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ABSTRACT
Objective  To assess time trends in the inclusion of 
health-related quality of life (QoL) among study endpoints 
and in the reporting of QoL results in study publications, 
randomised phase III oncology trials published between 
2017 and 2021 were compared with the trials published in 
the previous 5 years.
Methods and analysis  All issues published between 
2012 and 2021 by 11 major journals were handsearched 
for primary publications of phase III trials in adult patients 
with solid tumours. Trials published in 2017–2021 were 
compared with trials published in 2012–2016 for three 
endpoints: (1) proportion of publications including QoL 
among endpoints out of all the eligible publications; (2) 
proportion of publications presenting QoL results out of 
those including QoL among endpoints and (3) proportion 
of publications presenting QoL data out of all the eligible 
publications.
Results  388 publications between 2017 and 2021 were 
eligible and compared with 446 publications between 
2012 and 2016. QoL was included among endpoints in 
67.8% of trials in 2017–2021 vs 52.9% in 2012–2016 
(univariate OR 1.87, 95% CI 1.41 to 2.48, p<0.001). QoL 
results were available in 52.1% in 2017–2021 vs 62.3% 
in 2012–2016 of primary publications of trials including 
QoL among endpoints (OR 0.66, 95% CI 0.46 to 0.94, 
p=0.02). Overall, QoL was analysed and presented in 
35.3% of primary publications in 2017–2021 vs 33.0% in 
2012–2016 (OR 1.11, 95% CI 0.83 to 1.48, p=0.48).
Conclusions  The proportion of oncology trials including 
QoL among endpoints increased in 2017–2021 compared 
with 2012–2016. However, the proportion of primary 
publications reporting QoL results remains suboptimal.

INTRODUCTION
Patient-reported outcomes (PROs) should 
play a crucial role in determining the value 
of treatment for patients with cancer.1–3 The 
subjective nature of PROs, which are evalu-
ated by patients based on their own percep-
tions, imply per se a more accurate reflection 

of the patient’s view about the impact of 
treatment on their symptoms and quality of 
life (QoL).4 The availability of PROs and QoL 
data helps clinicians to communicate the 
benefits and the risks of a treatment, beyond 

WHAT IS ALREADY KNOWN ON THIS TOPIC
	⇒ Despite the importance of health-related quality of 
life (QoL) to determine treatment value for patients 
with cancer, several analyses have shown subopti-
mal inclusion of patient-reported outcomes and QoL 
among study endpoints in oncology randomised 
controlled trials, and suboptimal reporting of QoL 
results.

	⇒ Scientific societies and regulatory agencies have re-
cently emphasised the relevance of QoL in oncology 
trials, but time trends of QoL inclusion among study 
endpoints and reporting of QoL results in publication 
have not been formally described.

WHAT THIS STUDY ADDS
	⇒ In this 10-year analysis, the proportion of oncology 
randomised phase III trials that included QoL as a 
study endpoint has increased in recent years, espe-
cially in industry-sponsored trials.

	⇒ In many cases, although collected according to 
study protocol, QoL data are not presented in the 
primary publication and this trend is worsening in 
recent years.

	⇒ Journals with higher impact factor publish more fre-
quently trials which did include QoL in study proto-
col, but those journals often do not ask for inclusion 
of those results in the study publication.

HOW THIS STUDY MIGHT AFFECT RESEARCH, 
PRACTICE OR POLICY

	⇒ Overall, the proportion of trials reporting QoL results 
in primary publications remains suboptimal. This 
should stimulate discussion within investigators, 
journal editors, peer-reviewers and the whole sci-
entific community.
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traditional investigator-assessed endpoints. Radiological 
control of the disease and length of survival, which repre-
sent the traditional study endpoints for treatment activity 
and efficacy, are not the only relevant outcomes for 
patients, particularly for those with advanced disease.5 6

