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The Goal of Development Program 
§  Provide added benefit for patients in terms of how they live their lives 

–  Improved survival 
–  Improved function in daily lives 
–  Decreased symptoms 

 

§  Too much regulatory focus à  possibility of missed opportunities 
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I’m worried 
and concerned 

   GI Symptoms 
    bother me! 

 I can not bend 
over or exercise 

My Whole life is  
affected 

Heartburn  
disturbs my sleep 

I Can not eat and 
drink whatever  

I like 

Patrick D. Aging in Motion. March 28, 2014. 
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PRO data can make all the difference 

4 

Hemoglobin A1c levels are not particularly 
meaningful to patients more interested in 
heading of hypoglycemia events. Panel votes 
to approve . . . and view that a hypoglycemia 
benefit was not shown. 
 

Sue Sutter, Afreeza review shows need for patient driven endpoints in diabetes, The Pink Sheet, 1 April 2014 
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PRO data can make all the difference 
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“It was a secondary endpoint, but in our 
mind this is why we gave the application full 
approval. One could quibble about the 
importance of reduction in spleen size, but 
with reduction in all the symptoms, full 
approval was warranted”  
 

Erin McCallister& Steve Usdin, A PROfessional trial, BIO Century, Dec. 5 2011 
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What is a Patient-Reported Outcome?  
§  A measurement of any aspect of a patient’s health status that comes 

directly from the patient without interpretation from anyone else 

–  Can range from symptom frequency, duration, or severity to more complex 
issues of health-related quality of life, activities of daily living, etc. 

–  Can be assessed through direct self-report or interview administration 

–  Measured through individual items, subscales, or full questionnaires 
administered via electronic (e.g. handheld diary, IVRS, tablet) or  
paper/pencil format 

Source: FDA Guidance, 2009. http://www.fda.gov/downloads/Drugs/Guidances/UCM193282.pdf. 
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Value of Patient-Reported Outcomes (PRO) 

7 Confidential Information 

§  Some treatment effects known only to patient 

§  Physiologic endpoints may not be the best predictors of treatment benefit 
–  Sometimes poor correlations between objective and PRO measures (i.e., FEV1 and asthma 

symptoms; exercise capacity and activities of daily living) suggest we are capturing unique information 

§  Translate the patient's voice into scientific and commercial messages  

§  Better quantify how products benefit patients 

§  Compete on the basis of something other than price alone 

§  Improve medical outcomes from the patient's point of view 
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PROs and Related Measures 
Clinical outcome assessments (COAs) measure a patient’s symptoms, overall mental state, or the 
effects of a disease or condition on how the patient functions 

FDA http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugDevelopmentToolsQualificationProgram/ucm284077.htm 
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Performance 
task outcome 

(PerfO)  

Defined task / 
quantification of 
performance is 
measurement 
(e.g., distance 
walked in 6 
minutes) 

Clinician-reported 
outcome  
(ClinRO) 

Assessment of 
patient’s health 
status based on 
clinician 
observation, 
reporting and / or 
interpretation 

Observer-
reported outcome 

(ObsRO) 

Observable 
concepts  
assessed by 
another person 
(e.g., a caregiver) 
when patient 
unable to self-
report  
 

Patient-reported 
outcome  

(PRO) 

Measurement 
based on a report 
that comes 
directly from the 
patient related to 
his/her health 
condition 
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Patient-Reported Outcomes Allow a Holistic View 
of Treatment Effects 

Caregiver 

Experience 
• Symptoms 

• Activity limitations 
• Cognitive function 
• Physical function 

• Psych distress 
• Burden 

 
Physiological  

 

     Biomarkers 
•  Lab values & tests 
• Functional tests 
• Blood tests 
• Biopsies 
• Tolerance tests 
• Vital signs 

Clinician 

          Signs 
• Physical examination 
• Visual inspection 
• Palpation 
• Auscultation 
• Clinical impression 

 
Patient 

 

Experience 

• Symptoms 
• Activity tolerance 
• Cognitive function 
• Physical function 

• Psych distress 
• Rx satisfaction 

“ Subjectivity ” 

Assessing disease activity and treatment outcomes 
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Common Types of Patient-Reported 
Outcome Measures 

Type of PRO 
Measure 

Example Coverage/Domains PRO Measures 

Symptoms •  Pain 
•  Fatigue 
•  Wheezing 
•  Depression 

0 – 10 numeric rating scale 
Fatigue Severity Scale 
Asthma Symptom Diary 
Beck Depression Inventory 

Functioning •  Emotional functioning  
•  Productivity  
•  Activities of daily living 

Hospital Anxiety and Depression Scale 
Work Productivity and Activity Impairment Questionnaire 
Katz ADL  

