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Efficacité transdiagnostique des psychédéliques

Raison et al. 2023 JAMA

E‘ MADRS score

Q '1‘\\ 50
40
Abstinence rate I fe o
Se Niacin gz
D 23 a0 1 £2 10
60 g\g Psilocybin E;E 20
c =] -30
40 - 5 -40
i -50
20 - L Q;mme? 8 15 29 43 Psilocybin  Niacin
0 Follow-up, d Group
R Psilocybine TSN 40
30mg/70kg 30
i0 J B
. N Goodwin et al. 2022 NEJM 10 ’
Johnson et al. Unpublished Clinicaltrial.gov 0
Réponse a 3 Rémission a 3 Maintien de la
semaines semaines réponse a
12sem
m Psilocybine 25mg = Psilocybine 10mg  Psilcoybine 1mg
GRID-HAMD (Depression) HAM-A (Anxiety)
Remission to Normal Range Remission to Normal Range
*
1001 — 1001 —
Percent drinking days " . .
Weeks 5-36
Psilocybine o £ 5
g o o
560 s s
h%‘ 40 é 404 E 404
< 20 g 20 E 204
P EEFEER TR & ol . .
& GF NP b@ré‘ & LowDose HighDose  High Dose LowDose High Dose  High Dose
o L p—= ] @@ & L s s s ist 1st
& 5 weeks 6 Month 5 weeks 6 Month
Post Session 1 Follow-Up Post Session 1 Follow-Up

Bogenschultz et al JAMA 2022
Griffiths et al. 2016 J. Clin Psychopharmacolgy




Intensité de ’expérience psychédélique et

(=]

Change in cotinine (ng/mL)

amélioration clinique

Linear regression of mystical experience
and long-term change in cotinine

1000+
L]
“
L]
<000 * J .
L]
2 oo
-20004
r=-0.55,p=0.03 .
-3000 T T 1
0.3 0.5 0.7 0.9
Mean MEQ Score

Johnson et al. Am J Drug Alcohol Ab. 2017

PDD PHDD

(wk. 8 - wk. 4) (wk. 8 — wk. 4)
HRS Intensity r=-.844 r=-.763
(wk. &) p =.004 p=.017
MEQ total r=-.885 r=-.852
(wk. 4) p =.002 p =.004
G-ASC r=-.838 r=-.893
(wk. 4) p =.005 p=.001

Bogenschultz et al J. Psychophamacol 2015

Psychédéliques

o

=

at Week 3

in MADRS Total Score

Change from Bascline

SD-ASC: Oceanic Boundlessness

Goodwin et al. 2025 JAF

HADS Depression

r=-0.36
5] @ p<001

|
T 1
0 20 40 60 80 100

Total Mystical Experience Score
(immediately after session)

HADS Depression (change score: 5 weeks after
session minus baseline)

¢n

] e %
[}

m

_ mRe}
-]

Griffiths et al. 2016 J. Psychopharmacolgy




Intensité de ’expérience psychédélique et
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‘ Méta-analyse évaluant le lien entre intensité et efficacité clinique

Warning system after first research
n=5)

g Records identified through datat hing
-2 Medline (n = 891) Additional records identified
tg PsycINFO (n = 813) through other sources (n = 3)
ﬁ Embase (n = 328)
= | l
‘ Records after duplicates removed (n = 1604) |
g Records screened (n = 1604 ) '—»‘ Excluded based on title and abstract (n= 1434)
A Microdosing (n = 1)
No psychedelic administration (n = 2)
No outcome on clinical efficacy (n = 2)
Protocol study (n = 1)
No article or case report (n = 10)
Same population (n = 18)

- Full-text articles assessed for eligibility (n = 170 |—~ No analysis linking experience intensity and clinical
| outcome (n = 16)

=3 Healthy controls or no information about the population
& included (n = 50)

=) No qualitative data on experience intensity (n = 29)

No quantitative data (n=9)
Studies included in qualitative synthesis (n = 32) H No available data (n = 3)
B
E l
S
]
Studies included in meta-analysis (n = 34)

Fig. 1. Flow diagram of included studies.