In a previous systematic review of 446 phase III trials 
conducted in solid tumours and published in major 
oncology journals between 2012 and 2016, we found 
that a relevant proportion of trials did not include QoL 
among study endpoints.7 Namely, QoL was not included 
among endpoints in 47.1% of all trials, in 40.1% of trials 
conducted in the advanced/metastatic setting, 39.7% of 
industry-sponsored trials and 53.6% of academic trials. 
Furthermore, we found that QoL results, even when 
collected, were often not reported in the primary publi-
cation: out of 231 primary publications of trials with 
QoL as secondary or exploratory endpoint, QoL results 
were absent in 38.1% of cases, in 37.6% of publications 
in the advanced/metastatic setting, in 37.1% of industry-
sponsored and 39.3% of academic trials. Disappointingly, 
the proportion of trials not including QoL as endpoint 
or not reporting QoL results was relevant in all tumour 
types and for all treatment categories. In addition, when 
analysing the timing of secondary publications including 
QoL results, we frequently observed a relevant delay in 
the publication.

In recent years, the value of PROs has been repeatedly 
recognised by regulatory agencies and scientific soci-
eties.8–11 The European Medicines Agency and the US 
Food and Drug Administration have both provided guid-
ance for their use specifically in the setting of oncology 
clinical trials,8 9 and some societies incorporated the 
data into instruments developed to define the value of 
a treatment, such as the European Society for Medical 
Oncology -Magnitude of Clinical Benefit Scale.10 11 To 
allow a complete assessment of treatment value, PROs 
and QoL results should be published concurrently with 
efficacy and safety data.12 13 However, according to our 
previous analysis7 and other studies,14 this was often not 
the case, due to the above-described deficiencies in the 
inclusion of QoL among endpoints and in the reporting 
of QoL results in the publications.

With the aim of assessing time trends in QoL assess-
ment and reporting, we reviewed phase III oncology 
trials published in major oncology journals between 2017 
and 2021, and compared the results with the previous 5 
years. In addition, we analysed the whole 10-year dataset 
in order to describe the characteristics of the trial and of 
the journal associated with the inclusion of QoL among 
endpoints and with the reporting of QoL results in the 
publication.

METHODS
For this analysis, we chose the same 11 major journals 
that were included in the previous search to compare 
the results for the period 2017–2021 with the results 
for the period 2012–2016 considered in the previously 

published report.7 All the issues of these journals were 
screened for primary publications of randomised phase 
III trials testing anticancer drugs in adult patients with 
solid tumours (Preferred Reporting Items for System-
atic Reviews and Meta-Analyses flow chart in the online 
supplemental data). Inclusion criteria were the same as 
the previous analysis.7 Trials testing supportive care drugs 
were excluded, unless their outcome was anticancer effi-
cacy. Trials testing non-pharmacological interventions 
were not included, as well as trials conducted in paediatric 
patients (<18 years old) and in haematological malignan-
cies, and trials testing prevention strategies.

Data were collected using a dedicated electronic form. 
For each study, details about publication (journal, year, 
first author, date of definitive and ahead-of-print publi-
cation, availability of online supplemental material and/
or study protocol) were collected. Impact factor (IF) 
corresponding to the year of publication was considered, 
according to the Journal of Citation Reports, and papers 
were conventionally divided into three IF categories: low 
(<15), intermediate (15–30) and high (>30). These cut-
offs were based on the IQR of the studies included in the 
2012–2016 analysis, and for homogeneity, we maintained 
the same cut-offs for the 2017–2021 period. Among the 
information recorded about the trial, those included 
study sponsor (industry-sponsored vs academic), type of 
primary tumour, disease setting (adjuvant vs neoadjuvant 
vs advanced/metastatic), study design (superiority vs non-
inferiority), masking (open label vs blinded), details of 
treatment in both experimental and control arms. Trials 
were considered as industry sponsored when sponsored 
by the drug company and as academic when sponsored 
by an academic institution or a cooperative group, even if 
receiving drug supply and/or economic support from one 
or more drug companies. Experimental treatments were 
classified into four main categories (not mutually exclu-
sive): chemotherapy±other drugs; targeted agents±other 
drugs; hormonal treatment±other drugs; immunothera-
py±other drugs.

