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Specifics of Oncology

Both Disease and Treatments affect QoL
Simultaneously? Sequentially? Overlaps?

(Neo)adj M1 M2 M3

QoL
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Some Questions

Is a 3-month increase in  treatment-free period worth it? 

PFS, B/R

Is a maintenance delaying the next painful chemo by 3 months worth it?

EFS, B/R

Is an adjuvant increasing cure hope from 80% to 90% worth it?

Cure, B/R

Do you accept a last painful chemo that may bring a few more weeks to 

your life expectancy?

Individual trade-off
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Important to inform some (regulatory) 

decisions

Should it go to PI? 
Robustness, Relevance, Utility.
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Winette van der Graaf, medical oncologist, Netherlands Cancer Institute Amsterdam
President of the EORTC

Why improving patient’s HRQoL is part  of EORTC’s 
core mission?

Evaluating cancer treatments based on 
overall survival and quality of life
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To increase cancer patients’ survival and improve their quality of life

Do this through:

• Generating robust medical evidence: design, coordinate and conduct 
multidisciplinary, clinical and translational trials, leading to therapeutic 
progress and new standard of treatment in care

• Setting Standards: being a reference for methodological research and an 
authority in establishing the standards of treatment in care 

Mission EORTC
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• EORTC aims ultimately to increase people’s survival and quality of life by testing 
new therapeutic strategies based on existing drugs, surgery, and radiotherapy. 

• EORTC also helps develop new drugs and approaches in partnership with the 
pharmaceutical industry and in patients’ best interests.

13

Multidisciplinary approach
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• Activity of a treatment

• The balance of safety versus toxicity

The impact of a treatment on patients’ daily life, including health-related 
quality of life, depends on much more than the treatment alone

14

What are patients’ best interests 
and how to study patients’ best interest?
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There is a notorious mismatch..

Doctors, despite their extended ears  

don’t listen well or know very well what the impact of cancer and its treatment on 
patient’s daily life and the impact on HRQol really is…

We need the patient’s voice

15



EORTC already long ago realised the relevance of 
the voice of patients and patients reported outcomes

Evaluation of clinical trials traditionally focus on objective outcomes such as disease-
free, progression-free survival, overall survival, response rate, adverse events.

However, to get a more holistic overview we need to asses the patients’ perspectives, 
which can provide important additional information to evaluate benefits and risks of 

interventions in cancer clinical trials.

Survival gain
treatment

Health-related
quality of life
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Patient-reported outcomes (PROs)

“Refer to a host of outcomes coming directly from patients about how they 
feel or function in relation to a health condition and its therapy without 
interpretation by healthcare professionals or anyone else”1

- Symptoms (e.g. pain, fatigue)
- Perception of daily functioning (e.g. physically, socially)
- Health-related quality of life

We need instruments (mostly questionnaires and survey’s) to capture 
information about PROs: patient reported outcome measures (PROMs)

1 U.S. Department of Health and Human Services, Food and Drug Administration. Guidance for industry: Patient- reported
outcomes measures: Use in medical product development to support labeling claims.



Is talking about HRQoL new?

18

No…

Already in 1986, the EORTC Quality of Life Group realised that a research 
program was necessary to develop a Quality-of-Life Instrument for Use in 
International Clinical Trials in Oncology.

At that time only a very few studies (in breast and lung cancer and sarcoma) 
had incorporated quality of life aspects.

The instrument to-be-developed should have core questions and an option 
for a modular approach.
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EORTC 60th Anniversary
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2 other core instruments have been developed

• The EORTC-QLQ-C15-PAL for palliative care patients and 

• The EORTC QLQ-F17 which includes only the functional scales and the global 
Health Status/Quality of Life scale of the EORTC C30

• Modules 

• Validated questions (>1000) in the EORTC item library

• Translations in 120 languages

21

Next to the EORTC QLQ C30



Classified as public by the European Medicines Agency 

22

Back to the nineties
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• The response evaluation criteria in solid tumours (RECIST) was developed in the 
late 1990s to replace the WHO criteria for response evaluation. The new criteria 
included important changes such as unidimensional tumour measurement, 
selection of target lesions with a minimum size, details concerning imaging 
modalities and a new threshold for assignment of objective progression. 

• RECIST was published in February 2000 and very quickly came into operation 
first in clinical trials performed under the auspices of EORTC, US NCI or NCI 
Canada Clinical Trials Group but was adopted quickly thereafter by the entire 
cancer clinical research community. 

