
25 April 2024

AperTO - Archivio Istituzionale Open Access dell'Università di Torino

Original Citation:

Quality of life in patients with lung cancer: the way forward

Published version:

DOI:10.1016/S1470-2045(20)30151-0

Terms of use:

Open Access

(Article begins on next page)

Anyone can freely access the full text of works made available as "Open Access". Works made available
under a Creative Commons license can be used according to the terms and conditions of said license. Use
of all other works requires consent of the right holder (author or publisher) if not exempted from copyright
protection by the applicable law.

Availability:

This is a pre print version of the following article:

This version is available http://hdl.handle.net/2318/1770078 since 2021-01-29T17:21:04Z



1 
 

Quality of life in lung cancer patients: the way forward 

Maria Lucia Reale1,2 and Massimo Di Maio1,2. 

1 Department of Oncology, University of Turin; Torino, Italy  

2 Division of Medical Oncology, Ordine Mauriziano Hospital; Torino, Italy   

 

 

 

Words: 750 

References: 10 

 

 

Corresponding author:  

Prof. Massimo Di Maio  

Department of Oncology, University of Turin;  

Division of Medical Oncology, Ordine Mauriziano Hospital, Via Magellano 1, Turin 10128, 

Italy.  

Phone: +39 011 5082032 

E-mail:  massimo.dimaio@unito.it  

 

 

 

  



2 
 

Despite important treatment progress, lung cancer, often diagnosed as advanced disease, 

is still characterized by a poor prognosis. Quality of life (QoL) evaluation, defined as the 

patients’ perception of physical, psychological and social impact of cancer and its 

treatment, plays a central role, together with the “classical” endpoints of efficacy and 

safety, to understand the real value of a treatment, its potential risks and benefits.   

Within a scenario of rapid development of novel therapies, accelerated access to 

treatments and surrogate endpoints for drugs approval, regulatory agencies - as the US 

Food and Drug Administration and the European Medicines Agency - have emphasized 

the significance of QoL evaluation in clinical trials, underlining the importance of  patients’ 

perception as a defined outcome measure.1,2 Scientific societies - like American Society of 

Clinical Oncology and European Society for Medical Oncology - have drawn up specific 

frameworks to determine the value of oncological treatments, including QoL, to define the 

final assigned score.3,4  

However, despite its universally recognized value, QoL role seems still marginal.5 In a 

recent literature analysis, QoL was not assessed in a relevant proportion of lung cancer 

phase III trials, with significant under-reporting of results in primary publications, even in 

the advanced/metastatic setting and in trials with a surrogate primary endpoint.6  

Actually, QoL methodology still represents a challenge, and choice of questionnaire, timing 

of administration and modality of analysis are quite heterogeneous.7 The general 

European Organization for Research and Treatment of Cancer (EORTC) Quality of Life 

Questionnaire Core 30 (QLQ-C30) and the specific Lung Cancer 13 (QLQ-LC13) module 

are among the most used instruments.6 Obviously, to remain effective tools, QoL 

questionnaires should be in line with treatment progress. Since 1994, when QLQ-LC13 

was developed8, considerable progresses have been reached in the management of lung 

cancer patients. Furthermore, targeted therapies, immunotherapy, combination strategies 

have a completely different toxicity profile. In The Lancet Oncology, Koller and colleagues 
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present the psychometric properties of the EORTC QLQ-LC29, the update of LC13, 

precisely developed with the aim of containing the emerging QoL items and toxicities 

(although not specifically listing all the most common immune-related symptoms). It 

consists of 29 items (12 preserved from QLQ-LC13), and includes 15 single items and 5 

multi-item scales (coughing, shortness of breath, hair problems, fear of progression, and -

optional- surgical symptoms).9 All patients filled in the questionnaire at the first time-point 

and half of them at a second time-point too.   

In lung cancer patients, symptoms can rapidly change, either in terms of improvement due 

to treatment efficacy or in terms of worsening when the treatment is ineffective and/or 

toxic. When authors asked patients, 2-4 weeks after the first questionnaire, if they were 

getting better, worse or stable, only 41.5% declared to be stable.  

