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ABSTRACT

Accurate adverse event (AE) collection is central to evaluating the safety, abuse, and
dependence potential of CNS-active drugs, including psychedelics, and to informing labeling
and scheduling decisions. Yet current regulatory and operational frameworks create a number
of challenges to capturing the full spectrum of CNS-related events. A recurring problem,
highlighted by the FDA, including by its 2024 advisory committee review of MDMA-assisted
therapy (U.S. Food and Drug Administration, 2024), is the systematic under-capture of
positive or pleasurable effects (e.g., elevated mood, prosocial behavior, empathogenic
responses) that are treated solely as therapeutic outcomes rather than AEs relevant to abuse
liability and risk management. This issue is compounded by the ICH E6(R3) (International
Council for Harmonisation, 2025) and FDA definition of an AE as "any unfavorable medical
occurrence in a trial participant administered the investigational product,” which can implicitly
discourage documentation of experiences perceived as beneficial but directly relevant to
scheduling and risk communication. Additional complexity arises when highly subjective
descriptions (e.g., “feeling connected,” "more open,” “expanded”) are coded into broad
MedDRA preferred terms such as "mood altered,” “dysphoria,” or “feeling abnormal” that strip
away nuance, obscure mechanistically important patterns, and limit cross-study comparability.
These challenges are further amplified in psychotherapy-augmented and psychedelic
paradigms, where expectancy effects and functional unblinding influence both participant
reporting and investigator interpretation of AEs.

To harmonize AE criteria in CNS-active drug trials, we propose: (1) adoption of working
definitions that explicitly encompass both positive and negative experiences across somatic,
affective, cognitive, and perceptual domains; (2) key dimensions for characterizing CNS-
related events (e.g., valence, intensity, time course, phenomenology, context, and abuse
relevance); (3) a draft taxonomy structure intended to support more consistent mapping from
verbatim language to MedDRA terms; (4) a practical guidance for training study personnel to
recognize and code positive-effect and mixed-valence experiences without inflating
therapeutic endpoints; as well as (5) a practical guidance for training study participants to
report experiences they perceive as therapeutic along with those they perceive as
undesirable. Together, these harmonized criteria are intended to support the acquisition of
more complete and consistent AE datasets, improve detection of CNS-related safety and
abuse signals, and better align CNS-active drug programs with evolving regulatory
expectations and public health needs.

PROPOSED HARMONIZED FRAMEWORK

Five integrated components capture the full spectrum of CNS-related experiences across
Positive, Negative, and Mixed valence.
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2. Key Dimensions for Characterizing CNS Events

Dimensional tagging guides PT selection and retains multi-domain features.

m Key Considerations

Valence Positive / Negative / Mixed; avoid forcing single-valence
classification
Intensity Mild / Moderate / Severe; consider peak vs. overall intensity

Time Course Onset, peak, duration, resolution, recurrence

Phenomenology Affective, Cognitive, Perceptual, Somatic, Self-experience,

Social

Context Set (mindset, expectations) and setting (environment,
therapeutic support)

Abuse Relevance Reinforcing quality, desire to repeat, craving or behavioral
salience
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lllustrative Examples

Verbatim: “| felt amazing but lost control and everything looked distorted.”
— Tagged (3 components):

* Positive valence  High intensity « Affective;

* |mpaired control « Dissociative;

 Perceptual alteration

— MedDRA: Euphoric mood + Dissociation + Visual distortion
Verbatim: “| felt an overwhelming wave of happiness and colors
looked much brighter.”
— Tagged:

* Positive valence

* High intensity

« Affective

* Perceptual

— MedDRA: Euphoric mood + Visual distortion

1. Work Definitions

Capture verbatim descriptions first. Do not pre-classify as AE vs. efficacy outcome prior to
documentation.

Any drug-emergent somatic, affective, cognitive, perceptual, or
social/interpersonal experience associated with investigational
product exposure, regardless of perceived benefit or harm.

CNS-related event

Beneficial, pleasurable, prosocial, or therapeutic experience still
relevant to abuse liability, dependence risk, or risk
communication.

Distressing, impairing, or undesirable experience across any
CNS domain.

Simultaneous desirable and undesirable features (eg, "euphoria
with loss of control"). Avoid collapsing into single valence.