23

RECIST 2000 Patrick Therasse

Therasse, et al, JNCI 2000: 205-16
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Learning by doing…the place of ..

• (New) functional imaging?

• Immunotherapy assessment iRECIST

• Radiomics?

• The meaning of mixed responses?

• Still, the main question remains:  How best to evaluate the benefit of clinical trials 
for patients?

24

Since RECIST 1.1 in 2009 

Eisenhauer et al. Eur J Cancer 2009; 45: 228-47
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Objectives:

1) To study if  cancer drug trials that show improvement in OS or PFS also improve 
global QOL of patients with cancer compared with the control treatment, 
2) to assess how unchanged or decreased QOL outcomes are reported in trial 
publications.

Methods:
Retrospective  study 
Patients with advanced stage of cancer - phase 3 RCTs which reported also QoL, 
published (in English) in 2019.  
.

25

Example of the complexity of endpoints (I)

Samuel JN, JAMA Oncol. 2022;8:879-886. 
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Results:

45 phase 3 RCTs: enrolled 24 806 participants (13 368 in the experimental arm and 11 438 in the 
control arm)

1) Improvement in global QOL with the experimental agent was reported in 11 (24%) RCTs. 
The RCTs with improved QOL were more likely to also show improved OS vs trials with unimproved 
QOL : 7 of 11(64%) trials vs 10 of 34 (29%) (p<0.04). 

Six trials (13%)  reported a decrease in QOL, 3 of them were trials with targeted drugs,
11 trials reported an increase in QOL – 6/11 (55%) were trials with immunotherapy drugs. 

2) Of the 34 trials in which QOL was not improved compared with controls, 16 (47%) reported these 
results in a positive frame.

Conclusion: Only a small proportion of RCTs of cancer drugs showed benefit in global QOL with the 
experimental agent, which had an association with OS (not with PFS).
There is a tendency to report negative trials regarding QoL more favourable.

26

QoL in clinical trials, review RCTs 2019 (II)
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The vision of Common sense Oncology (started 2023)
‘Outcomes that matter to patients’ 

Booth et al. Lancet Oncol. 2023 ;24:833-835. 

EORTC: ‘outcomes that are in 
patients best interest’
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• We should collect data in clinical trials and make objective relevant assessments of 
patients’ HRQoL next to imaging and survival endpoints to serve our patients and 
regulators. 

• The long history  of clinical trials, data collection and input from our patients’ panel 
and experts in the Disease Oriented Groups and Taskforces and from HQ at EORTC 
enable a better insight into optimal trial design and analysis.

28

To conclude 
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Follow us on social media

Thank you for your attention
w.vd.Graaf@nki.nl
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Jaap Reijneveld, MD, PhD, neurologist 

Brain Tumor Center, Amsterdam UMC

Epilepsy Center SEIN, Heemstede

Chair of EORTC Quality of Life Group

The tale of two trials: improving the use of 
PROs and HRQoL in cancer clinical 
research
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The tale of two 
trials: improving 
the use of PROs 
and HRQoL in 
cancer clinical 
research

33
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The tale of two tumor trials….. 

34

Gilbert et al N Engl J Med 2014; Chinot et al N Engl J Med 2014
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06/03/2024

NEJM, 2014a (Gilbert et al) NEJM, 2014b (Chinot et al)

Population

Treatment

Sample size

Overall survival 

(OS)

Progression Free

Survival (PFS)

Health-related 

quality of life 

(HRQOL)

309 vs 312 463 vs 458

No benefit in OS

16.1 vs 15.7 months

(HR=1.13 [0.93-1.37]; p=0.11)

No benefit in OS

16.7 vs 16.8 months

(HR=0.88 [0.76-1.02]; p=0.10)

Benefit in PFS

7.3 vs 10.7 mths

(HR=0.79 [0.66-0.94]; p=0.004)

Benefit in PFS

6.2 vs 10.6 mths

(HR=0.64 [0.55-0.74]; p<0.001)

Worsening in HRQOL 

“Longitudinal evaluation also revealed greater 
deterioration in the [new treatment]…”

Benefit in HRQOL 

“…deterioration-free survival was significantly 
longer among patients in the [new treatment] 

than among those in the placebo group ...”

Newly diagnosed glioblastoma with central histological confirmation

Placebo vs new treatment

The tale of two tumor trials….. 

Courtesy of Madeline Pe

The tale of two tumor trials….. 
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What went wrong?
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What went wrong? 

