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The tale of two tumor trials….. 
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Gilbert et al N Engl J Med 2014; Chinot et al N Engl J Med 2014
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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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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….. 

9

Courtesy of Madeline Pe
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Patient population – selection bias 
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Stupp et al. N Engl J Med 2005
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Patient population – cultural differences
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Scott et al. Qual Life Res 2007
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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?
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EORTC QLG measurement vision 
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Free-of-charge for academic users

Royalties for commercial users

EORTC 
core QoL 
module 

QLQ-C30

Disease-
specific 
Module 

Item 
Library

EORTC QoL 
measurem
ent system
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The patients’ voice …
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Courtesy of Dagmara Kulis; EORTC Module Development Guidelines. 5th Edition. Brussels: 2021.
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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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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….. 
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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

19

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



Classified as public by the European Medicines Agency 

The tale of two tumor trials….. 
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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…
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Courtesy of Madeline Pe
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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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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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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 
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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..
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Development and 
validation of 
instruments

• COMET

• COSMIN

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



Classified as public by the European Medicines Agency 

Something was missing..

33

Development and 
validation of 
instruments

• COMET

• COSMIN

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
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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
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Take home messages 
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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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