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Outline

• Introductions

• Background on previous work and current progress of this 
working group (ISCTM Estimand WG)

• Update on collaboration with the Psychedelics WG

• Discussion



ISCTM Estimands and Missing Data WG

Initial Main Objective: Develop an approach to the process of 
applying the estimand framework that is relevant to many types of 
studies across clinical areas and illustrate the approach with examples 
of specific Central Nervous System (CNS) studies. 

Members: 

Clinical, Statistical, FDA/EMA Regulatory

First Output

Published paper: https://link.springer.com/article/10.1007/s43441-023-00524-2
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Published Paper

Paper available open access 

due to ISCTM sponsorship



Collaboration with the ISCTM Psychedelics WG

Untangling the specific methodological issues of psychedelics’ trials using the 
estimand framework:

• Potential for functional unblinding

• High expectancy bias

• Lack of appropriate comparator

• Use of psychological support/ psychotherapy along with study drug

• Intermittent (few) treatment vs daily dosing, including implications for 
demonstrating durability of effect and long-term study designs



Estimand Related Topics of Interest?



Summary
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Back-Up
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https://database.ich.org/sites/default/files/E9-R1_Step4_Guideline_2019_1203.pdf

https://database.ich.org/sites/default/files/E9-R1_Step4_Guideline_2019_1203.pdf


An estimand is a precise description of the treatment effect reflecting the clinical 
question posed by a given clinical trial objective. 

Estimand - Five Attributes
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E9-R1_EWG_Step2_TrainingMaterial

Who to study
Endpoint for an 

individual

Mean difference, 
proportion difference,  

hazard ratio

Might include individual 
contributing factors, incl. 

combinations thereof: e.g. active 
drug / placebo, background 

medication, rescue medication



ISCTM WG
Recommended Steps in Applying the Estimand Framework

• Identify the stakeholder(s) for whom the estimand is being defined

• State decision(s) to be made by each stakeholder

• Define objective(s)

• Under each objective supporting main decision making:
• Formulate the clinical question of interest:  

• Consider the clinical context

• Consider potential intercurrent events (ICEs) and how they relate to the 
question

• Define the corresponding estimand

• Justify the utility of the selected question and corresponding estimand to the specific 
stakeholder(s).
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