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• A PRO (patient-reported outcome) is a direct 

report of a patient’s condition, not interpreted 

nor modified from a clinician.

• PROs are considered the gold standard for the 

assessment of subjective symptoms, both in 

clinical practice and clinical trials.

Patient-reported outcomes

Di Maio M, Basch E et al. Nat Rev Clin Oncol. 2016 May;13(5):319-25. 

U.S. Food and Drug Administration. Guidance for industry: patient-reported outcome measures: use in medical product

development to support labeling claims. 

European Medicines Agency. Reflection paper on the regulatory guidance for the use of health-related quality of life (HRQL) 

measures in the evaluation of medicinal products.



European Medicines Agency, EMA/CHMP/292464/2014

• Provide a patient focused assessment of the burden and impact of disease, by 

understanding how a treatment impacts on patient functioning and well-being; 

Reasons to include PROs assessment in the clinical development 

programme for oncology medicinal products may encompass: 
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European Medicines Agency, EMA/CHMP/292464/2014

• Provide a patient focused assessment of the burden and impact of disease, by 

understanding how a treatment impacts on patient functioning and well-being; 

• Add information on the clinical benefit of a therapy by complementing efficacy and 

safety data with patient-reported evaluation; 

• Assess the relationship/ agreement between clinical reported endpoints and 

patient-reported endpoints […];

Reasons to include PROs assessment in the clinical development 

programme for oncology medicinal products may encompass: 
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European Medicines Agency, EMA/CHMP/292464/2014

• Attempt to differentiate two treatments in the non-inferiority trial setting, where the 

primary endpoint is an objective measure; 

• Provide information to facilitate more accurate future patient-physician 

communication in terms of the quality of the survival time remaining for the 

patient and the burden of treatment-related morbidities and disease-related 

patient impacts. 

Reasons to include PROs assessment in the clinical development 

programme for oncology medicinal products may encompass: 



ESMO-Magnitude of Clinical Benefit Scale version 1.1 

N.I. Cherny, et al. Annals of Oncology 2017, 28(10):2340-2366



Gyawali B, et al. ESMO Open. 2021 Jun;6(3):100117. 



Gyawali B, et al. ESMO Open. 2021 Jun;6(3):100117. 



ESMO Daily Reporter, 30 marzo 2022



2012-2016

• 446 phase III trials

• 47.1% QoL not included among endpoints

• 38.1% QoL results collected but not presented in primary publications
Marandino et al, Ann Oncol 2018

2017-2021

• 388 phase III trials

Marandino et al, ESMO 2022

Underrating and underreporting of QoL and PROs in oncology
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Time to secondary publication of QoL results

Submitted for publication

2017-20212012-2016

Marandino et al, Ann Oncol 2018



Submitted for publication
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• In uno studio positivo in OS:

– La paziente vive meglio oltre a vivere di più?

– Che «prezzo» si paga in termini di tossicità / qualità di vita?

• In uno studio positivo in PFS:

– Il beneficio è solo strumentale o anche clinico?

– Che «prezzo» si paga in termini di tossicità / qualità di vita?



Ref. Curigliano et al. ESMO BREAST CANCER 2022.
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Problemi metodologici 

nella valutazione della QoL negli studi clinici

• Scelta del questionario

• Scelta del timing di somministrazione 

• Gestione dei dati mancanti

• Molteplicità degli items

• Diverse modalità di analisi e presentazione dei risultati

• Statisticamente significativo vs clinicamente rilevante



Take home messages

• L’attenzione alla QoL è cruciale per una definizione più

accurata del valore dei trattamenti antitumorali

• La valutazione della QoL negli studi clinici condotti in 

ambito oncologico non è priva di importanti sfide

metodologiche

• E’ importante fare cultura e formazione sull’impiego dei

PROs e della QoL negli studi clinici, sulla tempestività e 

completezza della loro pubblicazione, nonché sulla loro

corretta modalità di analisi e di interpretazione. 
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