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Disclosures

Funded by NIDA through grant #s RO1DA0646712 and U54DA066461

e Funded by NIGMS through grant # R35GM152157
e RMPDS is funded by SAMHSA for interpretation of data from NSIHT

though contracts #/5520124P00003,

/5520123P00004, and

HHSS2832017000751/75520321F42002

e RMPDS is funded by the US FDA for data and interpretation of data

from NSIHT

e RMPDS is funded by pharmaceutical companies for analyses and
Interpretation of psychedelic use data.
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Objectives

Describe patient factors that dictate drug safety and effectiveness.

Discuss how population data can define a treatable population.

Compare risks and benefits of mental health treatments.




Mental Health Disease iIs Rampant in the US

Prevalence of Any Mental lliness Among U.S. Adults, 2010-2025
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Source: SAMHSA National Survey on Drug Use and Health (NSDUH). 2021-2024 estimates were revised under the 2025 mental-illness prediction model.
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In 2025, only 50.9 % of US
adults with mental illness
recelved treatment.
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But which patients will benefit
from which treatments?



The Human Drug Interaction
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Drug detalls, patient factors, and
environmental factors must be
assessed to interpret rates of
safety and effectiveness.



Different drugs work for different people
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Risks and benefits must be sought to understand what is best for individuals
Population data is the first step

©

SSRIs
Approximately 50% have PS|.locyb|n Ibogaine
improvement in depression 31.6% with moder.ate 2?77?7
at 6-8 weeks. Relapse rates to severe.depresmg)n
are Y2 compared to scores Improved

placebo’
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The rates of SSRI use aren’t
changing, but the rates of
psychedelic use clearly are!
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Use prevalence rates are affected seasonality and media focus.

3,000,000-
Use In the
past year tﬂfﬁfﬁffffffffffx

1,000,000

12,
=
©
<C
P
>
——
@)
-
O
O
&
-
Z
O
2
©
E
17
LL

® |bogaine

® Psilocybin -

0.
Winter 2024 Summer 2025 Winter 2025




Of those with moderate or greater depression symptoms. . .

* An estimated 37% (35.6, 38.4) used an antidepressant in the past year
* An estimated 5.5% (4.8, 6.1) used psilocybin Iin the past year
* An estimated 1.0% (0.7, 1.3) used ibogaine in the past year

41,000,000 adults with moderate or greater symptoms of depression

Prescription e 40.7% of those that
Antidepressants . .
Psilocybin used psilocybin also a
Rx antidepressant in the
34.6%
(33.2, 36.0) pastyear

e 34.8% of those that used

Ibogaine also used a Rx
No past-year use of antidepressant in the

antidepressants,
psilocybin or ibogaine Pa ST year
59.2%

Ibogaine (57.8, 60.7)




Adverse events are common, and vary by drug

MDMA 15. 2% 96% 7. 1%

LSD 195. 9% 14. 0% 12. 8%

DMT

2C-B Family 39.3% 31.1% 30.3%

I 40.0% 36.0% 32.7%

5-MeO-DMT 33.7% 34.6% 35.1%

Visited Regular/ Visited Emergency Called
Primary Care Room/Urgent Care Helpline/Hotline

Action Taken

Percentage (7o) of Adults Who Used by Substance I- 30 40




Perceived Change in Mental Health

Agreement with the Statement: My mental health has changed because of taking psilocybin/ibogaine.

Psilocybin Past Year Use

Likert Response

Ibogaine Past Year Use

1 7.0%16.8% : 30.1% 33.2%
Worsening
Neutral
B Improvement
0 20 40 60 80 100 0 20 40 60 80 100
Percent Percent

Answers based on Likert scale:

Worsening: “Yes, it got much worse as a result” or “Yes, it got somewhat worse as a result”
Neutral/No Change: “Yes, it got neither better nor worse as a result” or “No, it did not change”
Improvement: “Yes, it got much better as a result” or “Yes, it got somewhat better as a result”
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Psilocybin use iIs more common and improvement s
more likely.

Improvement Worsening

Psilocybin

Ibogaine

100 50 0 50
Percent Among Perceived Change




These patient populations are different ] sepsaoamua

Median Median Median Median
PHQO9 PHQS DAST-10 DAST-10
Psilocybin lbogaine Psilocybin lbogaine
4.9 9.9 1.0 2.4
5-9=mild depression 1-2=low risk of SUD

10-14=moderate depression 3-5=moderate risk of SUD
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What is the psychedelic treatable population?

43,000,000 US adults have
moderate or greater depression

by PHQ-9
37.0% (95% ClI: 35.6, 38.4) 5.5% (95% CI: 4.8, 6.1) used 1.0% (95% CI: 0.7, 1.3) used
used antidepressant past year psilocybin in the past year Ibogaine in the past year
15,287,500 * 2,268,200 * 408,100 *

Tens of millions are not treated, determining which treatments
are right for which patients is the next job of real-world data.

*Not all used for depression




Individual factors dictate safety and

effectiveness

e Approximately 1/3 of people are poor or intermediate
CYP2D6 metabolizers, the metabolic enzyme responsible for
Ibogaine.

 This leads to a 10-fold difference in area under the curve.?

e Larger area under the curve is associated with QTc

prolongation.
 Only 6.6% of US adults have had PGx testing.*
e Characterization of past experiences, treatments, etc Is

necessary.



Conclusions
Thank you to RMPDS Research Team!!!

e Use of psychedelics is increasing,

e |ncreased media increases use, but
nhuance about risk/benefit is
currently lost

* [he treatable population must be

carefully assessed
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Thank you

Andrew A. Monte, MD, PhD
Assoclate Chair
RMPDS & CU School of Medicine

HEsﬁ!;;rH POISON & DRUG SAFETY
FOR LIFE'S JOURNEY Savmg lives with answers.™
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