functioning. ” Hamilton et al 2015

Reference:
[1] Hamilton et al. Depressive Rumination, the Default-Mode Network, and the Dark Matter of Clinical Neuroscience. Biological
Psychiatry. 2015 Aug 15;78(4):224-30.
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Ketamine and Neuroplasticity
Evans et al. 2018 RCT, N = 58, fMRI post-single ketamine infusion [1]
“In subjects with MDD, connectivity between the insula and the DMN was
normalized compared with healthy controls 2 days post ketamine infusion. This
change was reversed after 10 days and did not appear in either of the placebo
scans. ”

Reference:
[1] Evans JW et al. Default Mode Connectivity in Major Depressive Disorder Measured Up to 10 Days After Ketamine Administration. Biological
Psychiatry. 2018 Oct 15;84(8):582-590.
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Risks (in medical settings)
MDMA Generally well tolerated in clinical trials [that excluded bipolar, schizophrenia etc]
CVD, Bipolar, exacerbation of arrhythmia, risks of stimulants
Ketamine BP and HR, nausea, migraine, laryngospasm (very rare), ulcerative cystitis (chronic use)
Psilocybin Few reported, in non-medical setting unsupported users as well as folks prone to psychosis can
have very difficult experiences

Hope for TR-MDD and TR-PTSD
MDMA – assisted psychotherapy
Phase 3 trials for completing soon – enrollment completed
Psilocybin – assisted psychotherapy
Phase 3 expected to launch fall 2022
Psychotherapy and “drug effect” inseparable in these trials
Take away: An exciting renewal of hope in psychiatry. AND…

Long Term Follow Up
MDMA : 37 month follow up study
6 pooled P2 studies (N=83 completed the LTFU)
67% of chronic TR-PTSD still did not meet criteria for PTSD. CAPS-IV score mean drop 44 pt [1]

Psilocybin : 14 month follow up study
“58% and 67%, respectively, of volunteers rated the psilocybin-occasioned experience as being
among the five most personally meaningful and among the five most spiritually significant
experiences of their lives”

References:
1. Mithoefer MC et al (2013). Journal of Psychopharmacolology 27:28–39
2. Griffiths, R. (2008) Journal of Psychopharmacology, 22(6), 621-632.
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Summary: early evidence is VERY
encouraging
Psychedelics are not a panacea – nothing is.
Psychedelics have psychological + biological + spiritual effects
INTEGRATION should include attention to the whole person!
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Other dimensions of healing, beyond
psychospiritual
•Unresolved MDD and PTSD are typically
associated with Inflammation:
• chronic trauma itself
• illnesses of lifestyle
• Diet
• Exercise
• Nature deficiency
• And so on…

Source: https://www.mayiyogaacademy.com/product/anatomy-physiology-the-body-from-within/
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Introducing Integrative Psychiatry
Tenets:
1. Address root causes
2. Minimize one pill for one ill approach to medications
3. Informed consent includes preferences for alternative treatments
4. Trauma and spiritual illnesses are under-recognized
5. The Body Bears the Burden: (to borrow a phrase from Bob Scaer MD)
1. Inflammation mediates treatment resistant mental health conditions
2. ACEs cause an inflammatory burden
3. Gut inflammation is very common in our clients
6. Psychedelic therapy results likely would last longer if the body is also supported in integration

IPI Integrative Mental Health Map
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Takeaways
● Mystical experiences are transformative
● Psychedelic-assisted therapy represents hope for addressing
the rise in a variety of serious mental illnesses
● True sustainable wellness = empowerment/healing mind,
spirit, body, relationships, and lifestyle to sustain gains from
successful psychedelic-assisted therapy
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Training Qualifications
● 1000 mental health contact hours or therapist licensure
● A national certification board is being created to oversee
● Several robust programs:
● Colorado programs: IPI, Naropa
● California Institute of Integral Studies
● Multidisciplinary Association of Psychedelic Studies
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Colorado Initiative 58 – November 2022 Ballot
Natural Medicine Health Act
● Decriminalizes psychedelic medicines for personal use
● Sets up a path for CO citizens to access therapy at healing
centers
● Covers psilocybin, ibogaine, DMT, and mescaline
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Recommended Reading
How to Change your Mind Michael Pollan (2018)
Acid Test Tom Schroder (2014)
Psychedelic Explorer’s Guide James Fadiman (2011)
LSD Psychotherapy Stanislav Grof (2008)
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Q+A

Thank you!

