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Unblinding bias

Between-arm
difference

Between-arm
difference

20 IS the difference between the
% . W o ‘between-arm differences’ of two
o Unblinding trials that are identical, except
D - bias ] ] .
5 1.0 one iIs unblinded, while the other
I )G A . :

Is truly blind
0.5 -
Szigeti, et al. "Too big to fail? Comparing effect
0.0 - ] _ _ sizes of MDMA assisted therapy to unmasking
Blind trial Unblinded trial

bias." Psychopharmacology (2025): 1-4.
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oclation between blinding and placebo response
oclated with lower placebo response. The same
In response to genuine treatment”

Gedin et al. Placebo response and media attention in randomized clinical trials
assessing cannabis-based therapies for pain: a systematic review and meta-
analysis. JAMA Network Open 5.11 (2022): e2243848-e2243848.
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Rapid reduction in symptoms after a single dose
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https://www.businesswire.com/news/home/20231031220551/en/Cybin-Announces-Unprecedented-
Positive-Phase-2-Interim-Data-for-CYBO003-in-Major-Depressive-Disorder-Meeting-Primary-Efficacy-
Endpoint-with-Rapid-and-Significant-Improvements-in-Depression-Symptoms-After-Single-Dose



MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

bo suppression

Rapid reduction in symptoms after a single dose

5

0
& Placebo

-10

w

Difference = -14.08
95% CI (-21.0,-7.2)
p - value = 0.0005
Effect size =2.15

-15

———————¢ CYB00312mg

-20

< Improvement in symptoms

< Improvement in symptoms
MADRS change from baseline, mean (£SD)

-25

D1 D10 D17 D21
Days after dosing

https://www.businesswire.com/news/home/20231031220551/en/Cybin-Announces-Unprecedented-
Positive-Phase-2-Interim-Data-for-CYBO003-in-Major-Depressive-Disorder-Meeting-Primary-Efficacy-
Endpoint-with-Rapid-and-Significant-Improvements-in-Depression-Symptoms-After-Single-Dose



MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

ebo suppression

References:

* Szigeti et al. ‘Equal-unblinding’ meta-analysis of psychedelic
therapy vs. antidepressants for the treatment of depression

12 (under review; pre-print available on OSF)

* Ko, Kwonmok, et al. "Psychedelic therapy for depressive
symptoms: A systematic review and meta-analysis." Journal

10 of Affective Disorders 322 (2023): 194-204.

+ Stone, Marc B., et al. "Response to acute monotherapy for
major depressive disorder in randomized, placebo-controlled
8 trials submitted to the US Food and Drug Administration:
individual participant data analysis.” Bmj 378 (2022).

»  Cipriani, Andrea, et al. "Comparative efficacy and
acceptability of 21 antidepressant drugs for the acute
treatment of adults with major depressive disorder: a

Between-arm systematic review and network meta-analysis." The
effect: Lancet 391.10128 (2018): 1357-1366.

~6-7 units * Hsu, Tien-Wei, et al. "Comparative oral monotherapy of

psilocybin, lysergic acid diethylamide, 3, 4-

methylenedioxymethamphetamine, ayahuasca, and

escitalopram for depressive symptoms: systematic review

and Bayesian network meta-analysis." bmj 386 (2024).

7 improvement

2 Between-arm
effect:
~2-3 units

Psychedelic
trials

SSRI/SNRI

WWW.MGHCME.ORG



12

10

7 improvement

Within-
treatment
effect:
~12 units

Within-control
effect:
~8-10 units

Between-arm
effect:
~2-3 units

SSRI/SNRI

Within-control
effect:
~5-6 units

Between-arm
effect:
~6-7 units

Psychedelic

trials

Within-
treatment
effect:
~12 units

WWW.MGHCME.ORG

acebo suppression

|@ MASSACHUSETTS

\/ GENERAL HOSPITAL
PSYCHIATRY ACADEMY

References:

Szigeti et al. ‘Equal-unblinding’ meta-analysis of psychedelic
therapy vs. antidepressants for the treatment of depression
(under review; pre-print available on OSF)

Ko, Kwonmok, et al. "Psychedelic therapy for depressive
symptoms: A systematic review and meta-analysis." Journal
of Affective Disorders 322 (2023): 194-204.

Stone, Marc B., et al. "Response to acute monotherapy for
major depressive disorder in randomized, placebo-controlled
trials submitted to the US Food and Drug Administration:
individual participant data analysis.” Bmj 378 (2022).
Cipriani, Andrea, et al. "Comparative efficacy and
acceptability of 21 antidepressant drugs for the acute
treatment of adults with major depressive disorder: a
systematic review and network meta-analysis." The

Lancet 391.10128 (2018): 1357-1366.

Hsu, Tien-Wei, et al. "Comparative oral monotherapy of
psilocybin, lysergic acid diethylamide, 3, 4-
methylenedioxymethamphetamine, ayahuasca, and
escitalopram for depressive symptoms: systematic review
and Bayesian network meta-analysis." bmj 386 (2024).



MASSACHUSETTS
GENERAL HOSPITAL

S IS driven

) I p at h W ay PSYCHIATRY ACADEMY

Unblinding bias
Treatment pathway Control pathway

Ketamine
tal evidence of | Direct experimental evidence of a
fect large effect
Cannabis
Indirect evidence of a moderate

e of no effect offect

Psychedelics

Indirect evidence of a large effect

e of no effect (know-cebo)

WWW.MGHCME.ORG



MASSACHUSETTS
GENERAL HOSPITAL

as IS driven

() I p at h W ay PSYCHIATRY ACADEMY

Unblinding bias
Treatment pathway Control pathway

Ketamine
ental evidence of | Direct experimental evidence of a
effect large effect

Cannabis

Indirect evidence of a moderate

nce of no effect
effect

Psychedelics

Indirect evidence of a large effect

nce of no effect (know-cebo)

fference in estimated treatment effect between trials with and without
eflect that blinding is less important than often believed or meta
gaard et al. "Impact of blinding on estimated treatment effects in
ogical study." bmj 368 (2020).

WWW.MGHCME.ORG



Recruitment
- Medical condition
- Intervetion

Contact with
study team

len RCT

Consent —_— Randomize

Recruitment
- Medical condition

Contact with
study team

Consent for
Treatment A

Randomize

Consent for
Treatment B

MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY

Treatment

Control

—3 Treatment

—3  Control

M. Shortreed, and Lynn L. DeBar. "Zelen design clinical
when, and how." Trials 22 (2021): 1-8.



MASSACHUSETTS
GENERAL HOSPITAL

PSYCHIATRY ACADEMY
HE Q b.szigeti@pm.me

Summary

ng bias
ware that

University of California tHe centre For
San Francisco PSYCHEDELIC RESEARCH

Imperial College London




	Slide 1
	Slide 2
	Slide 3: What is measured in a trial?
	Slide 4: What is unblinding bias?
	Slide 5: Sources of unblinding bias
	Slide 6: Ketamine
	Slide 7: Ketamine
	Slide 8: Cannabis
	Slide 9: Psychedelics – positive expectancy
	Slide 10: Psychedelics – positive expectancy
	Slide 11: Psychedelics – positive expectancy
	Slide 12: Psychedelics – placebo suppression
	Slide 13: Psychedelics – placebo suppression
	Slide 14: Psychedelics – placebo suppression
	Slide 15: Psychedelics – placebo suppression
	Slide 16: Unblinding bias is driven  by the control pathway
	Slide 17: Unblinding bias is driven  by the control pathway
	Slide 18: Traditional vs. Zelen RCT
	Slide 19