Endpoint information (primary/secondary/explor-
atory) was obtained from the paper, the study protocol 
(when available as online supplemental material), or the ​
ClinicalTrials.​gov record (when available). The presence 
of QoL details in the publication (in the main text and/
or in online supplemental appendix) was recorded. For 
all records, secondary QoL publications were searched in 
PubMed, by using the name of the drug(s) and/or tumour 
type and/or the name of authors of the primary publica-
tion and/or the study acronym, when available. Time to 
secondary QoL publication was calculated according to 
Kaplan-Meier method, from the date of primary publica-
tion to the date of secondary QoL publication, if any, or 
to the date of last PubMed check (15 April 2022).

Results of the 2017–2021 period were compared with 
trials published in 2012–2016 for three endpoints: (1) 
proportion of publications including QoL among study 
endpoints out of all the eligible publications; (2) propor-
tion of publications presenting QoL results out of those 
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including QoL among endpoints and (3) proportion of 
publications presenting QoL results out of all the eligible 
publications. For the main comparison (2017–2021 vs 
2012–2016) and for subgroup analysis based on study 
or publication characteristics (journal IF, study sponsor, 
type of tumour, disease setting, study design, masking, 
type of experimental treatment), the three endpoints 
were expressed in terms of OR with 95% CI. In addition, 
for each of the three endpoints, multivariate analysis 
was performed by logistic regression model in the whole 
10-year dataset.

Patients and the public were not directly involved in 
the design and conduct of this research. However, consid-
ering the implications of our results for the discussion 
within scientific community, we plan to interact and coop-
erate with patients’ associations in oncology to dissemi-
nate and discuss our results.

All analyses were performed with IBM SPSS Statistics 
for Windows, V.27.0.

RESULTS
Study characteristics
In total, 388 eligible publications were identified in the 
11 journals between 2017 and 2021 (the complete list is 
reported in online supplemental data). The main char-
acteristics of the eligible publications, compared with 
the 446 included in the previous review (2012–2016) are 
reported in table 1. The three most represented journals 
were Lancet Oncology (97 papers, 25.0%) Journal of Clinical 
Oncology (73 papers, 18.8%) and New England Journal of 
Medicine (70 papers, 18.0%). Most trials (270, 69.6%) were 
conducted in patients with advanced/metastatic disease. 
Chemotherapy±other drugs (203, 52.3%), targeted thera-
py±other drugs (180, 46.4%) and immunotherapy±other 
drugs (86, 22.2%) were the most common experimental 
treatments. The majority of the trials (226, 58.2%) were 
sponsored by the drug company, while the remaining 
(162, 41.8%) were academic.

Inclusion of QOL among study endpoints
QoL was included among study endpoints in 263 (67.8%) 
trials published in the period 2017–2021 (online supple-
mental tables 1 and 2). Namely, in these 5 years, QoL 
was included among endpoints in a higher propor-
tion of industry-sponsored trials (82.3%) compared 
with academic trials (47.5%), with a higher difference 
compared with 2012–2016. Like in the previous 5 years, 
the inclusion of QoL among endpoints was higher in 
journals with higher IF (high IF 78.5%, intermediate 
IF 43.4% and low IF 41%) and in the subgroup of trials 
conducted in patients with advanced/metastatic disease 
(75.6%) compared with trials conducted in the (neo)
adjuvant setting (50.0%).

Overall, the proportion of trials including QoL among 
endpoints in the period 2017–2021 was significantly 
higher compared with the period 2012–2016 (67.8% vs 
52.9%, OR 1.87, 95% CI 1.41 to 2.48, p<0.001) (figure 1). 

Table 1  Characteristics of the publications included in the 
analysis

2012–2016 
(n=446)

2017–2021 
(n=388)

Year of primary 
manuscript

 � 2012 94 (21.1) –

 � 2013 96 (21.5) –

 � 2014 87 (19.5) –

 � 2015 95 (21.3) –

 � 2016 74 (16.6) –

 � 2017 – 101 (26.0)

 � 2018 – 76 (19.6)

 � 2019 – 67 (17.3)

 � 2020 – 66 (17.0)

 � 2021 – 78 (20.1)

Primary manuscript journal

 � Annals of Oncology 61 (13.7) 41 (10.6)

