
1Di Maio M. BMJ Oncology 2024;3:e000406. doi:10.1136/bmjonc-2024-000406

Open access�

Availability of quality-of-life results for 
clinical decisions: an evolving scenario

Massimo Di Maio  ‍ ‍ 

To cite: Di Maio M.  Availability 
of quality-of-life results for 
clinical decisions: an evolving 
scenario. BMJ Oncology 
2024;3:e000406. doi:10.1136/
bmjonc-2024-000406

Department of Oncology, 
University of Turin, AOU Città 
della Salute e della Scienza di 
Torino, Torino, Italy

Correspondence to
Professor Massimo Di Maio;  
​massimo.​dimaio@​unito.​it

Editorial

	► http://​dx.​doi.​org/​10.​1136/​
bmjonc-​2024-​000369

© Author(s) (or their 
employer(s)) 2024. Re-use 
permitted under CC BY-NC. No 
commercial re-use. See rights 
and permissions. Published by 
BMJ.

Attention to patient-reported outcomes 
and health-related quality of life (QoL) as 
an endpoint in clinical trials in oncology is 
constantly rising.1 In principle, data collected, 
analysed and presented within clinical trials 
have both scientific and regulatory implica-
tions.2 Although recently defined a ‘Cinder-
ella’ outcome,3 the availability of QoL results 
can contribute to the definition of treatment 
value4 and can inform communication with 
patients.5

The study by Gupta and colleagues focused 
on QoL data in 233 clinical trials conducted 
in haematology and oncology, corresponding 
to 207 treatments approved by the US Food 
and Drug Administration in a 5-year period 
between 2015 and 2020.6 Many of their find-
ings do confirm what has been described 
in similar studies: often, at the moment of 
regulatory approval and subsequent avail-
ability of treatment in clinical practice, the 
scientific community does not have QoL 
data, either because QoL was not included 
among endpoints or because collected data 
are still not published.1 7 Namely, Gupta and 
colleagues found that QoL was included 
among endpoints in 55.8% of the trials and 
was reported in 50.2%. QoL data were first 
reported in the primary publication in only 
30% of trials.

Within the 5-year period analysed, the 
authors did not find a significant time trend 
in QoL reporting. The period analysed 
was probably too short to observe relevant 
changes. However, in a previous analysis 
of oncology publications encompassing a 
10-year period between 2012 and 2021, we 
described an improvement in the inclusion 
of QoL into clinical trials.1 Nevertheless, 
there was an opposite trend in the reporting 
of QoL results in primary publications (which 
was even worse in 2017–2021 compared 
with the previous 5 years), so the chance of 
reading QoL results in a primary publication 
of an oncology trial was substantially the same 
over the time.

Of note, Gupta and colleagues did not 
simply describe the availability of QoL 
outcomes but went into detail about the type 
of outcome. How many times has a treatment 
approved for use been shown to improve 
patients’ QoL? Unfortunately, this improve-
ment is demonstrated only in a minority of 
cases. As a general rule, the opportunity to 
read and discuss with colleagues and patients 
the QoL results obtained by treatments 
available in clinical practice is particularly 
useful. When the experimental treatment has 
shown a benefit in terms of overall survival 
(OS), it is important to know if patients 
will live better in addition to living longer 
and if the prolongation of life expectancy 
comes at the price of a QoL worsening, for 
instance, due to increased toxicity. In the 
analysis by Gupta and colleagues, we can 
read that when the approval was based on OS 
benefit, an improvement in QoL was actu-
ally demonstrated only in 34% of trials. Even 
more importantly, when the experimental 
treatment has shown a benefit in terms of a 
surrogate endpoint (typically a prolongation 
in progression-free survival, which means 
instrumental disease control), it is crucial to 
know if that instrumental benefit is associated 
with QoL improvement and prolongation of 
time to QoL deterioration. Well, when the 
approval was based on a surrogate endpoint, 
only 17.9% of trials (28.4% considering only 
progression-free survival and disease-free 
survival) did actually show a QoL improve-
ment. It goes without saying that these figures 
are largely suboptimal.

Calling for greater attention to QoL when 
drafting protocols (including QoL among 
endpoints) and when publishing results 
(presenting QoL details in the primary publi-
cation) does not mean denying the existence 
of a number of challenges in the method-
ology. Gupta and colleagues defined the posi-
tivity of QoL results looking at the impact on 
the global domain of the assessment tool, 
where available. However, differently from 
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the analysis of the primary endpoint, which is reasonably 
based on a predefined hypothesis, QoL analysis is explor-
atory in the vast majority of cases, and the interpretation 
of QoL results is not necessarily easy. Global domain (eg, 
items 29–30 of the EORTC QLQ-C30 questionnaire) is 
not necessarily a sensible synthesis of the whole instru-
ment, and there could be clinically relevant differences 
in other items and scales, even in the absence of a signifi-
cant difference in global status. Furthermore, the authors 
declared that due to remarkable heterogeneity between 
the studies analysed, the determination of QoL positivity 
was based on statistical rather than clinical significance. 
This means that, in some cases, QoL differences among 
treatments could be negligible and not necessarily clin-
ically relevant: when presenting and when reading the 
results, the minimum clinically important difference 
should always be considered to allow a meaningful 
interpretation.

