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Modernizing the Definition of Tolerability
• Tolerability “the degree to which overt adverse effects can be tolerated by 

the subject” (ICH E9)

• “…the degree to which symptomatic and non-symptomatic adverse events 
associated with the product’s administration affect the ability or desire of 
the patient to adhere to the dose or intensity of therapy. A complete 
understanding of tolerability should include direct measurement from 
the patient on how they are feeling and functioning while on 
treatment.” (FOCR White Paper) https://www.focr.org/tolerability

https://www.focr.org/tolerability


Core Outcomes and Tolerability

• Overall Survival
• Progression Free Survival
• Overall Response Rate
• Serum Biomarkers

• CTCAE Safety Data
• Dose Modifications

• Hospitalizations
• ED Visits
• Morbid Procedures
• Supportive Care Use
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There is a need for unbiased, careful item selection of 
patient-reported symptoms and side effects! 
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• What strategies can be employed to identify 
relevant patient-reported symptomatic adverse 
events in cancer clinical trials?

• What are the advantages of item libraries in 
selecting patient-reported symptoms and side 
effects?

• What challenges are encountered in parsimonious 
item selection? Frequent pitfalls?
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• What is the industry perspective on how patient-
reported symptoms and side effects are selected?

• How has the broadened definition of tolerability 
changed assessment of patient-reported symptoms 
from your perspective?

• How will Project Patient Voice change item selection 
in future cancer clinical trials?
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• How much is “too much” when patients are asked 
about symptoms and side effects?

• Are patients adequately informed on how collected 
symptom and side effect data will be used?

Mary (Dicey) 
Jackson Scroggins
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• During a clinical trial, what are practical challenges 
to rigorous collection of patient-reported 
symptoms?

• How will Project Patient Voice change your 
assessment of tolerability of therapy?
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• How would a “free-text” item in PRO-CTCAE lead to 
improved assessment of tolerability?

Arlene Chung, MD
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• What is your regulatory agency’s perspective on 
patient-reported adverse event data?

• How would patient-reported symptoms and side 
effects impact your assessment of tolerability?

Maxime Sasseville, PhD
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What strategies can be used 
to ensure thorough collection 
of patient-reported 
symptoms and side effects 
while not over-burdening 
patients?

Ethan Basch, MD Mary (Dicey) 
Jackson Scroggins
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In terms of tolerability and 
rigorous assessment of 
patient-reported 
symptoms and side 
effects: 
What are industry 
challenges in the context 
of differing needs from 
various regulatory bodies?
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Although patient-
reported adverse events 
can inform tolerability in 
the setting of cancer 
clinical trials, how can 
PRO inform tolerability at 
the point-of-care?Arlene Chung, MD Kathryn Mileham, MD
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