70 80

45
40
35
30
25
20
15
10

([@Né)

% S % @
6Q$ \)0 bé Q;% O
$ 2 g & @
. \roo . \go (\QJ @\q
bb S N
o D O
Qo N4 $
A\ & &
K\
e 2
s
\.:\\0

60
50 60
40
30 40 [ ] — —
20 : @ & > S
10 20 @‘3\0 \?O N N o,bé’ ®+"’
0 & ¥ ¢ F
Protocol-based Naturalistic use 0 (.o® v
setting Prospective Retrospective o

Romeo et al Neuro Bio Rev. 2025



‘ Méta-analyse évaluant le lien entre intensité et efficacité clinique

Study Total Correlation COR 95%-Cl Weight
Bogenschutz et al. 2015 9 ;. —= 0.89 [0.54;0.98] 1.3%
Calder et al. 2024 11 - 0.05 [-0.57;0.63] 1.6%
Carhart-Harris et al. 2018 20 — 0.49 [0.06;0.77] 2.8%
Garcia—Romeu et al. 2020 444 : i 0.12 [0.03;0.21] 7.2%
Garcia-Romeu et al. 2019 343 seanl 0.11 [0.00;0.21] 7.1%
Garcia-Romeu et al. 2015 15 —#— 0.65 [0.21;0.87] 2.2%
Goodwin et al. 2022 79 L 0.61 [0.45;0.74] 5.6%
Griffiths et al. 2016 51 —— 0.36 [0.09;0.58] 4.8%
Gukasyan et al. 2022 24 T 0.38 [-0.03; 0.68] 3.2%
Holze et al. 2022 37 i —— 0.62 [0.37;0.79] 4.1%
Kervadec et al. 2024 160 — 0.18 [0.03;0.33] 6.5%
Moreno et al. 2006 29 | 0.28 [-0.10; 0.59] 3.6%
Murphy et al. 2021 29 —— 0.45 [0.10;0.70] 3.6%
Nygart et al. 2022 302 ol 0.16 [0.04;0.26] 7.0%
Palhano-Fontes et al. 2019 8 -t 0.22 [-0.57;0.80] 1.1%
Romeo et al. 2023 173 — 0.16 [0.01;0.30] 6.6%
Romeo et al. 2024 152 —— 0.23 [0.07;0.38] 6.4%
Ross et al. 2016 14 — 0.39 [-0.18; 0.76] 2.1%
Schindler et al. 2021 9 T 0.42 [-0.34;0.85] 1.3%
Schindler et al. 2022 8 s 0.53 [-0.28;0.90] 1.1%
Spriggs et al. 2020 27 T— & 0.29 [-0.10; 0.60] 3.5%
Van Oorsouw et al. 2022 20 ————— 0.46 [0.02;0.75] 2.8%
Von Rotz et al. 2023 26 = 0.38 [-0.01; 0.67] 3.4%
Ellis et al. 2024 14 —_— 0.41 [-0.15;0.77] 2.1%
Aaronson et al. 2023 14 —“——%— 069 [0.25;0.89) 21%
Stroud et al. 2024 233 o 0.09 [-0.04;0.22] 6.8%
Random effects model 2251 | : <@ : | 0.33 [0.23; 0.41] 100.0%
-1 -0.5 0 0.5 1

Heterogeneity: /% = 63%, t° = 0.0336, p < 0.01
Test for overall effect: {5 = 6.81 (p <0.001)

Standardised Mean

Study

Agin-Liebes et al. 2021a
Agin-Liebes et al. 2021b
Agin-Liebes et al. 2021¢
Agin-Liebes et al. 2021d
Agin-Liebes et al. 2021e
Davis et al. 2019a

Davis et al. 2019b
Garcia Romeu et al. 2015
Johnson et al. 2017
Kervadec et al. 2024
Romeo et al. 2023
Romeo et al. 2024