Positive event

Negative event

Mixed event

Changes in emotional state: elevation, anxiety, or blunting.

Affective alteration Document valence, intensity, and fluctuation.

Changes in thinking, insight, attention, or sense of meaning.
Record specific features and functional impact.

Changes in visual, auditory, or multisensory processing. Specify
modality, qualitative features, and valence.

Cognitive alteration

Perceptual alteration

Alterations in sense of self, body ownership, or reality (eg,

Dissociative experience . o . .
P depersonalisation, derealization, ego dissolution).

Changes in interpersonal engagement, prosocial behavior, or
empathic responsiveness. Document valence, intensity, and
whether the experience was desired or unexpected.

Social/Behavioral
alteration

Drug-emergent physical sensations (eg, lightness, pressure,
restlessness, sedation). Capture in conjunction with affective and
perceptual context where co-occurring.

Somatic alteration

3. Taxonomy for Verbatim-to-MedDRA Mapping

Verbatim descriptions are organized into 6 top-level domains; constructs are linked to
MedDRA LLT/PT destinations.

__Domain__Verbatim Examples___Coding Directon

Code to mood/affect PTs (e.g.,

euphoric mood, affect labile, anxiet
Elevated mood; empathogenic; Hpnhor! | xiety);

Affective el dist 9 capture valence and intensity before
peaceiul, diStresse selecting PT to avoid collapsing
positive and negative states
Cognitive More ope.n; expanded; racing Sepqrate beneficial appraisal from
thoughts; confused impairment
Perceptual COIES [MENITEE; SPliee Map to visual/auditory/perception PTs

changed; visually altered

Loss of self; detached from
body; unreal

Use dissociation PTs; preserve

Dissociative .
phenomenological context

Map to interpersonal/behavioral PTs
(e.g., empathy increased, social
avoidance, agitation); preserve social
valence—do not default to a single PT
when experience is positive or mixed

More connected; prosocial,;

Social/ Behavioral .
empathic

Lightness; pressure;
restlessness; sedation

Capture alongside

Somatic affective/perceptual context

Altasciences, 6605 Merrill Creek Pkwy, Everett, WA 98203, United States

Altasciences.com | contact@altasciences.com

VERBATIM REPORT
Participant Description

DIMENSIONAL TAGGING

CHARACTERIZE
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4—5. Training Guidance

Training logistics: Require minimum clinical training level for raters (e.g., bachelor's-level
clinician or nurse); schedule retraining at defined intervals (e.g., every 6 months — 1 year)

Data Capture Example Prompts

* Probe with neutral prompts .

« Capture participant's verbatim .
description; investigator's medical
Interpretation should preserve verbatim
meaning

 Document what was experienced
regardless of valence; recognize
positive/mixed valence experiences as .
AEs

« Capture impact on ability to function, .
duration, and intensity

“Do you feel anything different?”

“Have you noticed any changes in your
health or well-being, even if they seem
minor?”

Ask follow-on questions:

“How does this compare to before you
received the drug?”

“Does this [drug effect] affect your ability
to complete your normal daily activities?”

CONCLUSIONS

Current AE frameworks may systematically under-capture positive, pleasurable, and mixed-
valence experiences directly relevant to abuse liability and risk management.

A harmonized approach—using explicit working definitions, structured characterization
dimensions, a draft taxonomy, and practical training guidance—improves completeness,
consistency, and interpretability of CNS AE datasets.

Together, these tools better align CNS-active drug programs with evolving regulatory
expectations and public health needs.

SELECTED REFERENCES

1. U.S. FDA. PDAC Briefing Document (NDA 215455: Midomafetamine). 2024.
ICH. Guideline for Good Clinical Practice E6(R3). 2025.

. Griffiths RR et al. Psychopharmacology. 2006;187:268—283.

. MacLean KA et al. J Psychopharmacol. 2012;26:1479-1487.

. Barrett FS et al. J Psychopharmacol. 2015;29:1182-1190.

. Dittrich A. Pharmacopsychiatry. 1998;31(s2):80-84.

. Studerus E et al. PLoS One. 2010;5:e12412.

. Bremner JD et al. J Trauma Stress. 1998:11:125-136.

O~NOO O WN




	Slide 1: Harmonizing Adverse Event Criteria to Improve CNS-Related Safety and Abuse Signal Detection in Clinical Trials 