Health status  
 

•  Multiple domains of functioning 
 

SF-36 
Sheehan Disability Scale 

Health-related 
quality of life 

•  Impact of health on a patient’s 
subjective sense of well-being  

Cystic Fibrosis QoL Questionnaire 

Treatment 
satisfaction 

•  Satisfaction with medication Treatment Satisfaction Questionnaire for Medication 
 

Utility •  Health status for the purpose 
of computing QALYs 

EQ-5D 
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Patient-Reported Concepts of Interest  
Proximal to Distal Impacts on Treatment Benefit 
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Social  
functioning	
  

General  
psychological 

functioning	
  

Proximal disease 
Impact concepts	
  

Distal disease 
Impact concepts	
  

Related 
functioning 	
  

Related 
Signs/ 

Symptoms	
  

Disease-defining 
 concepts	
  

Health-related 
quality of life	
  

Disease impact on 
general life concepts	
  

Satisfaction  
with health	
  

Core signs, 
symptoms	
  

Additional 
functioning	
  

Additional 
Signs/ 

Symptoms	
  

General  
physical  

functioning	
  

Productivity	
  

Health status	
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Two General Types of Patient-Reported 
Outcome Measures 

§  Generic PRO measures 
–  Designed to be used by any population 
–  Intended to cover a broad aspect of the concept being measured 
–  Can be used to compare one population to another or to compare scores in a specific 

population to normative scores 
 
 

§  Disease-specific PRO measures 
–  Designed to assess concerns that are most important for a given population 
–  May be more sensitive and therefore more likely to detect differences and changes in scores 

when they occur in response to interventions 
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Example of Each Questionnaire Type 

Generic Disease-Specific 
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Generic vs. Disease-Specific Instruments 
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Instrument Advantages Disadvantages 
Generic •  Investigators and other key stakeholders 

(e.g., clinicians) may be familiar with 
instrument 

•  Competitors may have used instrument in 
their trials 

•  Can be used to compare one population 
to another or to compare scores in a 
specific population to normative scores 

 

•  May miss important aspects of experience 
•  More likely to ask questions that are irrelevant to 

group under study 
•  Potential to alienate respondents 
•  Greater potential for missing data 
•  Generally less sensitive to treatment effects 
 

Disease-specific •  Highly relevant to patient group under 
study 

•  Content more likely to cover all important 
aspects of patients’ experience 

•  Less like to pose irrelevant questions  
•  Respondents feel that their experience is 

valued 
•  Reduced potential for missing data 
•  Likely to have greater responsiveness 

•  Where new instruments are needed, they may 
be time consuming and costly to develop 

•  Key stakeholders may be unfamiliar with new 
instruments 
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What is a Label Claim? 

§  Statement or implication of treatment benefit  
–  Evidence that the treatment has a positive impact on a concept of interest 

•  How a patient feels or functions in daily life 

•  How long a patient survives 
–  May relate to safety or efficacy 
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Cough Suppression 
Heroin was commercially developed by 
Bayer Pharmaceutical and was marketed 
by Bayer and other companies (c. 1900) for 
several medicinal uses including cough 
suppression. 

Ari Gnanasakthy  - Finding value beyond 
drug label claims 

16 Feb 2011 
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The Pope approved! 
In addition to endorsements from 
celebrities, physicians, and scientists, Pope 
Leo XIII also endorsed the popular product 
for its beneficial effects. 

Ari Gnanasakthy  - Finding value beyond 
drug label claims 

17 Feb 2011 
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What Constitutes a Label Claim in the US? 

§  May appear in any section of a product’s FDA-approved labeling  
–  Typically appears in the Indication or Clinical Studies section of the product label 
–  May appear in product advertising 

§  Requires substantial evidence by regulation 
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PROs appearing in the label can be used for promotion 
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Guidance for the industry 

§  Draft PRO Guidance: published 
December 2006 

§  Final FDA PRO Guidance: 
published December 2009  

§  Guidance developed by the 
SEALD group within the Office 
of New Drugs (OND) at FDA 

§  SEALD serves as an advisory 
group to all reviewing divisions 

Ari 
Gnan
asakth

y  - 
Findin

g 
value 
beyon
d drug 
label 

claims 
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Regulatory challenges 
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Four important takeaways . . .  
§  Sign and symptoms are the most likely candidates for PRO labels 

§  PRO labels are more likely for primary endpoints 

§  There are noticeable differences between the FDA and EMA 

§  Regulatory agencies are not the sole guardians of patients’ voice 

Ari Gnanasakthy  - Finding value beyond drug label claims 
24 
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Patient reported outcomes 
 
§  Enable sponsors to understand what matters to the patient 

§  Enables stakeholders to evaluate new technologies in a holistic 
manner 
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