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What are 
Patient-Relevant 
Endpoints? 
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https://www.iqwig.de/en/presse/

media-centre/figures-and-

graphs/infographic-patient-

relevant-endpoints/



What are Patient-Reported Outcomes (PROs)?
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PROs are defined as “any report of the 

status of a patient’s health condition 

that comes directly from the patient, 

without interpretation of the patient’s 

response by a clinician or anyone 

else”  US Department of Health.

PROs are a subset of patient-relevant 

endpoints.



Why PROs Matter: Capturing the Patient Voice
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• Direct Insight into Patient Experience

PROs capture how patients feel and function and their quality of life – 

complementing clinician-reported data. 

• Essential for Tolerability

Understanding tolerability requires patient input on side effects and daily impact.

“A complete understanding of tolerability should include direct measurement from 

the patient on how they are feeling and functioning while on treatment.”  Friends 

of Cancer Research

• Underused in Early Phase Trials

Widely used in late phase trials, yet still uncommon in early development 

despite their value for early tolerability signals and dose selection.

Di Maio M, Basch E et al. NatRevClinOncol. 2016 May;13(5):319-25. 

U.S. Food and Drug Administration. Guidance for industry: patient-reported outcome measures: use in medical product development to support labelling claims. 

European Medicines Agency. Reflection paper on the regulatory guidance for the use of health-related quality of life (HRQL) measures in the evaluation of medicinal products.

Alger E et al. Statistical methods and data visualisation of patient-reported outcomes in early phase dose-finding oncology trials: a methodological review



Phase I: Safety/Tolerability

Role of PROs Across the Clinical Development Pathway 7

Phase II: Preliminary Efficacy
e.g.,

• CTCAE-graded AEs 

• Dose interruptions/

modifications,

• Treatment 

discontinuations

e.g., 

• RECIST response, 

• Clinical benefit, 

• PFS (sometimes)

e.g., 

• PFS

• OS

Phase III: Efficacy

Dose selection: optimal dose(s) 

for further investigation

PROs to assess Tolerability

e.g., symptomatic AEs, side effects impact, global health-related QoL (HRQoL)

PROs to assess Efficacy / Treatment benefit, 

e.g., improvement in HRQoL, symptoms, functioning

ConfirmatoryExploratory/Descriptive

Typical 

Primary 

Objectives

By Phase

PRO-

Related 

Objectives

Trials are 

increasingly 

seamless.



Value of PROs Across Therapy Development

1. Evidence of Efficacy & Tolerability

• Directly captures patient-reported symptoms, functioning, and HRQoL.

• Helps assess meaningful treatment benefit - how patients feel and function.

• Aligned with FDA Patient-Focused Drug Development guidance and EMA expectations.

2. Enhancing Therapy Development

• Supports dose optimization and RP2D selection (e.g., FDA Project Optimus) 

• Strengthens early benefit-risk insights and increases late-stage probability of success

3. Regulatory & Market Access

• Strengthens benefit–risk evaluations for marketing authorisation

• Enables PRO-based label claims (especially for symptoms and functioning)

• Provides key evidence for HTA reimbursement assessments and economic evaluations

4. Clinical Practice & Communication

• Informs oncology guidelines (e.g., ESMO, ASCO) and value framework (e.g., ESMO-MCBS)

• Improves symptom detection, patient–clinician communication and shared decision-making



Going back to basics

A fundamental question 
for our PRO objectives: 

Are we looking at Benefit 
or Risk?



Thinking about efficacy and tolerability

• Improvement in HRQOL

• Improvement in 
symptoms

• Etc…

PROs can 
be used to 
think about 
efficacy or 
treatment 

benefit

• Tolerability

But PROs 
can also be 

used to think 
about 

treatment 
risk

PROs help us see both sides of the scale – 

the benefits patients experience and 

the burdens they face



Data contributing to understanding treatment tolerability

Can we truly say 

a treatment is

“well-tolerated” 

if we haven’t 

captured PROs 



Which PRO concepts should be considered in later phase 
trials? 
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Core Set of PRO conceptual model 
Figure based on US FDA guidance (Yap et al eClinicalMedicine, 2025)



Which PRO concepts should be considered in Phase II? 
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Core Set of PRO conceptual model 
Figure based on US FDA guidance (Yap et al eClinicalMedicine, 2025)

All Five 

Concepts



How about early phase dose-finding trials? 



Dose-Escalation and Dose-Optimisation – An Example

Higher doses 

may not be 

more active.



Incorporating Multiple Outcomes including PROs
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Totality of Data



Growing interest from patients, academics, industry, and 
regulators in the use of PROs in early phase settings
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Incorporating Multiple Outcomes including PROs
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How do we meaningfully integrate 

PROs in dose-finding trials? 

→ Six Recommendations 

Under 10% of 

trials collected 

PROs, and when 

they did, the PRO 

objectives were 

often vague. 



OPTIMISE-ROR Guidance (Recommendation 1) 

1. Key PRO Tolerability Concepts to capture in dose-finding oncology trials:

Overall Side Effects 
Impact

Overall health-related 
QoL

Symptomatic Adverse 
Events 

e.g. FACT-GP5, 
EORTC Q168

e.g. EORTC-QLQ-C30 (Q29 & Q30) e.g. Selected items from PRO-CTCAE,
Or EORTC item library



OPTIMISE-ROR Guidance (Recommendation 2-6) 

2. Assess Tolerability 
Across Whole 
Dose-Finding Pathway
• Escalation; Expansion; 

Optimisation

3. Define PRO endpoints 
by specifying assessment 
time periods and dose 
levels. 

4. Guide Next Phase PRO 
Endpoints
• Use findings to select PRO 

endpoints for subsequent 
studies

6. Define each PRO objective as:
• Descriptive/exploratory or
• Statistically powered –
to guide the appropriate analysis. 

5. Include PROs in final 
dose selection



Minimising research waste & improving patient care

High Quality 

Design
Appropriate Analysis

High quality 
reporting to 

inform patient-
centred care.

Other resources: 

PROTEUS — Trials
https://theproteusconsortium.org/proteus-trials/A practical toolkit with 

recommendations for analysing 
and visualising patient-reported 
outcomes in early phase dose-

finding oncology trials: 
OPTIMISE-AR (in press) 

https://theproteusconsortium.org/proteus-trials/
https://theproteusconsortium.org/proteus-trials/
https://theproteusconsortium.org/proteus-trials/
https://theproteusconsortium.org/proteus-trials/


Key Takeaways: Meaningful Use of PROs

Define the PRO Objectives

• Clarify what you aim to assess, measure and why.

• Drives design, endpoints, analysis and interpretation.

Integrate PROs Early

- Embed from early phase to capture patient experience throughout development

- Critical for tolerability and dose optimisation.

Complement Clinical Endpoints

- PROs add patient perspective beyond clinician-reported adverse events 

(including DLTs) and efficacy metrics.

- Provide a fuller picture of benefit and risk

Design for Insight

- Thoughtful planning yields robust evidence for development and regulatory 

review and clinical practice. 



COLLABORATION IS KEY! 

Working together with patients and 

multidisciplinary team ensures we capture what 

matters most – with speed and purpose. 

Trialists are key to making this impact real.
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