37

Courtesy of Madeline Pe

Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis?
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What went wrong? 
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Courtesy of Madeline Pe

Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis?
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The tale of two tumor trials….. 

39

Courtesy of Madeline Pe
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Patient population – selection bias 

40

Stupp et al. N Engl J Med 2005
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Patient population – cultural differences

41

Scott et al. Qual Life Res 2007
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What went wrong? 
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Courtesy of Madeline Pe

Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis?
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EORTC QLG measurement vision 

43

Free-of-charge for academic users

Royalties for commercial users

EORTC 
core 
QoL 

modul
e QLQ-

C30
Diseas

e-
specifi

c 
Modul

e 

Item 
Library

EORTC 
QoL 
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The patients’ voice …

44

Courtesy of Dagmara Kulis; EORTC Module Development Guidelines. 5th Edition. Brussels: 2021.
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The tale of two tumor trials….. 

45

Courtesy of Madeline Pe

Conclusions about HRQOL were not necessarily based on the same HRQOL areas.
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Timing of PRO assessments….. 
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Reijneveld et al. Lancet Oncol 2016
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What went wrong? 
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Courtesy of Madeline Pe

Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis?
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The tale of two tumor trials….. 

48

Courtesy of Madeline Pe & Mees Egeler

Conclusions about HRQOL were not based on the same endpoint.

The two trials were responding to different aspects of the data.
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Assessing the same endpoints?

Courtesy of Madeline Pe & Mees Egeler

49

Based on the chosen analysis, the 
results would show that:

1. The time to deterioration analysis 
would favor treatment B (12 weeks vs 
42 weeks)

2. The overall analysis would not favor 
either treatment
3. Examining differences at the end of 
treatment would favor treatment A.
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The tale of two tumor trials….. 
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Courtesy of Madeline Pe
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What went wrong? 
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Courtesy of Madeline Pe

Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis? 



Classified as public by the European Medicines Agency 

Compliance – patient level 

52

Taphoorn et al. Lancet Oncol 2005; Walker et al. J Neuro Oncol 2005
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Compliance – institutional level

53

Greimel et al. Gynecol Oncol 2013

Institutions with good QOL compliance have better survival outcomes.

HRQOL compliance is not independent from clinical care  of HRQOL
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The tale of two tumor trials….. 

54

Courtesy of Madeline Pe

The patient population included in the analyses differed between the two trials.
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The HRQOL results of the two trials are
not directly comparable… 

but they looked like they were…

55

Courtesy of Madeline Pe
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Solutions

56
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How can we make things better? 

57

Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis?

Courtesy of Madeline Pe
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What went wrong? 
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Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis?

Courtesy of Madeline Pe
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What went wrong? 
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Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis?

Courtesy of Madeline Pe
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EORTC Quality of Life Group 

60
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How can we make things better? 
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Where they assessing the same patient population?

Were they assessing the same HRQOL areas at the same time points?

Were they assessing the same endpoints?

Were the same populations of patients included in the analysis? 

Courtesy of Madeline Pe
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Something was missing..

62

Development and 
validation of 
instruments

• COME
T

• COSMI
N

PRO study 
designs

• Regulatory 
guidelines

• SPIRIT-PRO

Statistical 
methods for the 
analysis of PRO 

data

Reporting of PRO 
studies

• CONSORT-
PRO

Interpretation

✓

✓

✓

?????

Courtesy of Madeline Pe
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Something was missing..
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Development and 
validation of 
instruments

• COME
T

• COSMI
N

PRO study 
designs

• Regulatory 
guidelines

• SPIRIT-PRO

Statistical 
methods for the 
analysis of PRO 

data

Reporting of PRO 
studies

• CONSORT-
PRO

Interpretation

✓

✓

✓

SISAQOL

Courtesy of Madeline Pe
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Setting International StandArds in QOL 
Research (SISAQOL) Consortium

64

Academic 
Researchers / 
Statisticians / 

Clinicians

Industry 
Representatives

Australia
Austria

Belgium
Canada

Denmark
France

Germany
Netherlands

Sweden
UK

USA

Adelphi
Boehringer-Ingelheim

Genentech

Academic / Learned Societies

International Society for Quality of Life Research (ISOQOL)
Consolidated Standards of Reporting Trials (CONSORT-PRO)

International Society for Pharmaeconomics and Outcomes Research (ISPOR)
Multinational Association of Supportive Care in Cancer (MASCC)