Random effects model

Difference

Heterogeneity: 1% = 70%, t° = 0.1021, p < 0.01 ! '
Test for overall effect: t11 =6.00 (p <0.001) -2 -1

Non responders

0 1 2
Responders

SMD

1.30
1.14
1.03
0.99
0.95
0.51
0.52
0.55
0.25
0.35
0.41
0.31

0.65

95%—-Cl Weight

[0.86; 1.74]
[0.78; 1.49]
[ 0.46; 1.60]
[-0.44; 2.42]
[0.47; 1.43]
[0.10; 0.91]
[0.15; 0.89]
[-0.73; 1.83]
[0.00; 0.49]
[0.03; 0.66]
[0.11;0.71]
[-0.10; 0.72]

8.8%
10.0%
7.2%
2.1%
8.3%
9.2%
9.8%
2.5%
11.4%
10.5%
10.7%
9.2%

[ 0.41; 0.89] 100.0%

Romeo et al Neuro Bio Rev. 2025



‘ Méta-analyse évaluant le lien entre intensité et efficacité clinique
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‘ Méta-analyse évaluant le lien entre intensité et efficacité clinique
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Hypothese(s) explicative(s)

o Plusieurs hypothéses peuvent étre faites:

v L'intensité de I'expérience peut étre considérée comme un proxy de I'impact des psychédéliques
sur le systeme serotoninergique

v De maniére plus générale, cette intensité pourrait refléter la sensibilité de cérébral aux
psychédéligues

v" Actuellement, on ne peut pas faire de causalité entre I'intensité et I'efficacité clinique




Discussion analyses de sous-groupe Prospectif vs
retrospectif; études ve naturalistiques

Il y a un chevauchement significatif entre les études cliniques et prospectives, ainsi qu’entre les
études retrospectives et naturalistiques.

Ce résultat était inattendu ....

v" Nous avions supposé que les biais de sélection et de mémoire, inhérents aux études
naturalistiques ou rétrospectives, amplifieraient la relation entre I'expérience subjective et
I'amélioration clinique — or, cela n’a pas été observé.

Une explication possible serait que le soutien psychothérapeutique (c’est-a-dire le set and setting)
contribue a de meilleurs résultats.

v Sessions de préparations et d’intégrations

v' Sécurité de I'environnement




Discussion analyses de sous-groupe Prospectif vs

retrospectif; études ve naturalistiques

Table 2. Correlation between therapeutic alliance ratings (via the working alliance inventory- short revised) and depression outcomes (GRID-HAMD).

WAI GRIDHAMD (4-weeks post- GRIDHAMD (3-month GRIDHAMD (6-month GRIDHAMD (12-month
session 2) follow-up) follow-up) follow-up)
Total | Final Prep -.651** -.282 -471* -.542*
1-week post-session 1 -.734*** -.420* -710%** -.541**
1-week post-session 2 -.851*** -.518** -774%* -.614**

Table 3. Correlation between therapeutic alliance (via the working alliance inventory- short revised) and peak acute mystical-type and insight effects.

WAI Mystical Experiences Questionnaire (MEQ) N =20 Psychological Insight Item
N=16
Total Final Prep 493* .518*
1-week post-session 1 392 T46™**
1-week post-session 2 .378 826™**

Table 4. Correlation between peak acute mystical-type and insight effects and depression outcomes (GRID-HAMD).

Peak Acute Effects 4-weeks post-session 2 3-month follow-up 6-month follow-up 12-month follow-up
Mystical Experiences Questionnaire (MEQ) -.445%* -.156 -.291 -.307
N=24

Psychological Insight Item N = 20 -.748*** -.515* -.819*** -.704***

Levin et al. Plos One 2024
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Conclusion

o Nous retrouvons un lien entre intensité de I'expérience psychédélique et I'efficacité clinique
o Cependant plusieurs facteurs impactent ce lien
o La méthodologie des etudes

o L’indication

o Pas de possibilité de faire un lien de causalité entre ces deux éléments pour le moment
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