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Disclaimer 



Session Objectives 

 Historically, few label claims have been 
granted in oncology. In the past years, FDA 
and pharma have increased the attention for 
PRO in oncology. This session focuses on how 
patients’ perspective is best captured in 
clinical trials in this new environment and 
what to measure.  
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Patient-centricity in oncology   

 There a many ways pharma can incorporate 
patients’ voice in drug development and 
engage with patients 

- Patient interviews as foundation for efficacy 
and safety endpoints 

- Risk benefit patient interviews 
- Social media 
- PRO CTCAE  
- Patient-friendly summaries of interviews 

 



What is critical now?  

Pharma perspective 
- New innovative approaches incorporated into 

drug development process 
- New endpoint development  
- Optimising the existing ones 

- Open dialogue between stakeholders 
- Scalability of new approaches 

- We need methods and endpoints that can be 
included in large multinational clinical trials with 
accelerated speed 
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Feedback from the PRO community: 
To sum it up…  Frustration 

 

• FDA provides inconsistent advice from review 
divisions and from SEALD 

 

• PRO Guidance is Infeasible – Instrument 
development has suffered 

 

• FDA Oncology Labels contain less PRO data 
than other Therapeutic Areas and Europe 



Challenges for PRO in Oncology 

• Lack of agreed upon instruments (questionnaires) 
• Trial designs not optimized for PRO  
• Significant portion of PRO data frequently missing  
• Lack of standardization in data analysis 
• Lack of standardization in data presentation 
• Lack of familiarity with PRO data analysis for 

Oncology clinical trial reviewers (both statistical 
and clinical) as we have relied on survival and 
radiographic evidence of treatment benefit 
 



What FDA has Done… 
Goal: Detailed, consistent and proactive PRO advice 

• Increased OHOP-SEALD Collaboration 
– Monthly Working Group, Collaborative Meetings 

 
• Improved Clinical Reviewer PRO Expertise 

– Divisional PRO leads 
– Divisional Associate Director for Labeling 

 
• Educational Opportunities for clinical reviewers 

– Monthly OHOP PRO Case Series and other Educational 
Outreach  

 



2009 PRO Guidance 

• Framework for optimal instrument development and 
trial design to support PRO labeling claims 
 

• FDA acknowledges the rigor of this guidance 
 

• We do not wish to abandon a “very good” PRO 
strategy for the sake of “the perfect”.  
 

• However; there is much we can do to improve PRO 
instrument optimization, trial conduct and data 
analysis in Oncology trials. 



Instrument Development  
• Long Term: Encourage New Instrument Development 

 
• Short Term: Identify existing instruments that can be used or modified 

as “reasonable” for use in trials  
– FDA Compendium of Clinical Outcome Assessments announced 4/1/2015  

 
• Optimal choices for instruments will be an iterative process 

 
• OHOP acknowledges that the PRO guidance is a roadmap for “gold 

standard” PRO instruments, but that flexibility may need to be exerted. 
 

 
FDA has focused on adequacy of instruments 
 
There is realization that there is MUCH we can do NOW to improve trial 
design, data capture, data analysis and presentation 

 



Clinical Trial Realities-  
We must Pick our Battles 

• We cannot capture and measure everything 
we would like in a clinical trial setting 
 

• This is particularly important when 
considering PRO as there is some degree of 
burden in filling out questions and collecting 
and handling all that data 
 

• We MUST OPTIMIZE and STANDARDIZE PRO 
in Cancer Clinical Trials 
 



Could we better define core PRO concepts that 
are most proximal to a drug’s effect on a patient? 

Treatment  
Symptoms 

Disease  
Symptoms 

Emotional Well Being 

Physical 
Function 

Social Wellbeing 

Financial Wellbeing 

“Quality of Life” 

DRUG 

Other Known and Unknown Contributors 

Health-Related 
Quality of Life Living Conditions 

External Support 
Network Spiritual 



And improve accuracy and sensitivity of 
measurement of these core concepts? 

Treatment  
Symptoms 

Disease  
Symptoms 

Emotional Well Being 

Physical 
Function 

Social Wellbeing 

Financial Wellbeing 

“Quality of Life” 

DRUG 

Note: There will still be known and unknown contributors to the patient experience 
that we will not be measuring… this is a reality in all clinical trials. 

 

Health-Related 
Quality of Life Living Conditions 

External Support 
Network Spiritual 



Core Concepts: Disease Related Symptoms, Treatment 
Related Symptoms, Physical Function 

• Disease Related Symptoms: 
– Heterogeneous cancer contexts will require a range of 

different instruments 
– Can we repurpose existing instruments while we 

encourage optimal development of new instruments? 
 

• Physical Function: 
– Physical Function Status agnostic to disease and therapy  

• A single measure for all cancer clinical trials would greatly improve 
standardization 

– Short Term: Physical function domain of an existing HrQOL 
instrument such as the QLQ-C30?  

– Short to Long Term: PROMIS appears well-suited to 
measure this concept 
 

 



Core Concepts: Disease Related Symptoms, Treatment 
Related Symptoms, Physical Function 

• Treatment related adverse events (AEs) are very familiar to 
oncologists, statisticians and clinical trialists 
 
– ClinRo: Common Toxicity Criteria of Adverse Events (CTCAE) 

• CTCAE adverse events are reported as descriptive data in all oncology FDA 
labels as incidence tables 

– PRO: Some existing HrQOL instruments include static AEs 
(neuropathy, nausea, etc.).  

