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Psilocybin – “Magic Mushrooms”
Typical ingested via a mushroom that grows around the world 
– psilocybe cubensis is the most common

Many other mushrooms also have psilocybin

One local mushroom (psillocybe azurescens) is common but 
associated with temporary paralysis

Psilocybin is a prodrug that 
breaks down into psilocyn, the 
psychologically active substance

Used in indigenous ritualistic 
settings for many centuries

By far the most studied in 
modern research

Duration – 6-8 hours



LSD (lysergic acid diethylamide)

Synthesized in 1938

Frequently used in research studies in 50s 
through the early 1970s

Research occurring today but less than with 
psilocybin 

Duration: 8-10 hours



Ayahuasca - DMT (dimethyltryptamine)

South American brewed beverage

Used in indigenous sacramental settings for a few thousand years

Combination of two plants - Ayahuasca vine (Banisteriopsis caapi) 
and a plant containing DMT (Psychotria viridis, Psychotria
carthagenensis, Diplopterys cabrerana)

Ayahuasca vine adds MAOIs which prevent DMT from being broken 
down in the stomach

Also has harmala alkaloids which also 
have some psychoactive properties
Active research occurring, but less 
than psilocybin
Duration: 2-6 hours (dosing 
dependent)



5-MeO-DMT (5-MeO-
dimethyltryptamine) – “Toad”

Venom of rare species of toad native to 
the Sonoran Desert, Bufo Alvarius

Typically inhaled/vaporized

Both forms of DMT tend to be associated 
with encounters with “alien entities”

No good studies of clinical outcomes

Short (5-30 minutes) but intense trip



Mescaline (3,4,5-trimethoxyphenethylamine)

Typically derived from cacti – e.g., Peyote 
(endangered), San Pedro 

Used for thousands of years in SW USA, 
Central America 

Consumed orally

Little research on it’s clinical use

Duration – 8-14 hours (long acting)













• Soma (mushroom): source of Vedas or scriptural origins of Hinduism

• Kykeon: Greek ceremonies, source of western philosophy

• Peyote or mescaline: Native Americans

• Mushrooms: Central America

• Ayahuasca: South America

• Iboga: West Africa





• Discovery of L
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Summary of 
Modern 

Research on 
Psychedelics 

and MDMA

• Lots of basic research on molecules 
and using FMRI (brain scans)

• Ten modern, rigorous, randomized 
trials

• Several more open label or 
uncontrolled trials

• Most of  the human research is on 
MDMA and psilocybin

• Some on LSD and Ayahuasca



Psychedelics disrupt our ordinary sense of self

• Affects functional networks in the brain involved in the 
construction of a sense of self, namely the default mode 
network (Carhart-Harris et al., 2016)





Entropic Brain Theory







These conditions have data so 
far

Major depression

People with life-threatening illnesses

PTSD



Open trials (uncontrolled)



Study Substance Sample

Danforth et al. (2018) MDMA Socially anxious adults with autism (n=11; 7 MDMA, 4 

placebo)

Mithoefer et al. (2011) MDMA Chronic PTSD (n=20, 12 MDMA, 8 placebo)

Mithoefer et al. (2018) MDMA Chronic PTSD (n=26, 19 high dose, 7 low dose)

Oehen et al. (2013) MDMA Chronic PTSD (n-12, 8 MDMA, 4 placebo)

Ot'alora et al. (2018) MDMA Chronic PTSD (n=23,18 high dose, 5 low dose)

Gasser et al. (2014) LSD Anxiety associated with life-threatening illness (n=11; 8 

LSD, 3 placebo)

Griffiths et al. (2016) Psilocybin Life-threatening cancer; depression/anxiety ( n=50, 25 low 

dose, 50 high dose)

Palhano-Fontes et al. 

(2018)

Ayahuasca Treatment-resistant major unipolar depressive disorder 

(n=29, 14 Ayahuasca, 15 placebo)

Ross et al. (2016) Psilocybin End stage cancer; depression/anxiety (n=29,14  

psilocybin, 15 niacin)

Grob et al. (2012) 

(not in meta-analysis)

Psilocybin End stage cancer; depression/anxiety (n=12)
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Psychedelic-assisted therapy has larger effect 
sizes than established psychopharmacology (n=9)
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Psychedelic-Assisted Therapy Has Larger 
Effect Sizes than Most Psychotherapy

Effect Size
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R. R. (2020). Effects of psilocybin-assisted therapy on major depressive disorder: a randomized 
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Carhart-Harris et al. (2021). Trial of Psilocybin versus Escitalopram for Depression. New England Journal of 
Medicine, 384(15), 1402–1411. 

Escitalopram condition (n=29) Psilocybin condition (n=30)

2 dosing sessions with 1 mg 
psilocybin (inactive dose)

2 dosing sessions with 25 mg 
psilocybin (active dose)

35-40 hours therapy 35-40 hours therapy

Escitalopram (Lexapro) placebo



Carhart-Harris et al. (2021). Trial of Psilocybin versus Escitalopram for Depression. New England Journal of 
Medicine, 384(15), 1402–1411. 



Mitchell, J.M. et al. (2021). Phase 3 MDMA-assisted therapy for severe PTSD: a randomized, double-blind, 
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Psychedelic-
Assisted Therapy 

can be Hard!