Journal Lancet Oncology

Regulatory Bodies

FDA
MHRA/EMA

Health Canada
Institute for Quality and Efficiency in 

Health Care

Medical Institutes

MD Anderson 
Mayo Clinic

National Cancer Institute
EORTC 

Patient Representative International Brain Tumour Alliance

Courtesy of Madeline Pe



Classified as public by the European Medicines Agency 

Take home messages 

65

The EORTC QOL Group has an extensive portfolio of QOL measures (and 
continuously updates and further improves them)

We do not only build ‘planes’, but also teach how to fly with them

The next challenge will be to assess how our patient-reported outcomes (PRO) and 
health-related quality of life (HRQoL) data inform regulatory decisions
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THANK YOU
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An agency of the European Union

EMA current and future activities on Patient 
Experience Data (PED), including PROs and HRQoL
in medicines’ development and evaluation

EMA and EORTC workshop: How can PRO and HRQoL data inform regulatory decisions

Presented by Juan Garcia Burgos on 29 February 2024

Head of Public and Stakeholders Engagement Department
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Outline

• EMA’s journey of patient involvement

• How patients participate in EMA regulatory activities

• Definitions of Patient Experience Data (PED)

• Why is Patient Experience Data important?

• Status of Patient Experience Data in the EU

• Reflection Paper on Patient Experience Data

• Scientific advice and qualification of novel methodologies

• Conclusions

69
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EMA’s journey of patient involvement
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How patients participate in EMA regulatory activities

71
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Patient Engagement in pre-submission phase: Scientific Advice

Published in Frontiers in Medicine
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https://www.frontiersin.org/articles/10.3389/fmed.2021.811855/full?&utm_source=Email_to_authors_&utm_medium=Email&utm_content=T1_11.5e1_author&utm_campaign=Email_publication&field=&journalName=Frontiers_in_Medicine&id=811855
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Where patients gave input

Patient input resulted in 

further reflection in 52%

of cases.

73

Added value of patient input and involvement

20% of cases - recommendations 

made to the developer were 

modified  based on patient 

contributions. 

>85% cases: patient 

agreement with the proposed 

development plan.
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Patient involvement in the medicines regulatory lifecycle

Patient engagement at EMA
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Patient Engagement in evaluation phase: CHMP

Day 1: Start

Day 80: Assessment Report

Day 120: List of Questions

Day 150: Joint Assessment
Report

Day 180: List of Outstanding 
Issues/ Oral explanation

Day 210: Opinion

Day 277: Commission Decision

E

V

A

L

U

A

T

I

O

N

Scientific 

Advisory/ad 

hoc expert 

Groups

Oral 

explanations

Consultation of ORGANISATIONS

Consultation of INDIVIDUALS

75
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Information from patients during early contact with CHMP

o daily impacts, 

o treatment options, 

o perspectives and perceptions of adverse effects, 

o what constitutes important improvements and 

o desired benefits for new treatments

Can include information on PROs and HRQoL
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Definition of Patient Experience Data in the EU

• Data reported directly by patients or their carers, without 

interpretation by clinician 

Proposed EU definition as part of the EMA 2022 workshop:

Data collected via a variety of patient engagement activities and 

methodologies to collect patients’ experience of their health status, symptoms, 

disease course, treatment preferences, quality of life and impact of health care

• Reflects patient experience and preferences of medicines and 

their views on their conditions

Definition to be agreed with stakeholders

https://www.ema.europa.eu/en/documents/other/executive-summary-patient-experience-data-eu-medicines-development-regulatory-decision-making_en.pdf
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o Patient Reported Outcomes (PROs) refer to a health/treatment outcome reported 

directly by the patient without the interpretation of a clinician or another person.

o Patient Preferences (PPs) refer to how desirable or acceptable is to patients a given 

alternative or choice among all the outcomes of a given medicine. 

o Patient Engagement (PE) refers to all activities involving interaction with patients to 

gather their experience on disease, preferences, outcomes and treatments. 

• not only quantitative sources of evidence (e.g., PROs, PREMs) but also qualitative 

sources (i.e., information obtained as part of patient engagement activities reflecting 

broader patient perspective e.g., outcome of focus groups)

• Patient Experience Evidence (PEE) is patient experience data qualified as valid 

scientific evidence following a scientific assessment

78

*Defined and agreed during the Multi-stakeholder workshop (Sept 2022)

Types of Patient Experience Data

https://www.ema.europa.eu/en/events/multi-stakeholder-workshop-patient-experience-data-medicines-development-regulatory-decision-making#event-summary-section
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Why is Patient Experience Data important?

