
PROs – New Opportunities 
to Measure Something 

That Matters to Patients
Stephen Joel Coons

Executive Director, PRO Consortium
Critical Path Institute



Disclosure

The views and opinions expressed in my presentation are mine and 
should not be attributed to the American Society of Transplantation, 
the Critical Path Institute, or any organization with which I am affiliated. 



Critical Path Institute (C-Path)

 Established in 2005 by the University of Arizona 
and FDA’s Center for Drug Evaluation and 
Research (CDER) as a public-private partnership

 Funded, in part, by Critical Path Public-Private 

Partnerships Grant (U18 FD005320) from FDA

 Dedicated to implementing FDA's Critical Path 
Initiative by providing a neutral, pre-competitive 
venue for collaboration aimed at accelerating 
development of safe and effective medical 
products 
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Coalition Against Major Diseases
Focusing on diseases of the brain

Coalition For Accelerating Standards and Therapies
Data standards

Critical Path for Parkinson’s Consortium
Enabling clinical trials in Parkinson’s Disease

Critical Path to TB Drug Regimens
Accelerating the development of TB drug regimens and 

diagnostics

Duchenne Regulatory Science Consortium
Duchenne Muscular Dystrophy

International Neonatal Consortium
Neonatal clinical trials

Polycystic Kidney Disease Outcomes Consortium
New imaging biomarker for PKD

Multiple Sclerosis Outcome Assessments Consortium 
Drug Effectiveness in MS

Patient-Reported Outcome Consortium
Assessing treatment benefit

Electronic Patient-Reported Outcome Consortium
Electronic capture of treatment benefit

Predictive Safety Testing Consortium
Drug safety

Pediatric Trials Consortium
Developing effective therapies for children

 Biomarkers

 Clinical outcome 

assessment instruments

 Clinical trial simulation tools

 Data standards

 In vitro tools

Transplant Therapeutics Consortium
New drug development tools for transplantation

Type 1 Diabetes Consortium
Qualifying biomarkers for type 1 diabetes

Huntington's Disease Regulatory Science Consortium
Expediting approval of Huntington's therapeutics

C-Path Consortia



Patient-Reported Outcome (PRO) 
Consortium
Formed in late 2008 by Critical Path Institute (C-Path) 
in cooperation with FDA’s CDER and the 
pharmaceutical industry 

Membership

 25 members (pharmaceutical firms) 

Other Participants

 Representatives of government agencies (FDA, NIH)

 Clinical consultants, patients, academic researchers, 
and contractors partnering in the development and 
qualification of PRO measures and other clinical 
outcome assessment tools



PRO Consortium:  Mission

To establish and maintain a collaborative 

framework with appropriate stakeholders for the 

qualification of patient-reported outcome (PRO) 

measures and other clinical outcome assessment 

(COA) tools that will be publicly available for use in 

clinical trials where COA-based endpoints are used 

to support product labeling claims 



Assessing Clinical Benefit

Treatment benefit (FDA) — The impact of a treatment 
on how a patient feels, functions, or survives

FDA evaluates treatment benefit based on 

 Clinical Outcome Assessments (COAs) 

 Patient-reported outcome (PRO) measures

 Observer-reported outcome (ObsRO) measures

 Clinician-reported outcome (ClinRO) measures

 Performance outcome (PerfO) measures

 Biomarkers (e.g., blood pressure, HbA1c, viral 
load) - used as surrogates for future clinical benefit

 Survival (e.g., often “progression free survival” in 

oncology trials)



A report of any aspect of a patient’s health status that 
comes directly from the patient (i.e., without the 
interpretation of the patient’s responses by a clinician 
or anyone else). 

 Can be self-completed or interviewer-administered

 Only PRO assessments can measure symptoms 
and patient experiences with a condition

 Examples:  

 Self-report of daily number of incontinence 
episodes

 Self-report of pain intensity on a 0 to 10 numeric 
rating scale (NRS) 

PRO Assessment



PRO Data Collection in Trials

 PRO measures should be used when assessing 
concepts that only the patient knows (e.g., pain 
severity, nausea) or that are best measured from 
the patient’s perspective

 A PRO measure collects treatment outcome data 
directly from patients, without interpretation by 
clinicians or others

 PRO data can be used to assess efficacy and/or 
tolerability (i.e., symptomatic adverse events)

 Advances in technology have significantly  
increased PRO data collection capabilities and 
options in clinical trials 
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FDA’s PRO Guidance

 Clear acknowledgment of 
the importance of 
appropriately and effectively 
incorporating the patient’s 
voice into the evaluation of 
medical products

 December 2009

http://www.fda.gov/downloads/Drugs/Guidance

ComplianceRegulatoryInformation/Guidances/U

CM205269.pdf



PRO-based Endpoints  in Product 
Labeling (Gnanasakthy et al. Value in Health 2012)

Data regarding new molecular entities and biologic 

license applications approved by FDA between 

January 2006 and December 2010 show that 24% 

(28/116) of the products had PRO-based labeling 

claims.  For 20 (71%) of the 28 products, a PRO 

measure was used to assess the primary endpoint.