 � British Journal of 
Cancer

8 (1.8) 8 (2.1)

 � Cancer 7 (1.6) 3 (0.8)

 � European Journal of 
Cancer

22 (4.9) 24 (6.2)

 � JAMA 7 (1.6) 7 (1.8)

 � JAMA Oncology 1 (0.2) 25 (6.4)

 � Journal of Clinical 
Oncology

139 (31.2) 73 (18.8)

 � Journal of the 
National Cancer 
Institute

3 (0.7) 4 (1.0)

 � Lancet 30 (6.7) 36 (9.3)

 � Lancet Oncology 123 (27.6) 97 (25.0)

 � New England Journal 
of Medicine

45 (10.1) 70 (18.0)

Journals’ impact factor

 � Low (<15) 101 (22.6%) 61 (15.7%)

 � Intermediate (15–30) 251 (56.3%) 53 (13.7%)

 � High (>30) 94 (21.1%) 274 (70.6%)

Study sponsor

 � Industry-sponsored 209 (46.9) 226 (58.2)

 � Academic 237 (53.1) 162 (41.8)

Type of tumour

 � Breast 84 (18.8) 88 (22.7)

 � Lung 83 (18.6) 68 (17.5)

 � GI 109 (24.4) 92 (23.7)

 � GU 55 (12.3) 52 (13.4)

 � Other 115 (25.8) 88 (22.7)

Disease stage

 � Localised 124 (27.8) 118 (30.4)

Continued
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Compared with the previous 5 years, the proportion of 
trials including QoL among endpoints was higher for all 
types of tumours, for all types of experimental treatment 
and in both the localised stages (OR 1.88, 95% CI 1.12 to 
3.16) and advanced/metastatic setting (OR 2.07, 95% CI 
1.45 to 2.95).

At multivariate analysis (figure  2), the inclusion of 
QoL among endpoints was significantly higher in jour-
nals with higher IF, in non-inferiority studies, in industry-
sponsored trials, in studies conducted in patients with 
advanced disease, in studies conducted in genitourinary 
tumours and in studies testing immunotherapy.

Presence of QOL results in the primary publication of trials 
including QOL among endpoints
Out of 263 primary publications of trials published in 
2017–2021 with QoL among endpoints, QoL results were 
available in 137 (52.1%) (online supplemental tables 1 
and 3). In these 5 years, the proportion of publications 
without QoL results was 20.0%, 47.8% and 51.2% among 
papers published in journals with low, intermediate and 
high IF, respectively. The proportion of publications 
without QoL results was 51.6% among industry-sponsored 
trials and 39.0% among academic trials, and it was 47.5% 
in localised stages and 48.0% in the advanced setting.

The overall proportion of trials presenting QoL results 
in the primary publication in the 2017–2021 period was 
significantly lower compared with the period 2012–2016 
(52.1% vs 62.3%, OR 0.66, 95% CI 0.46 to 0.94, p=0.02) 
(figure 3A). Compared with 2012–2016, the proportion 
of publications reporting QoL results was lower in many 

types of tumours, for all types of treatment and in both 
the localised stages and advanced/metastatic setting.

At multivariate analysis, higher journal IF and studies 
testing immunotherapy were the only variables associated 
with a lower probability of QoL results (figure 2).

Presence of QOL data in the whole series of primary 
publications
Overall, QoL was included among endpoints and 
presented in primary publications in 137 (35.3%) trials 
in 2017–2021 (online supplemental tables 1 and 4). In 
these 5 years, QoL was included and presented in 39.8% 
and 29.0% of publications of industry-sponsored and 
academic trials, respectively, and in 26.3% and 39.3% of 
trials conducted in the localised and advanced setting, 
respectively.

The overall proportion of publications including 
QoL data in 2017–2021 was not significantly different 
compared with the period 2012–2016 (35.3% vs 33.0%, 
OR 1.11, 95% CI 0.83 to 1.48, p=0.48) (figure 3B).

