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Safety

• Safety measures the medical and 
biological risks to the subject.

• PROs are already widely used to assess 
the safety of health interventions.

• Evidence suggests that healthcare 
professionals and patients often report 
adverse events differently.

Tolerability

• Tolerability reflects the degree to which 
treatment-related adverse effects are 
acceptable and manageable for a patient.

• Asking patients is the most straightforward 
and appropriate way to assess tolerability.

Direct patient reporting of tolerability has gained 

considerable attention in recent years, is now 

widely used in oncology trials, and is expected to 

play an increasingly important role in other 

clinical settings.

PROs for assessing tolerability



• The value of direct patient reporting of 
tolerability has been recognised by the FDA. 

• Measurement of overall tolerability is 
recommended within the core PRO set for 
oncology trials.

EORTC item Q168

To what extent have you been troubled with side effects 

from your treatment?

Not at all           A little            Quite a bit         Very much

PROs for assessing tolerability



• Real-world evidence (RWE) can be generated prospectively or 
retrospectively using diverse study designs.

• While typically associated with post-approval research, RWE can also be 
generated in certain pre-approval settings.

• RWE is attracting increasing attention from both payers and regulators.

Real-World PROs (RW-PROs)

EHRs

Claims
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Patient-
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Source: https://www.fda.gov/science-research/real-world-evidence/fda-use-real-world-evidence-regulatory-decision-making

PROs play a central role in 

advancing patient-centricity 

in RWE generation.
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Value of RW-PROs

Complements 
RCT findings

Bigger 
samples

Equity 
and 

inclusion

Broader 
inclusion 
criteria

Routine 
practice

RW-PROs are particularly valuable 

for long-term follow-up, where safety 

and tolerability are key 

considerations.



Existing barriers

Missing data are 
a major concern

Source: Maruszczyk et al. Paving the way for patient centricity in real-world evidence (RWE): Qualitative interviews to identify considerations for 
wider implementation of patient-reported outcomes in RWE generation. Heliyon. 2023 Sep 14;9(9):e20157. doi: 10.1016/j.heliyon.2023.e20157.



Useful resources

• PRO guidance (clinical trials & routine practice)

• RWE guidance

• Emerging RW-PRO-specific recommendations



ISPOR Task Force on prospective RW-PROs

Source: Rylands et al. Designing and Implementing Real-World Patient-
Reported Outcomes-Emerging Recommendations: A Good Practices Report 
of an ISPOR Task Force. Value Health. 2026 Mar 18:S1098-3015(26)00102-6. 
doi: 10.1016/j.jval.2026.02.018.



Tolerability of Advanced Therapies

Advanced therapy medicinal products (ATMPs)

• Especially used for treatment of rare diseases

Play an increasingly important role in the treatment of 
burdensome and complex diseases

• Some have curative or pseudo-curative potential

Many ATMPs offer the potential for significant, life-changing 
benefits to patients 

• Short-term

• Long-term

Safety and tolerability profiles are not always fully 
understood

It is critical that regulatory evaluation of ATMPs includes 
consideration of the patient experience



Tolerability of Advanced Therapies

Review of regulatory guidance

• PROs recognised as acceptable evidence for regulatory decision-making

• No ATMP-specific guidance currently available for PRO assessment

 



Tolerability of Advanced Therapies

Drug Casgevy Hemgenix

Indication SCD and TDT Haemophilia B

PROs used to characterise 

disease burden
✓ ✓

Interim PRO findings 

demonstrated favourable 

outcomes

✓

Final assessment pending trial 

completion
✓

PRO data used to derive health-

state utilities for economic 

models

✓ ✓

RW-PRO results used to 

contextualise broader quality-of-

life outcomes

✓

PROs incorporated into long-

term post-authorisation RWE 

studies

✓ ✓

Case studies



Tolerability of Advanced Therapies

• Widespread recognition of the importance of PROs in the evaluation of ATMPs

• Specific guidance may help further optimise their use 

• Methodological advancement in PRO use in small, single-arm design will further support 
regulatory decision-making

• RW-PROs from long-term follow-up may help demonstrate broader patient benefits

• Develop a Framework for Patient-Centred Outcomes for Individualised Genetic Therapies

• Feasibility and Initial Plans for Regulatory Monitoring of ATMP Safety Using PROs

Main findings

Next steps



• Selection of most appropriate PRO 
measures

• Determine PRO assessment timing and 
frequency

• Plan for verifying data provenance

• Plan for handling data missingness

• Field test of data capture approaches

Key Considerations for the Use of RW-PROs in Tolerability 
Assessment



Summary

• Patient-centricity is critical in the 
evaluation of tolerability of new 
treatments in RW settings.

• RW-PRO can provide valuable insights 
into the burden of disease, long-term 
tolerability and effectiveness in more 
generalisable populations. 



Thank you!
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