79

• Patients are users of medicines

• Patients are experts in their disease and treatment

• PED helps ensure more patient-relevant outcomes

• Patients are instrumental in helping to optimise 

medicines development and regulatory decision-

making

Patient experience data is relevant at different stages:

• During clinical trial design 

• Selection of endpoints (which matters more to patients)

• During benefit-risk assessment

• Patient preferences (trade-offs)

• Post-marketing for Pharmacovigilance and Risk 

Minimisation

• Adverse Drug Reaction reporting

Multi-stakeholder workshop (Sept 2022)

https://www.ema.europa.eu/en/events/multi-stakeholder-workshop-patient-experience-data-medicines-development-regulatory-decision-making#event-summary-section
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Status of PED in the EU

• Reinforcing patient relevance in evidence generation is key priority for the EU Network 

Strategy and in EMA’s Regulatory Science Strategy

• Need for systematic inclusion of PED in medicines development and regulation

• PED is a new scientific discipline – balance difficult methodological discussions with 

stakeholder engagement

• Collaboration of multi-disciplinary experts cross-Agency and within EU Network

• Opportunities for patient-generated digital data thanks to novel technologies

• The EU Network Strategy’s delivery plan and CHMP’s 2023 workplan incorporate two 

key deliverables:

• Reflection paper on the best EU approach to generate, collect and analyse PED

• Explore how to improve transparency in the Assessment Report 

https://www.ema.europa.eu/en/documents/report/european-union-medicines-agencies-network-strategy-2025-protecting-public-health-time-rapid-change_en.pdf
https://www.ema.europa.eu/en/documents/report/european-union-medicines-agencies-network-strategy-2025-protecting-public-health-time-rapid-change_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/ema-regulatory-science-2025-strategic-reflection_en.pdf
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Update on progress

√  2022 

EMA workshop on 
PED

√ 2023

PED cross-Agency 
group & Action 
Plan

√ 2023

PED Expert group

2024

Reflection Paper & 
Public Consultation

Update of Assessment 
Report 
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Upcoming reflection paper on EU approach to PED

• Reflection paper: framework for discussion or clarification 

particularly in areas where scientific knowledge is fast evolving or 

regulatory experience is limited

• General EU framework or principles – not a methodological 

guidance

• Key action derived from the 2022 PED workshop - requested by 

stakeholders

• Reflection paper is in the Work Programmes of both CHMP and 

PRAC

• Publication for public consultation expected Q3 2024
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EU reflection paper to complement ICH Guidelines on PED

• Proposal for new ICH guidelines will provide globally harmonized approach to inclusion of 

patient’s perspective in a methodologically sound way, to improve quality, relevance, safety and 

efficiency of drug development and to inform regulatory decision making.

• Scope of Reflection Paper will differ from that of ICH guidance 

• Reflection paper will not cover specific methodological guidance 

1) Focus on informing the drug development process, patient-reported 

outcomes

2) Focus on patient preferences regarding benefits and risks
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• The developer of a medicine presents plans to 
develop a medicine and identifies questions and 
possible solutions. 

• EMA gives advice on the developer’s proposals

• Scientific Advice can be provided on any PED 
scientific question (e.g., clinical trials) 

Qualification of novel 
methodologies

• Opinion on the acceptability of a specific 
use of a PED method, such as the use of a 
novel PROs

• Advice on protocols and methods intended 
to develop a novel method with the aim of 
moving towards qualification

Scientific Advice

The EU approach is to encourage companies to liaise early with regulators during 

Scientific Advice or Qualification, to discuss best way to generate and collect PED, 

and have a case-by-case discussion on their specific development plans

Scientific advice & qualification of novel methodologies
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Conclusions

85

• Engaging with patients in medicines evaluation

─ Very positive experience to date

─ Brings relevant outcomes for patients, such as PROs and HRQoL, into scientific discussions 

• PED is a new scientific discipline 

• Collaboration of multi-disciplinary experts and stakeholders is needed 

• EMA is working to progress on key PED deliverables:

• Reflection paper on the best EU approach to generate, collect and analyse PED

• Increase transparency - Update of Assessment Report 
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Thank you
Any questions?

Juan.Garcia@ema.europa.eu

Official address Domenico Scarlattilaan 6  ● 1083 HS Amsterdam  ● The Netherlands

Telephone +31 (0)88 781 6000

Send us a question  Go to www.ema.europa.eu/contact

Further information

Follow us on @EMA_News

mailto:Juan.Garcia@ema.europa.eu
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