At multivariate analysis in the whole series of trials 
(figure  2), the presence of QoL data was significantly 

2012–2016 
(n=446)

2017–2021 
(n=388)

  �  Advanced/
  �  metastatic

322 (72.2) 270 (69.6)

Study design

 � Superiority 412 (92.4) 355 (91.5)

 � Non-inferiority 34 (7.6) 33 (8.5)

Masking

 � Open label 308 (69.1) 267 (68.8)

 � Blinded 138 (30.9) 121 (31.2)

Type of experimental therapy*

 � Chemotherapy±other 273 (61.2) 203 (52.3)

 � Targeted 
therapy±other

210 (47.1) 180 (46.4)

 � Hormonal 
therapy±other

43 (9.6) 47 (12.1)

  �  Immunotherapy±
  �  other

33 (7.4) 86 (22.2)

 � Other 8 (1.8) –

*Categories are not mutually exclusive.
GI, gastrointestinal; GU, genitourinary.

Table 1  Continued

Figure 1  Probability of inclusion of quality of life (QoL) 
among study endpoints, in the period 2017–2021 (n=388) 
compared with the period 2012–2016 (n=446), according to 
characteristics of trial and publication.
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higher in journals with higher IF, in studies with blinded 
design, in non-inferiority trials, in studies conducted 
in patients with advanced disease, in tumours different 
from breast cancer, while it was significantly lower in trials 
testing immunotherapy.

Qol secondary publications
Overall, out of 126 trials published between 2017 and 
2021, including QoL as an endpoint but without any QoL 
result in the primary publication, 42 secondary QoL publi-
cations were found with a median follow-up of 34 months, 
(the complete list of secondary publications is available in 
online supplemental data). For these trials, probability of 
secondary publication was 10.9%, 29.1% and 42.5% at 1, 
2 and 3 years respectively (figure 4). These results were 
similar to those of papers published between 2012 and 
2016, included in the previous analysis.

QoL reporting according to study results
According to authors’ conclusions about the primary 
outcomes, studies published between 2017 and 2021 were 
divided into positive (211, 54.4%) and negative (177, 
45.6%). The proportion of publications including QoL 
results was slightly higher in trials with positive results 
(83/211, 39.3%) than in trials with negative results 
(54/177, 30.5%) (p=0.07). For trials including QoL as an 

endpoint, but without any QoL result in the primary publi-
cation, probability of secondary publication was 12.5%, 
39.5% and 59.2% after 12, 24 and 36 months, respectively, 
in the 75 trials with positive results, and 8.3%, 11.6% and 
16.0% after 12, 24 and 36 months, respectively, in the 51 
trials with negative results (online supplemental figure 
1). These results were similar to those of the 2012–2016 
period.

DISCUSSION
In this study, we showed that the proportion of randomised 
phase III trials that included QoL as a study endpoint has 
increased in recent years, though it remains suboptimal, 
particularly in trials promoted by academic sponsors.

In many cases, although collected according to study 
protocol, QoL data are not presented in the primary 
publication. This under-reporting was already relevant 
some years ago,7 but the trend is worsening in recent years, 
with a frequent delay in the availability of QoL results. 
For instance, even if the rate of industry-sponsored trials 
including QoL among endpoints has increased in the last 
5 years, this was not followed by an increase in reporting 
of QoL results, which on the contrary has decreased in 
2017–2021 compared with the previous 5 years. The same 

Figure 2  Multivariate analysis of probability of inclusion of quality of life (QoL) among endpoints and probability of presence 
of QoL results in the primary publication in the whole 10-year series of trials. Bold values identify the statistically significant 
covariates (p<0.05).
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concept also applies to trials testing immunotherapy or 
conducted in advanced disease, among others. It should 
be highlighted that the drop in the presence of QoL results 
in primary publications was particularly relevant for trials 

including patients with lung cancer (45.8% in 2012–2016 
compared with 25.0% in 2017–2021). Of course, regu-
latory agencies may evaluate QoL results although still 
unpublished, but we believe that the concomitant publi-
cation of QoL results together with other outcomes is very 
useful not only for decision makers, but for the entire 
scientific community (including clinicians and patients) 
to evaluate the value of a new treatment.