Examples of PRO Concepts

Self-reported…

 Subjective well-being/quality of life

 Health-related quality of life

 Health status

 Satisfaction with treatment

 Productivity

 Symptoms (e.g., pain, nausea, itching)

 Events/signs (e.g., vomiting, seizures) 

 Function (e.g., physical functioning)



PRO Concepts Most Likely to
Inform Acceptable Endpoints

Self-reported…

 Subjective well-being/quality of life

 Health-related quality of life

 Health status

 Satisfaction with treatment

 Productivity

 Symptoms (e.g., pain, nausea, itching)

 Events/signs (e.g., vomiting, seizures) 

 Function (e.g., physical functioning)



PRO Data Supporting FDA 
Approved Label Claims

Examples

 Pain (e.g., severity, frequency, time to relief)

 Seizure frequency

 Micturation/urination and incontinence episodes

 Itching 

 Dry mouth symptoms

 Stool frequency and consistency

 Sexual function

 Time to flu symptom relief

 Nausea and/or vomiting



Assessing Treatment Benefit 
for Product Labeling Claims

 Comparative efficacy (e.g., improvement in 
symptoms or function or delay in the emergence 
or worsening of symptoms or dysfunction)

 Comparative safety (e.g., lower level of a specific 
treatment-related toxicity/adverse event)

The impact of treatment on how a patient 

feels, functions, or survives



Comparative Tolerability

Dr. Paul Kluetz from FDA’s Oncology Center of 
Excellence has expressed an openness to 
comparative tolerability studies and resulting 
comparative tolerability label claims.  

Source: Seventh Annual PRO Consortium Workshop 

(https://c-path.org//wp-
content/uploads/2016/01/2016_session4_pro_ctcae_session.p
df)

Note:  Friends of Cancer Research has convened a 
working group (including Dr. Kluetz) to build consensus 
around critical issues related to the assessment of 
comparative tolerability

https://c-path.org/wp-content/uploads/2016/01/2016_session4_pro_ctcae_session.pdf


Safety versus Tolerability
ICH 9

The safety of a medical product concerns the medical 
risk to the subject, usually assessed in a clinical trial by 
laboratory tests (including clinical chemistry and 
hematology), vital signs, clinical adverse events 
(diseases, signs and symptoms), and other special safety 
tests (e.g. ECGs, ophthalmology).

The tolerability of the medical product represents the 
degree to which overt adverse effects can be tolerated by 
the subject.

Source: 
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/

Guidelines/Efficacy/E9/Step4/E9_Guideline.pdf 



Adverse Event Reporting 
in Oncology Trials - Standard

Common Terminology Criteria for Adverse Events 
(CTCAE)

 Standard AE terminology (roughly 800 items) for 
oncology trials

 Subset of items/AEs are selected to be monitored 
over the course of the trial

 All items/AEs are available for use

 Reported by clinician/investigator



Adverse Event Reporting in
Oncology Trials - Exploratory

CTCAE

plus

Patient-reported outcomes version of the 
Common Terminology Criteria for Adverse 
Events (PRO-CTCAE™)

 78 symptomatic AEs represented by 124 items

 Subset selected for trial based on most likely AEs 
of agent(s) – write-ins also possible

 Assessed at baseline and at other predefined 
points in the trial







PRO-CTCAE™

Numerous Challenges Remain

 How are the items selected for individual trials?

 How are the data analyzed and reported?

 Would the data appear alongside CTCAE data in 
a product label?

 How would a meaningful score be derived for 
comparative tolerability trials?  

 It is likely that a “tolerability index” or “overall side 
effect burden score” will need to be assessed 
separately
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Conclusions

Why use PRO-based endpoints in comparative 
efficacy or comparative tolerability trials? 

Because…

 some treatment effects (good or bad) are 
known only to the patient

 patients provide a valuable perspective 
regarding their treatment experience

 formal, standardized patient-reported 
assessment is often more reliable than informal 
interview and clinician-based reporting
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