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Welcome to the Mini* Psylo Psychedelic Science 
Newsletter, your gateway to the cutting-edge in 
psychedelic research.

October delivered many great publications including 
notable preclinical in vivo studies. This edition also 
provides an update on psychedelic clinical trials, 
including a detailed breakdown of these trials by 
interventions, conditions and status.

It was also a busy month for Psylo as we clinched 
victory at the Hello Tomorrow APAC startup 
competition in Singapore and made noteworthy 
appearances at the inaugural Australian SXSW 
event.

*This is a condensed version of our newsletter due 
to the surge in psychedelic research. Find the full 
version on our website.

Science in Sixty Seconds

Overview of clinical trials
As of October 2023, 257 trials have been 
registered on clinicaltrials.gov for classic 
psychedelics (5-HT2A agonists), MDMA and related 
compounds.
Phases
Almost all of these trials are evenly split between 
Phase 1 or Phase 2 studies, and there are six 
studies (2%) registered as Phase 3, the final phase 
before seeking regulatory approval. This time last 
yearthere were only two Phase 3 trials.
Status
Most of these registered trials have been completed 
(89, 35%), with the next largest proportion currently 
recruiting (69, 27%), followed by studies that are not 
yet recruiting (45, 18%) and active but not recruiting 
(27, 11%).

Find a detailed breakdown in the full version of the 
newsletter here.

As the number of trials increases, so do the 
potential conditions for which these substances 
may be beneficial.
Like la
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Palliative care /



Mitchell 2021 Nature Medicine 27:1025-33

MDMA reduces PTSD symptoms in phase 3 study

N=90 patients; 3 x MDMA oder Placebo; 
-3 Vorbereitungs- und 9 Integrationssitzungen
-outcome: Clinician-administered PTSD scale for DSM-5 (CAPS-5) 2 
Monate nach der dritten Sitzung    



N=233; Psilocybin 25 mg vs. 10 mg vs. 1 mg



LSD reduziert die Angst bei Patienten mit Angststörung rasch und 
anhaltend

**

** p < 0.01
*** p < 0.001

**
*

**
* **

• Rapid, long-lasting and significant reductions
in anxiety at 16 weeks post-treatment in LSD 
group

• Mean change from baseline difference = -16.2
95% confidence interval [CI] = -27.8 to -4.5
p = 0.007

• Clinical response (≥ 30% reduction of STAI-G 
scores):

• 65% in LSD group vs 9% in placebo group
(p = 0.003)

LSD 200 µg 2x

Holze et al 2022 Biol Psych 93:215-223; Holze et al. 2024 Br J Psychiatry doi: 10.1192/bjp.2024.99



Akute Wirkung korreliert mit Therapieeffekt

n=20

Holze et al 2023 Biol Psych 93:215-223 

r = -0.67, p = 0.001**

Less anxiety

Deeper oceanic 
boundlessness

Psychedelic drugs such as psilocybin and LSD can induce an experience known as oceanic boundlessness, which is 
characterized by a feeling of oneness with the world and a sense of awe.



LSD pharmacokinetics-pharmacodynamics

Holze et al. 2021 Neuropsychopharmacology 46: 537-544

N=16/dose
within-subjects



Dose equivalence and subjective effect
duration of different psychedelics

Ley et al. 2023 Neuropsychopharmacology 48: 1659-67

N=32/group, mean+SEM
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Escitalopram reduced acute bad but not good
drug effects of psilocybin
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Escitalopram 10 mg/day for 7 days followed by
20 mg/day for another 7 days and psilocybin 25 
mg on day 14; N=24

Anna Becker et al. Clin Pharmacol Ther 2022, 111:886-895



Escitalopram reduced anxiety but not the
psychedelic response to psilocybin

* *

*p<0.05 vs placebo; N=24

Anna Becker et al. Clin Pharmacol Ther 2022, 111:886-895



Escitalopram reduced the cardiostimulant effects of psilocybin

Time (h)

