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* | am currently a full-time employee of MycoMedica Life Sciences PBC and | own MMLS stock
options

* | was previously a full-time employee of Compass Pathways, Inc. and | own CMPS stock

The opinions expressed in this presentation are my own interpretation and summary of ISCTM
working group discussions and manuscript subgroup recommendations.



The ISCTM Working Group: Formation and Activities

2023 Annual Scientific Meeting
* 17 Feb Symposium, “Unresolved Problems in Neuroscience Topic 2: Methodologic Issues in Psychedelic Trials ”
* Amir Inamdar, Joyce Tsai (co-chairs), David Hellerstein, Christine Moore (speakers)

2023 Autumn Conference joint day with ECNP
e 7 October Working Group: blinding, response to FDA guidance, efficacy measures, safety and AE reporting, study design

2024 Annual Scientific Meeting
* 21 February Working Group: round-tables on operational challenges of sponsors and sites, minimum necessary
psychological support model
2024 Autumn Conference
» 24 September Working Group: round-tables on fidelity assessment, challenges of scaling delivery of psychological support

2025 Manuscript Preparation: focus primarily on the “classical” psychedelics
* Subgroups met on Zoom to outline, draft, review manuscript sections based on assigned topics
* Functional Unblinding and Expectancy — Todd Solomon
* Assessment and Endpoints — Lori Davis
* Study Design — Joyce Tsai
e Safety — Amir Inamdar
* Sponsor Challenges — Joyce Tsai
* Site Challenges — Scott Aaronson and John Sonnenberg
* Psychological support and fidelity monitoring —Alex Kelman & Kevin Lanzo



Functional Unblinding And Expectancy Bias, 3 Key Points

1. Take all reasonable steps to minimize functional unblinding and expectancy bias (study
design, choice of doses and controls, blinded third-party raters, patient selection) but accept it
will happen to some degree

2. Measure it: expectancy and blinding in patients, blinding of raters
» Szigeti 2024 showed expectancy drove response to escitalopram but not psilocybin
* MindMed study (T. Solomon, ISCTM poster) showed blinding was maintained in raters

3. Conduct analyses to determine:
 How well was blinding maintained?
* Was (lack of) response driven by unblinding?
e Can these results be believed?



Assessments and Endpoints, 3 Key Points

1. Standard assessments are necessary (if insufficient)
* Primary endpoint: Disease state symptom severity and clinically meaningful time point
* Functional impairment and quality of life outcomes

2. Additional assessments specific to psychedelics should be included

* Measures of psychedelic effect: Intensity scale, Mystical Experiences Questionnaire, 5-Dimensional Altered
States of Consciousness, Emotional Breakthrough Inventory, Challenging Experiences Questionnaire

* Consider additional assessments that capture aspects of response/improvement that are NOT captured by
current standard symptom, function, or QoL scales

3. Administer symptom scales both acutely and after substantial follow-up
* Response to psychedelic expected to show rapid onset (typically next day)
* Response to psychedelic should be more durable than placebo response (follow to 12 wks)



Study Design, 3 Key Points

1. Psychedelics must meet the same rigorous standards for demonstrating efficacy as any other
drug/intervention

2. Acute efficacy studies should take into account unique considerations for psychedelics
* Drugresponse is not dependent on constant therapeutic drug level
* Choice of doses and controls, and crossover designs, may substantially influence success of blinding

* Different dosing regimens will drive study design: single/episodic dose monotherapy, adjunctive to another
treatment, induction + intermittent maintenance, chronic intermittent microdosing

» Assess rapid/acute response, accepted clinically meaningful endpoints, and durability out to 12 weeks

* Decide how to treat insufficient responders during the follow-up period after a single treatment or course of
treatment

3. Long-term studies should assess both durability and reproducibility of treatment
* Randomized withdrawal designs are not be appropriate if there is no chronic treatment to withdraw from

* Determine the time to retreatment in open-label or double-blind long-term study and the effectiveness and
durability of retreatment



Safety, 4 Key Points

1. AE recording and reporting are so the drug label can inform expectations
* Issue: Expected psychedelics effects not experienced as “adverse”
* Challenge: Insufficiency of MedDRA to capture totality of experiences

2. Dosing session safety requires monitoring and clear discharge criteria
* 2 Monitors including a licensed Lead Monitor to ensure both patient safety and safeguarding
* CCTV with live monitoring, video and audio recording could be the 2" pair of eyes
* Clear discharge readiness criteria needed to ensure that psychedelic effects have resolved
* Provisions for extended observation or overnight stay

3. Longer-term safety must assess for potential symptoms of HPPD
* Assess for emergence of Hallucinogen-Persisting Perception Disorder (“flashbacks”)

4. Abuse liability, dependence, or development of tolerance should be assessed
e Thisis particularly an issue for novel psychedelic compounds



Psychological Support, 3 Key points

If “psychological support” could be characterized by a VAS

Spectrum of “psychological support”
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2. The minimum safety monitoring is consistent with standard medical practice

* Meet with the patient before the intervention to educate and manage expectations, monitor the patient
during the intervention, follow-up afterward to assess post-treatment status, adverse events

3. Evaluate adherence of monitors to the psychological support model
* Have a training manual and requirements for monitor selection, training, and qualification
* Have a standardized process for evaluating monitors’ adherence to training manual
* Have independent review and rating (by expert human rater) of at least 10% of recorded sessions

» Al-assisted review (with human oversight) is an emerging approach to evaluate longer dosing sessions and
may allow review of 100%



Sponsor Challenges, 3 Key Points

1. Psychedelic studies are much more complex, expensive, and at risk for delays
* Some regions/countries may be more experienced with psychedelic studies than others

 Recommendation to choose CRO with strong experience in both psychedelics and other scheduled drugs, and
the specific region(s) of interest

2. Registration/licensing requirements/process can greatly extend timelines

* US Example: Need separate approval by both federal and state authorities, there are specific infrastructure
and SOP requirements that require physical inspection to verify, and approval is by individual study protocol

* Every entity that touches the drug during chain of custody must be licensed

3. Complexity of studies require greater sponsor resources and time

* Multiple vendors for remote blinded raters, storage and transportation of drug, monitor training/fidelity
assessment

 Recommendation for sponsor to manage vendors directly rather than through CRO



Site Challenges, 3 Key Points and Recommendations

1. Site startup requirements are extensive
» Lengthy registration/licensing process starts only after protocol award letter with associated IND
* Dedicated dosing room (with different sponsor requirements), and installation of a safe for drug storage
» Can accommodate only 1 patient /day

2. Patient recruitment has unique challenges
* Risks due to undisclosed psychiatric comorbidities
* Hype leading to inappropriate patients
* Decriminalization and underground availability of drug outside of study

3. Studies are staff and resource-intense
* At minimum: Physician, coordinator, 2 dosing monitors, blinded remote rater all working together
* Training for monitors, and for site staff on AE reporting, SOPs on drug handling and documentation

Recommendations

* Early and ongoing collaboration with sponsors and their representatives

* Early and ongoing collaboration with regulatory agencies including DEA and FDA (in the US)
* Maintain awareness of the changing cultural and legal landscapes governing psychedelics
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