Gupta and colleagues deserve credit for having 
reminded the scientific community of the need to keep 
the bar high by including QoL among the parameters 
necessary to define the value of a cancer treatment. 
Invoking the availability of results is only the first step. 
A clear demonstration of benefit would be desirable to 
consider the value of the treatment high. I believe that 
many oncologists are more familiar with ‘traditional’ 
investigator-reported endpoints, like objective response 
rate, progression-free survival and OS but probably less 
familiar with the correct reading and interpretation of 
QoL results. Now is the time for authors, editors and the 
entire scientific community to stimulate education on the 
correct analysis, reading and interpretation of QoL data.

X Massimo Di Maio @MassimoDiMaio75

Contributors  MDM: conceptualisation and writing.

Funding  The authors have not declared a specific grant for this research from any 
funding agency in the public, commercial or not-for-profit sectors.

Competing interests  MDM reports honoraria from Amgen, AstraZeneca, 
GlaxoSmithKline, Janssen, Merck Serono, Merck Sharp & Dohme (MSD), 

Novartis, Pfizer, Roche, Takeda, Daiichi Sankyo, Ipsen and Viatris for consultancy 
or participation to advisory boards, direct research funding from Tesaro/
GlaxoSmithKline, and institutional funding for work in clinical trials/contracted 
research from BeiGene, Exelixis, MSD, Pfizer and Roche.

Patient and public involvement  Patients and/or the public were not involved in 
the design, or conduct, or reporting, or dissemination plans of this research.

Patient consent for publication  Not applicable.

Ethics approval  Not applicable.

Provenance and peer review  Commissioned; internally peer reviewed.

Data availability statement  Data sharing not applicable as no datasets generated 
and/or analysed for this study.

Open access  This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non-commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the use 
is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

ORCID iD
Massimo Di Maio http://orcid.org/0000-0001-8906-3785

REFERENCES
	1	 Marandino L, Trastu F, Ghisoni E, et al. Time trends in health-related 

quality of life assessment and reporting within publications of 
oncology randomised phase III trials: a meta-research study. BMJ 
oncol 2023;2:e000021. 

	2	 Kluetz PG, O’Connor DJ, Soltys K. Incorporating the patient 
experience into regulatory decision making in the USA, Europe, and 
Canada. Lancet Oncol 2018;19:e267–74. 

	3	 Fallowfield LJ. Quality of life assessment using patient-reported 
outcome (PRO) measures: still a Cinderella outcome. Ann Oncol 
2018;29:2286–7. 

	4	 Cherny NI, Dafni U, Bogaerts J, et al. ESMO-magnitude of clinical 
benefit scale version 1.1. Ann Oncol 2017;28:2340–66. 

	5	 European Medicines Agency. Appendix 2 to the guideline on the 
evaluation of anticancer medicinal products in man. the use of 
patient-reported outcome (PRO) measures in oncology studies. 2016. 
Available: https://www.ema.europa.eu/en/news/integrating-patients-​
views-clinical-studies-anticancer-medicines [Accessed 27 Apr 2024].

	6	 Gupta M, et al. Health-related quality of life outcomes reporting 
associated with FDA approvals in Haematology and oncology. BMJ 
Oncol 2024;3. 

	7	 Marandino L, La Salvia A, Sonetto C, et al. Deficiencies in health-
related quality-of-life assessment and reporting: a systematic review 
of oncology randomized phase III trials published between 2012 and 
2016. Ann Oncol 2018;29:2288–95. 

https://x.com/MassimoDiMaio75
http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0001-8906-3785
http://dx.doi.org/10.1136/bmjonc-2022-000021
http://dx.doi.org/10.1136/bmjonc-2022-000021
http://dx.doi.org/10.1016/S1470-2045(18)30097-4
http://dx.doi.org/10.1093/annonc/mdy481
http://dx.doi.org/10.1093/annonc/mdx310
https://www.ema.europa.eu/en/news/integrating-patients-views-clinical-studies-anticancer-medicines
https://www.ema.europa.eu/en/news/integrating-patients-views-clinical-studies-anticancer-medicines
http://dx.doi.org/10.1136/%20bmjonc-2024-000369
http://dx.doi.org/10.1136/%20bmjonc-2024-000369
http://dx.doi.org/10.1093/annonc/mdy449

	Availability of quality-­of-­life results for clinical decisions: an evolving scenario
	References