Challenging 
experiences are 

common and 
dose dependent
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Psychedelics can invoke a psychological 
“freshness” – a more direct sensory 
experience of the world, more present and 
less mediated by the conceptualized self  
(Watts & Luoma, 2020)

I felt more grounded, also more calm. My natural state is the 
opposite of mindfulness –its mindlessness. I’m usually quite far 
away from the moment. That week I was very much there, very 
connected….I felt grounded, connected, more there.



Many experience an increased acceptance of 
and openness to their emotional experience 
(Watts & Luoma, 2020)

The experience was of feeling desperate to flee and really then just an epiphany, I 
broke through and I became comfortable, my body felt so relaxed and I just fell 
asleep. There was an implication: I had gone through something. I had been 
shaking; then after I accepted it, it was like my body just relaxed. When I woke up 
the difference I felt wasn't gradual, it was an instantaneous huge leap towards a 
normal life.



Some participants describe contacting a 
sense of pure awareness and dissolution of 
their normal ego or conceptualized self

I had my eyes closed, I didn’t feel that the observer was 
changing, the observing part of me, whatever humans are, I 
was still there. (Watts  & Luoma, 2020)



Some feel a persisting sense of 
interconnection with others or with nature 
(Watts & Luoma, 2020)

I felt like sunshine twinkling through leaves, I was nature.

I was everybody, unity, one life with 6 billion faces, I was the 
one asking for love and giving love, I was swimming in the sea, 
and the sea was me.



Reports include encounters with an “inner 
teacher,” loving beings or “guiding spirits,” 
and contact with a part of the self capable of 
great love/compassion (Swift et al., 2017)

I had an encounter with a being, with a strong feeling that that 
was myself, telling me it’s alright, I don’t need to be sorry for all 
the things I’ve done. I had an experience of tenderness towards 
myself. During that experience, there was a feeling of true 
compassion I had never felt before. (Watts & Luoma, 2020)



People sometimes report a reconnection their 
values and renewed ability to take action





What’s the opposite of trauma?
Are there single experiences which can transform 
lives in positive ways?



What does it mean to have 
a mystical experience?

Defining feature: unity or the experience of becoming one with all that
exists

Other features (Stice, 1960):

• transcendence of time and space - feelings of infinite time and 
limitless space, transcending usual time and space boundaries

• noetic quality - a sense that the experience was a source of
objective truth

• sacredness - worthy of reverence, divine, or holy, a living presence in 
all things

• positive mood – peace, joy, awe, bliss

• ineffability/paradoxicality - needing to use illogical or contradictory
statements to describe the experience, difficulty communicating or
describing the experience to others





Mystical experience predicts outcome 
from psychedelic assisted therapy

Griffiths et al. (2016) – people with cancer trial and 
anxiety/depression (n= 51)
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Part 3: Psychedelic Assisted 
Therapy

Preparation Dosing Integration

















Video Clip: Trip of Compassion



Part 4: Psychedelic Harm Reduction and 
Integration in Current Clinical Practice

HARM REDUCTION INTEGRATION LEGAL AND 
ETHICAL RISKS FOR 

CLINICIANS

STEPS TO MITIGATE 
RISKS

ADDITIONAL 
TRAINING

SELF-REFLECTION 







Harm 
Reduction in 
Psychotherapy 
for 
Psychedelics

• Similar activities to preparation 
sessions in trials

• Therapist adopts a neutral stance

• Accessing accurate information

• Having clients do their own 
research as homework

• Identifying risks and benefits with 
psychedelic use

• Clarifying reasons for seeking 
psychedelics



Harm 
Reduction in 
Psychotherapy 
for 
Psychedelics

• Developing alternative options for 
attaining goals (e.g. therapy)

• Creating realistic expectations

• Safety planning: emergency 
contact, etc

• Empower individuals to make 
informed decisions that make 
sense for them



Safety Profiles (Nutt, King & Phillips, 
2010)
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Common Issues 
in Psychedelic 
Harm Reduction 
& Integration

• "I just read Michael Pollan's book..."

• Psychedelics are not for everyone

Are psychedelics 
right for me?

• Ideal to have experienced person

• Do alone only if experienced

I can't find a 
guide. Can I do 
psychedelics by 

myself?

• Uncontrolled set and settings

• Assumption: medicine gives you what you need

What if I have a 
bad trip?

• Psychedelics can be work!

• Spiritual bypassing: using spirituality to avoid 
problems and personal issues (Welwood, 2002).

I want to feel bliss, 
speak to God, and 
connect with the 

universe

• Have a prepared answer

• Yes/no, not details

Have you tried 
psychedelics?







Providing a physical space where 

illegal drugs are consumed. For 

example, suggesting a client take drugs 

that they have procured on their own 

and then come in and do therapy 

sessions with you. 

Coordinating with underground 

guides. For example, agreeing with a 

guide that you will prepare clients for 

psychedelic sessions or agreeing to be 

a referral source for an underground 

guide. 

Lack of training. Offering psychedelic 

integration without adequate training 

and consultation.

Practices that 
increase risk of 

legal prosecution 
or board 

complaints
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