As expected, there was a significant association of most questionnaire scores with 

patient’s performance status. However, when these instruments are used within 

interventional clinical trials, patients are strongly selected, and their symptom burden at 

baseline is reasonably lower compared to patients treated in clinical practice. 

Consequently, information acquired with early QoL evaluation is useful, more than to 

describe treatment efficacy, especially to exclude increased toxicity. On the other hand, 

treatment efficacy in terms of QoL benefit and symptom control can be effectively captured 

analyzing time-to-deterioration10. The latter analysis allows to focus the attention later in 

QoL trend, while the description of treatment failure within clinical trials has been 

traditionally based on instrumental disease progression only. 

For all QoL analyses, the definition of “minimal important difference” (MID) is actually 

crucial. Koller and colleagues acknowledge the absence of MID definition as one of the 

main limitations of their work. Whichever the modality of presentation of results (mean 

changes, proportion of responders, time-to-deterioration), as for other endpoints, clinical 
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relevance of QoL differences should always be considered, beyond statistical significance. 

As the original 1994 version until now6, QLQ-LC29 will be reasonably used in many clinical 

trials, and a proper interpretation of results needs MID definition.  

Despite the availability of several instruments, now enriched by the new EORTC QLQ-

LC29, QoL has been too often considered a “Cinderella” outcome7, even in a setting like 

lung cancer. However, despite methodological issues, importance of QoL results in the 

definition of treatment value, within a patient-centered approach, is definitely increasing. 

The publication in The Lancet Oncology, a reference journal for clinical cancer specialists, 

of the psychometric properties of the QLQ-LC29, witnesses this strategic change.  

All stakeholders (sponsors, researchers, patients, regulatory agencies and scientific 

journals) should encourage QoL inclusion among study endpoints and reporting of QoL 

results in scientific publications. 

  



5 
 

References 

1. U.S Food and Drug Administration, Guidance for Industry: Patient-Reported 

Outcome Measures: Use in Medical Product Development to Support Labeling 

Claims, [online], https://www.fda.gov/media/77832/download, Accessed 23 

February 2020.  

2. 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, [online]https://www.ema.europa.eu/en/documents/scientific-

guideline/reflection-paper-regulatory-guidance-use-healthrelated-quality-life-hrql-

measures-evaluationen.pdf, Accessed 23 February 2020.  

3. Schnipper LE, Davidson NE, Wollins DS, et al. Updating the American Society of 

Clinical Oncology Value Framework: Revisions and Reflections in Response to 

Comments Received. J Clin Oncol 2016; 34(24): 2925-34. 

4. Cherny NI, Sullivan R, Dafni U, et al. A standardised, generic, validated approach to 

stratify the magnitude of clinical benefit that can be anticipated from anti-cancer 

therapies: the European Society for Medical Oncology Magnitude of Clinical Benefit 

Scale (ESMO-MCBS). Ann Oncol. 2017; 28(11): 2901-2905. 

5. 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(12): 2288-2295. 

6. Reale ML, De Luca E, Lombardi P, et al. Quality of life analysis in lung cancer: A 

systematic review of phase III trials published between 2012 and 2018. Lung 

Cancer 2020; 139: 47-54. 

7. Fallowfield LJ. Quality of life assessment using patient-reported outcome (PRO) 

measures: still a Cinderella outcome? Ann Oncol. 2018; 29(12): 2286-2287. 



6 
 

8. Bergman B, Aaronson NK, Ahmedzai S, Kaasa S, Sullivan M. The EORTC QLQ-

LC13: a modular supplement to the EORTC Core Quality of Life Questionnaire 

(QLQ-C30) for use in lung cancer clinical trials. EORTC Study Group on Quality of 

Life. Eur J Cancer. 1994; 30A(5): 635-42.  

9. Koller M, Shamieh O, Hjermstad MJ, et al. An international field study to investigate 

the psychometric properties of the updated EORTC module for assessing quality of 

life in patients with lung cancer (QLQ-LC29). Lancet Oncol 2020 in press 

10. Charton E, Cuer B, Cottone F, et al. Time to deterioration in cancer randomized 

clinical trials for patient-reported outcomes data: a systematic review. Qual Life 

Res. 2019 Nov 27. [Epub ahead of print] doi: 10.1007/s11136-019-02367-7.  

 