By performing a multivariate analysis on the whole 
10-year dataset, we investigated the factors (both related 
to the study and journal characteristics) associated with a 
higher chance of inclusion of QoL among study endpoints 
and presence of QoL results in the primary publication. Of 
note, journal IF was associated with the inclusion of QoL 
among endpoints and with the presence of QoL results 
in the first publication. However, these associations were 
in opposite directions: studies published in journals with 
higher IF had higher frequency of QoL among endpoints 
(multivariate OR for journals with high IF compared with 
those with low IF 4.13, 95% CI 2.59 to 6.56), but higher 
IF was associated with lower inclusion of QoL results in 

Figure 3  Probability of presence of quality of life (QoL) results in the primary publication, in the period 2017–2021 compared 
with the period 2012–2016, according to characteristics of trial and publication. (A) Trials including QoL among study endpoints 
(n=263 for the period 2017–2021 vs n=236 for the period 2012–2016). (B) All trials included in the analysis (n=388 for the period 
2017–2021 vs n=446 for the period 2012–2016).

Figure 4  Kaplan-Meier curves of time to secondary 
publication with quality of life (QoL) results, for trials including 
QoL as a secondary/exploratory endpoint, but without any 
QoL result in the primary publication.
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the first publication (multivariate OR 0.37, 95% CI 0.19 
to 0.75). In other words, if we consider the journal IF as 
a surrogate of the quality and the relevance of the trial, 
high-quality trials do include QoL in study protocol, but 
those journals do not ask for those results when the study 
is submitted for publication. This is particularly evident 
for trials testing immunotherapy, as previously shown 
by a dedicated analysis.15 In this study, immunotherapy 
studies confirmed a high rate of inclusion of QoL among 
endpoints, but a very disappointing rate of presence of 
QoL data in the primary publication.

As expected, the proportion of trials including 
QoL among endpoints was significantly lower in trials 
conducted in early stages compared with advanced 
disease, although in the last 5 years this proportion 
showed an improvement in both subgroups. Disease 
setting showed a significant association at multivariate 
analysis, with both inclusion of QoL among endpoints 
and presence of QoL data in the primary publication. The 
attention to QoL was higher in patients with advanced 
disease: indeed, in this setting, tumour-related symptoms 
can have a relevant impact on QoL, and the burden of 
treatment-related adverse events is not negligible, espe-
cially if treatment is associated with a modest efficacy. In 
patients receiving adjuvant treatment, with a curative aim, 
investigators often suppose that the benefit in terms of 
chance of cure should outweigh the negative, hopefully 
transient, detrimental effect.

We were already disappointed in the previous analysis 
by the high proportion of academic trials that did not 
include QoL as a study endpoint. In this update, the gap 
between industry-sponsored and academic studies was 
even higher: while the proportion of trials including QoL 
among industry-sponsored studies significantly improved 
in recent years (moving from 60.3% to 82.3%, OR 3.06), 
this was not the case for the academic counterpart (from 
46.4% in 2012–2016 to 47.5% in 2017–2021, OR 1.05). 
In the multivariate analysis conducted over the 10-year 
period, study sponsor remained statistically significant 
(OR of QoL inclusion for industry-sponsored vs academic 
trials 1.48, 95% CI 1.01 to 2.17). In other words, phar-
maceutical companies are responding to regulatory 
agencies’ invitation to increase the production of QoL 
data during a treatment’s clinical development, while 
academic research continues to underestimate the impor-
tance of PROs and QoL in clinical trials. We acknowledge 
that this can be related to technical and methodological 
challenges: academic trials are often conducted with far 
less resources compared with industry-sponsored trials, 
and the administration, collection and analysis of QoL 
questionnaires could be considered as a ‘burden’ mining 
the feasibility of the trial. However, we hope that the 
increased awareness of the relevance of QoL will deter-
mine an improvement also in academic research, coher-
ently with the its philosophy, aiming to optimise treatment 
choices and patients’ QoL.