• PRO-CTCAE developed as a PRO CTCAE library that can adapt to different 
classes of therapies being tested. 

 
• The Office of Hematology and Oncology Products supports 

PRO-CTCAE as complimentary to labeled ClinRo AEs 
– Provided data are captured adequately, PRO-CTCAE could be included in 

FDA label descriptively, alongside ClinRO CTCAE data 
– We are proactively giving this advice to sponsors of oncology clinical trials 



Ideally, PRO Labeling would provide strong 
data on all 3 core concepts 

• Efficacy: Does the drug provide superior improvement in disease 
related symptoms or functional deficits? 
– Disease Related Symptom Score appropriate for the context 

• (Pain, Total Symptom Score, Performance related outcomes) 
• More conducive to formal statistical analysis (statistical superiority) 

 
• Patient Experience: How do patients feel while on therapy? 

– Adverse events from therapy (PRO-CTCAE) 
– Physical function / Performance status (PROMIS? Domain of Existing 

Instrument?) 
 

• As we optimize and standardize PRO, we expect more PRO data will 
be labelled. 
 

• PRO data, whether labeled or unlabeled, will be integrated into the 
risk:benefit  
 



There is Cause for Optimism… 

• New drugs are showing unprecedented efficacy using 
objective efficacy endpoints (survival and radiographic 
endpoints) 
 

• The full risk:benefit of these products would be augmented 
by accurate presentation of the patient experience 
 

• We are increasingly seeing more thought put into PRO 
measures for registration trials, but we can all do more 
 

• There is renewed effort and collaboration between the FDA 
and cancer drug development stakeholders to optimize and 
standardize the path to accurate, well-collected PRO data in 
FDA labels 
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Rationale 

• Cancer-related symptoms are common  
 

• Cancer drugs often cause symptomatic toxicities 
– Affect tolerability, compliance, clinical outcomes 

 

• Therefore essential to understand how people feel 
and function with oncology drugs 
 

• Lack of understanding this = incomplete 
understanding of properties of drug 
– Inability to adequately balance benefit with risk 
– Danger of inappropriate dose/schedule 
– Lost opportunity for supportive measures 
– Inadequate information for prescribers and patients 

 



Key Domains  

1. Physical functioning 
2. Disease-related symptoms 
3. Symptomatic toxicities (treatment-related AEs) 

4. Global HRQL/health state  QALYs 
 
 



Symptomatic Toxicities (AEs) 

1. About half of adverse reactions reported in cancer 
labels are symptoms  

2. Currently rely on investigators to capture 
– Reliability low to medium 
– Under-grade and over-grade 

3. Patients willing and able to self-report AEs 
 >90% adherence with weekly web or IVR 

4. Sharing patient-reported AEs with investigators 
– Investigators agree with patients; value input; take actions  

 
 



 



PRO-CTCAE 

• Item library developed by the U.S. NCI 
• 124 items representing 78 AEs 
• Rigorously developed (Basch: JNCI, 2014) 
• Robust measurement properties  

• Stakeholder input (Bruner: Trans Behav Med, 2011) 
• Content validity (Hay: Qual Life Res, 2014) 
• Validity, reliability, responsiveness (Dueck: ASCO, 2012) 
• Mode equivalence: paper/web/IVR (Bennett: ISOQOL, 2013) 
• Recall (Mendoza: ISOQOL, 2014) 

 

http://healthcaredelivery.cancer.gov/resource/outcomes.html 

http://healthcaredelivery.cancer.gov/resource/outcomes.html




Example Item 



PRO-CTCAE Symptom Library 

For more information, visit: 
http://healthcaredelivery.cancer.gov
/resource/outcomes.html 

http://healthcaredelivery.cancer.gov/resource/outcomes.html
http://healthcaredelivery.cancer.gov/resource/outcomes.html
http://healthcaredelivery.cancer.gov/resource/outcomes.html


Feasibility 

• >90% adherence with various self-report 
modes + human backup 
– Weekly web 
– Weekly IVR 
– In-clinic tablets 



How is it Being Used? 

• Under MTA with NCI*  
– Across phases of research 

• Administration: 
– Weekly is standard (every 2 or 3 weeks may be considered; may 

have more measurement error) 
– Various modes 
– Backup human phone call 

• Relationship with clinician CTCAE reports: 
– Shared vs. not shared 

• Analysis/Reporting: 
– Similar to clinician-graded AEs 
– Incorporate change from baseline scores 

*For more information contact: NCI Outcomes Research Branch 



Potential Uses 

• Early-phase trials 
– Determine MTD; characterize AEs 

• Pivotal trials 
– Characterize AEs; comparative tolerability 

• Post marketing / registries 
– Understand real-world and longer-term impact 

 
 
 
http://healthcaredelivery.cancer.gov/resource/outcomes.html 

http://healthcaredelivery.cancer.gov/resource/outcomes.html
http://healthcaredelivery.cancer.gov/resource/outcomes.html
http://healthcaredelivery.cancer.gov/resource/outcomes.html




 
 

Discussion and/or 
Questions?   
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