M
ea

n 
ar

te
ria

l p
re

ss
ur

e 
(m

m
H

g)

85

90

95

100

-2 -1 0 0.5 1 1.5 2 2.5 3 4 5 6 7

Time (h)

H
ea

rt 
ra

te
 (b

pm
)

55

60

65

70

75

-2 -1 0 0.5 1 1.5 2 2.5 6 4 5 6 7

Anna Becker et al. Clin Pharmacol Ther 2022, 111:886-895

N=24



Escitalopram did not alter thermogenic effects of psilocybin
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-19 patients with
depression with ongoing
SSRI treatment (mean
duration: 15 months)
25 mg of psilocybin add on
-Good therapeutic
response with no evidence



Paroxetine reduced acute bad but not 
good drug effects of LSD

Pretreatment with Paroxetine 10 mg/day for 1 
wk followed by 20 mg/day for 5 wks or
Placebo. LSD dose = 100 µg. N=24/group. 
within-subjects

Anna Becker et al. 2024 in preparation
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E max = 86
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E max = 79;   p<.05



The SERT/NET blocker duloxetine prevents MDMA response

Hysek et al. 2012 Plos One 7:e36476 

n=16, ###for P<0.001
vs. placebo-MDMA.
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Bupropion (DAT/NET blocker) does not 
alter acute mood effects of MDMA and 
reduces the cardiostimulant response

Schmid et al. 2015 J Pharmacol Exp Ther 353: 102-111

0

20

40

60

80

100

Time (h)

G
oo

d 
dr

ug
 e

ffe
ct

-1 0 1 2 3 4 5 6 8-2 24

******

#

Bupropion-MDMA
Placebo-MDMA

-20

0

20

40

-1 0 1 2 3 4 5 6 8
Time (h)

∆ 
Sy

st
ol

ic
 b

lo
od

 p
re

ss
ur

e 
(m

m
 H

g)

-2

***

***

-20

-10

0

10

20

30

-1 0 1 2 3 4 5 6 8
Time (h)

∆ 
H

ea
rt 

ra
te

 (b
ea

ts
 p

er
 m

in
ut

e)

-2

***

***

###

###P<0.001, n=16
Bupropion-MDMA vs MDMA.P<0.05, n=16,
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MDMA LSD, Psilocybin
Body weight Weight dependent dosing, 100 mg < 60 kg, 125 mg >60 kg Dose independent of weight, 15-40 mg
2D6 poor metabolizer Reduce dose by 0-25% Reduce dose of LSD by 0-25%
SSRIs, SNRIs Pause 5-7 days before (reduced effect) Maintain, optional on treatment day

Trazodone, Mirtazapine 5-HT2 block, unclear, maintain Pause 5-7 days before
Bupropion Maintain, effect slightly prolonged (2D6 block) Unclear, maintain

MAOI Stop 14 days before Stop 14 days before
Lithium Unclear, maintain or pause 3-7 days Unclear, maintain or pause 3-7 days 

(possibly increased risk of seizures)
Antipsychotics Preferably pause, particularly D2 antagonists Pause at least 7 days (reduced effect)

Pregabalin Unclear, maintain Unclear, pause on treatment day
Antiepileptics Unclear, possibly reduced effect, maintain Unclear, pause on treatment day
Opioids Maintain, if possible reduce dose Maintain, if possible reduce dose
Benzodiazepines maintain Maintain, if possible reduce dose
Disulfiram pause for 3 days Pause for 3 days
Naltrexone pause for 1-3 days pause for 1-3 days
Methylphenidate pause on treatment day pause on treatment day
(Lis)dexamfetamine pause on treatment day pause on treatment day
Antihypertensives maintain maintain

Drug interactions with MDMA and psychedelics

See www.saept.ch for a list of drug-psychedlics interactions and recommendations

http://www.saept.ch/
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