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Psilocybin Ketamine

i Psfbcyt;.:n 115-125 g per kg n =-72) — Ketamine 6 ug per kg per min (n = 42)
= Pgbqb'.n =270 e pas X ¥ = 2] = Ketamine 12 ug per kg per min (n = 92)
~— Psilocybin 315 ug per kg (n = 41)

Vollenweider F. X., &ometer M. (2010). The neurobiology of psychedelic drugs: implications for the treatment of mood
disorders.Nature Reviews Neuroscienck,(9), 642651.



Psychedelic Research:
An overview
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Psychedelic Clinical Trials:
Count 19942020 (excludes ketamine)

Psychedelic (non-Ketamine) Clinical Trials: Number of Trials
Registered by Start Year
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Web of science: psychedelic publication count by
year
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Petranker, R., Anderson, T., & Farb, N. (2020). Psychedelic research and the need for transparency:
Polishing Al i c erfostierdimpsychology, 1151681s s .
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Psilocybin + Psychotherapy Interventions for
Anxiety and Depression
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Meta-analytic intervention effects on anxiety and depressive symptoms.

Meta analysis: large magnitude effect sizes

Large prepost and prefollow-up effects on anxiety and depression

| SR ISA.06t0 1.47

Time point Comparison Domain N k ES [€5% CI]

Post Pre-post Anxiety 69 4 1.38 [0.78, 1.99]
Post Pre-post Depression 69 4 1.47 [0.72, 2.21]
Post Controlled Anxiety 97 3 0.82 [0.40, 1.23]
Post Controlled Depression 97 3 0.83 [0.39, 1.26]
FU Pre-FU Anxiety 117 4 1.16 [0.57, 1.75]
FU Pre-FU Depression 117 4 1.17 [0.80, 1.53]

The Experimental Effects of Psilocybin on Symptoms of Anxiety and Depression:-anklgtas (Simon B. Goldberg, Brian T. Rahdstopher R. Nicholas, Charles L. Raison, Paul R. Hutson, 2020)



Effects of Psychedelics on Depressive Symptoms

Htudy Fsychedelic Subjet Owtcome Statistie for each study
SMI SE [ = T £ I*

Acwie Effects

Palhanc-Fonigs ef &, (2008 Avabsisesca P MAALDES (1d] SLHIe ATT 14,2 1555 JALDTH 1067 L0
Arahuasc I* -ILHle 0377 142 -L555 0078 -LI6T 0030

Girob et al. (200 1y Psibocyhim P B idp 354 0397 158 <1133 0425 089 03T

Foss ot al. [2016) Pailocybim P UMy ALAT4 411 16 -1TTR dLQ6E -ZATH UDIE
Psilocyhin " L6535 0.300 96 -L262 -DUWE -L015 0.034
Comhbined P L7200 02RO 87 SLAE 02810 3000 DS

Medivm-term Effects

Palhano-Fonles et al. (2015} Asahuasc I' {2, ) 1042 0388 15 -1BOZX -02H3  -2600 0.007
Avahuasca " -1.041 0J8R 15 -LROZ -D.ERY 2600 0.007T

Cirah et al. {201 1) Psilocyvhin P EEL0 D5y U2 0397 15T 10T 04TE TR 0444

Rass et al. (2016} Psilocyvhin p C{15d) 1024 A9 18,3 -1.TeE J02EG -2A1E LA
Psilocybin " Aupes 0381 13 <1574 (UMD SRR DS
Combined r R4l 0264 T -L35R 0313 -30H3 0.0

Long-term Effects

Gasser et al. (2014) LAy P HADS (Aldy  -0546 063 197 L7800 069K 0867 0368
L5 r AL546 LG 39T -L7ED DUGSH  -0URG6T  D.36H

Girifitks ot al. (20146) Psiluyban P C {350 077 LIBT 82 -1.336 0202 -2701 0.007

Raas et al. (ZIFGE Psalucylan I L (4Z,4%d} -DA30 G4E 165 -1L72F 4L13S -2.392 ILDEX
Psilocybin ¥ LHl6 .13 55 285 04T 1518 (LO40
Camhined* " 792 0219 4R <1222 G036 S3OG09 0.0

=204k -1.0H) Ml 1.k 2
Psychedelic Place b

GalvaeCoelho, N. L., Marx, W., Gonzalez, M., Sinclair, Madecor, M., Perkins, D., & Sarris, J. (2021). Classic serotonergic psychedelics for
mood and depressive symptoms: a metaalysis of mood disorder patients and healthy participants. Psychopharmacolady, 1
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Seven Controversies in Psychedelic Medicine

#1.
H2:
#3:
#4.
#9:

H6:

H#Hi:

How do these drugs work?

Should psychedelic treatment be considered a combination therapy?
What theoretical approach should we use?

Do these drugs really work, or is it super placebo?

What credentials and scope of training should be required to facilitate a
psychedelic medication session?

What specific training should be required to become a psychedsfsted
psychotherapist?

Should psychedelic therapists in training undergo an experiential

component?



#1: How do these drugs work?




Person takes _
Psychedelics .:> Symptom reduction
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Mechanisms of Action: 3 proposed classes

1. Neurobiological mechanisms

2. Psychological mechanisms

3. Psychospiritual/mystical mediators



Neurobiological Mechanisms

r  SHT2Areceptor downregulation

. & /\'.*:'.:’ :f.:"f.)' v = . ..’.‘.b.@'.o
r Enhanced corticajlutamatergictransmission in medial | = 9 AT
r IncreasedAMPAactivation -
r ReducedMN activity ) ;8 \
@ e o8
r Increases in cortical and subcorti@DNHevels B
Learning/neuroplasticity 5l ot S SN
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r Increasedunctional connectivitywithin a limbic/paralimbic
network

r  Anti-inflammatory mechanisms (Nichols, Charles)
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Psychological Mechanisms

Common Factors

Therapeutic alliance

Empathy

Goal consensus and collaboration
Positive regard and affirmation
Mastery
Congruence/genuineness
Mentalization

Emotional experience

=Sl == = s =5 =5 =5 =i

PsychedelkSpecific Factors

=Sl = = = = =5 = =i

Relational/attachment
Emotional range
Embodiment

Revised life priorities

Exalted feeling of joy, bliss, or love

Ineffability

Alterations to identity during psilocybin experience

. F R ONRMLX
distress
Belseret al., 2017
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Psychospiritual Mediators

I MysticalexperiencehypothesishA anxiety,depressiongcocaine drinking,smokingcessation

Mediation Model:
MEQ total

Indirect Pathway (ab)

Direct Pathwaz ‘c’ = |

C
ab = Indirect effect of psilocybin on anxiety/depression mediated by mystical experience
¢’= Direct effect of psilocybin on anxiety/depression not mediated by mystical experience

a b

>

Pahnkel963 GasserKirchner,and Passie 2014 Griffiths, et al., 2006 Griffiths, et al., 200§ MacLean Johnson,& Griffiths, 2011, Bogenschutzet al., 2015 Studerus
Kometer Hasler& Vollenweidey2011; Rosset al, 2016 Griffithset al., 2016 RothbergR L, AzharjN., Haug N. A, & Dakwar E (2020).



Mystical experience Is one of many mediators

HADS Depression
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Total Mystical Experience Score
(immediately after session)

r Only 13% of variability in depression is r 35% of the variability in anxiety is explained
explained by the MEQ score by the MEQ score

r  87% of depression improvement is I 65% of anxiety decrease is attributable to
attributable to other unknown other unknown mechanisms

mechanisms

Griffiths et al., 2016



