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• OBJECTIVE
Ensure that patients, clinicians, and other decision-makers have high-quality PRO data 

from clinical trials to make the best decisions they can about treatment options

• APPROACH
Partner with key stakeholder groups to disseminate and implement tools that have been 

developed to optimize the use of PROs in clinical trials

The PROTEUS Consortium



Organizations with PROTEUS Participants*

*Participation in PROTEUS does not imply endorsement of any particular PRO tools or guidance documents
5

AcademyHealth Industry (GlaxoSmithKline)

American Cancer Society International Society for Quality of Life Research

American Society for Radiation Oncology ISPOR

American Society of Clinical Oncology Medical journal editors

Australian Clinical Trials Alliance Medicines and Healthcare Products Regulatory Agency

Canadian Association of Radiation Oncology National Cancer Institute

Cancer Australia National Cancer Research Institute (UK)

Consolidated Standards for Reporting of Trials (CONSORT) National Clinical Trials Network PRO representatives

Critical Path Institute PRO Consortium National Coalition for Cancer Survivorship

European Medicines Agency-Scientific Advice Working Party / Dutch 
Medicines  Evaluation Board

National Institute for Health and Care Excellence

Oncology Nursing Society

European Organization for the Research and Treatment of Cancer (EORTC) Patient-Centered Outcomes Research Institute

Food & Drug Administration (FDA) Society for Clinical Trials

Health Canada Standard Protocol Items: Recommendations for Interventional Trials (SPIRIT)
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• Ensure that patients, clinicians, and other decision-makers 
have high-quality PRO data from clinical trials

• Requires a SMART approach:
• Specifying the PRO methods appropriately

• Measuring the PROs effectively

• Analyzing the PRO data properly

• Reporting the PRO results clearly

• Translating the PRO findings in practice

The PROTEUS Consortium’s Objective



The PROTEUS Consortium’s Rationale

• Clinical trial protocols are often sub-optimal with regard to their 
PRO components  

• Clinical trial reporting of the PRO components is often sub-optimal 
or doesn’t happen at all 

➢ Tools are available to improve trial protocol design, execution, 

reporting and uptake with regard to PRO endpoints
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“6 Tools-1 Paper Paper”
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Calvert et al, JAMA 
2018, 319(5), 483-494

Specifying PRO Methods Appropriately
• PRO-specific research question, rationale, relevant previous 

findings
• PRO-specific objectives or hypotheses
• PRO-specific eligibility criteria (if any)
• PRO concepts/domains and related analysis metric used to 

evaluate the intervention
• PRO measure description and psychometrics
• Data collection plan
• Available language versions
• Justification for proxy reporting (if relevant)
• Strategies to minimize and address missing data
• Whether PRO data will be monitored to inform care
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Measuring PROs Effectively
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Reeve et al, Qual Life Res 

2013, 22, 1889-1905

Measuring PROs Effectively

• Conceptual and measurement model, including intended 
population

• Reliability

• Validity (content, construct, responsiveness)

• Interpretability of scores

• Translations

• Patient and Investigator Burden



Crossnohere et al, Qual Life Res 2021;30:21-40



Analyzing PRO Data Properly
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Coens, et al Lancet Oncol 

2020, 21, e83-96

Analyzing PRO Data Properly
• Objectives

• Broad (e.g., confirmatory comparisons vs. 
exploratory/descriptive)

• Between-arm (e.g., superiority or equivalence/non-inferiority)
• Expectation (e.g., improvement, worsening, overall effect)
• Endpoint (e.g., proportion of responders at time t)

• Recommended statistical methods, e.g.:
• Cox proportional hazards for time-to-even
• Linear mixed models for magnitude-of-event, describe response 

patterns/profiles

• Missing PRO data
• Handling analytically
• Collecting reasons
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Reporting the PRO Results Clearly (1)



Calvert et al, JAMA 

2013, 309(8), 814-822

Reporting PRO Results Clearly (1)

• Identify PRO as primary or secondary endpoint

• State PRO hypothesis, specifying domains if applicable

• Provide/cite evidence of PRO instrument validity and 
reliability

• Summarize PRO data collection procedures

• State statistical approaches for dealing with missing data

• Address PRO-specific limitations and implications for 
generalizability
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Reporting the PRO Results Clearly (2)



Snyder et al, Qual Life Res 

2019, 28(2), 345-356

Reporting PRO Results Clearly (2)

• Directionality (whether higher scores are better or worse)

• Conveying score meaning

• Conveying statistically significant differences

• Illustrating clinically important differences
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Wu et al, Mayo Clin Proc 

2014, 89(5), 653-661

Applying PRO Findings in Practice

1. Was the PRO assessment strategy appropriate?

2. Did they measure PROs effectively?

3. Should I believe the results?

4. Were the results placed in clinical context?

5. Do the results apply to my patients?



Recommendations organized in three categories:

1. Always cover*
Assumes 1 paragraph of space is available

2. Cover if PRO is a primary endpoint, or if a second 
paragraph of space is available*

3. Cover if space allows

*example text provided

Snyder et al, BMJ 
2021;373:n1367
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Overview of Web Tutorials

Overview of Tool Recommendations

How to Apply the Tools

Introduction to PROs and PROTEUS

Introduction to the PROTEUS Tools
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