
Role in clinical  development and approval  decisions 

Patient’s Reported Outcomes



Classified as internal/staff & contractors by the European Medicines Agency 

Subjects

• What is a Patient Reported Outcome ?

• Pro’s and Con’s

• Requirements

• Role in Decision making

2 20220921 PROs in clinical devepment and approval of medicines AE



Classified as internal/staff & contractors by the European Medicines Agency 

Patient Reported Outcomes
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PRO
CGI-C

QoL
EU-QL-5D

HRQol
PDQL

Any outcome evaluated directly by patient reflecting 
the patient’s perception of a disease and treatment 
effect without interpretation of physician 

HRQoL – Disease specific
Signs and symptoms and 
their impact  on ADL , 
functioning , well-being

General health status / well-being
e.g., EU-QL-5D: mobility, self-care, usual 
activities, pain/discomfort and 
anxiety/depression. 
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PRO’s are not rare, but are diverse
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Examples:

Pain scale

Dyspepsia Symptom Severity Index 

Fatigue Severity Scale (FSS)

Patient Global impression of change (PGI-C) 

Multiple Sclerosis Walking scale (MSWS-12)

Crohn’s Disease Activity Index 

Parkinson Quality of Life (PDQL/PDQ-37

European Qol scale (EU-QOL-5D)     ………. Ect
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Pain / MSW-12  / PGCI-C
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PDQL-HR   37 items 
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EuroQOL (EQ-5D-3L) 
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Pros’                                            Cons’

• Subjective   Double blind studies

• Can be driven by one sign/symptom 

• Not very sensitive to change

• Not always disease specific  

• (HR) QoL not  interchangeable

• High  variability
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• Patient-centered

• Independent from physician

• Perceived Benefit

• What matters 
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Requirements
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PRO are clinical outcome measurements and thus need to  be validated 

- Face validity 

- Is the scale reliable

- Content Validity

- Sensitive to change

- Can we determine which xx points change would be of clinical relevance

- Sensitive to detect a treatment effect 

-

} Validation of a PRO is a research discipline
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Voorbeeld: Ziekte van Parkinson
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Non-PRO PRO HRQoL QoL Approval PRO in labeling ? 

UPDRS CGI-I PDQL EQ-QoL-5D

+ + + + Yes PRO yes
(HR)QoL case by case 

+ + + - Yes Idem

+ + - - Yes PRO yes
Qol not applicable

+ - - - Yes Not applicable

- - + + No! Not applicable

Role in decision making/ labelling

Example: Parkinson’s disease
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Role in decision making/ labelling

• PROs are certainly being utilized to support claims made by Marketing 
Authorization holders in product assessment and for labeling

• Play essential role  for the approval/refusal  products
• autoimmune conditions, respiratory conditions, pain, neurological 

conditions and psychiatric conditions. 

• PRO Result blinding and randomized are more trustworthiness,
• open-label studies also contribute to patient-care decision making

Conclusion:  Overall, PRO integration into the assessment of the benefit-risk 
and approval/refusal of products is gradually increasing.
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Role in decision making/ labelling

Internal study MEB  by Nora Al-Mugoter

Mentioning of PRO’s as primary/secondary endpoint in European Public Assessment reports of 
149 new products assessed between 2018-2020 . 

EPAR     - Benefit risk assessments
- Discussion                                                    Increasing  influence in decision making
- Effect Table

SmPC      PRO’s  in the labelling                                   May affect  patent-care decision making 
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Role in decision making/ labelling
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Description number 
PROs utilized as primary and/pr secondary endpoints and/or
contributed to benefit-risk, effect table and product labeling

84 (56.4%)

PROs utilized as a primary endpoint 11 (7.10%)
PROs utilized as a secondary endpoint 74 (49.66%)
PROs mentioned in the benefit-risk balance 55 (36.9%)
PROs mentioned in the Effect table 37 (25.0%)
PROs mentioned in the SmPC 41 (29.5%)
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Type of treatment and PRO use/contribution

PRO Primary endpoint

PRO contribution
sedcondary endpoint

PRO contribution to
the benefit-risk
balance
PROs contributing to
the Effecttable

PRO contibution to
secotion 5.1 of the
SmPC
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