One reason for not including QoL as an endpoint could 
be the concern that, in order to be methodologically 

reliable, QoL data should be generated in a blinded 
setting rather than in an open-label design.9 If this was 
actually the case, this could partially explain the subop-
timal QoL inclusion in academic research, considering 
that the conduction of placebo-controlled trials can be 
particularly challenging for academic investigators. In 
our analysis, masking was significantly associated with the 
probability of QoL results in the study publication at multi-
variate analysis (OR 1.52, 95% CI 1.07 to 2.18). However, 
we believe that QoL data are worth to be collected even if 
the trial is open-label. In a review of 538 randomised trials 
with a patient-reported endpoint conducted in the most 
prevalent cancers, there was no significant association of 
the treatment concealment (blinded vs open-label) with 
the proportion of trials favouring the experimental treat-
ment (adjusted OR 1.19, 95% CI 0.79 to 1.79; p=0.40).16 
These findings support the validity of QoL results derived 
from open-label oncology trials.

The limited word-count imposed by most scientific jour-
nals may be one of the factors hindering QoL reporting 
in the primary publication. Limiting the reporting of QoL 
results to the global/total QoL score due to space restric-
tions may limit the interpretation of the QoL profile of 
the treatments under study. In fact, results of the various 
QoL items and domains, along with different modalities 
of analysis and presentation of results (eg, mean changes, 
proportion of responders, time to QoL deterioration), are 
important to understand treatment impact on QoL and 
to personalise treatment choices and management. We 
believe that scientific journals should consider synchro-
nous publications dedicated to PROs, in order to offer a 
timely and complete evaluation of new treatments. Alter-
natively, authors should be encouraged to add details of 
PROs results in the supplemental data, which usually have 
no word-count restriction, although this solution is at risk 
of limiting the visibility of PRO results.

We acknowledge some limitations of our study. First, 
our analysis is limited to 11 major journals and cannot 
be considered a systematic review of the literature. Some 
phase III trials published in different journals, even of 
high relevance and quality, are not considered in our 
study. However, considering our finding that studies 
including QoL among endpoints are published more 
often in journals with higher IF, it is reasonable that the 
inclusion of other journals (including those with lower 
IF) could have further reduced the proportion of studies 
including QoL; therefore, this limitation is conservative 
as for the matter of the analysis. In addition, we decided 
to conduct the update on the same 11 journals already 
included in our previous study, to obtain a homogeneous 
comparison between the two periods, and the journals 
included are among those most read by the oncological 
community. We believe that, despite this important limita-
tion, our review is useful in providing a picture of the rele-
vance of QoL in oncology literature. Second, this analysis, 
like the previous one, is limited to full text publications. 
We did not consider the presentation of QoL results as 
abstracts, posters and/or oral presentations, at scientific 

 on A
pril 19, 2024 by guest. P

rotected by copyright.
http://bm

joncology.bm
j.com

/
bm

jonc: first published as 10.1136/bm
jonc-2022-000021 on 2 M

arch 2023. D
ow

nloaded from
 

http://bmjoncology.bmj.com/


8 Marandino L, et al. BMJ Oncology 2023;2:e000021. doi:10.1136/bmjonc-2022-000021

Original research Open access

meetings, although those usually precedes the defini-
tive publication and could allow the availability of QoL 
data for the scientific community for some of the trials 
classified as under-reported in our analysis. However, 
we believe that the full text, peer-reviewed publication 
should be the reference for the evaluation of the meth-
odological quality of a clinical trial. In addition, there 
is no scientific reason for not including QoL data in 
the primary study publication, considering that those 
data are collected during the treatment, and should be 
mature at the moment of primary analysis. Third, we did 
not investigate the modality of collection (paper-based vs 
electronic) within each study. Recent years are witnessing 
an increasing use of electronic collection of PROs, which 
allows a prompt availability of data for the analysis. 
Whether the use of electronic PROs may be associated 
with higher PROs reporting still needs further investiga-
tion. Lastly, we acknowledge that the year of publication 
is an imprecise surrogate for the year of study design and 
that the length of accrual for academic trials could be, 
at least in principle, longer than for industry-sponsored 
trials due usually to more limited resources. This can 
affect the comparison of time trends according to spon-
sorship, at least for the inclusion of QoL among study 
endpoints, but not for the presentation of results.

In conclusion, we showed that the proportion of 
oncology trials including QoL among endpoints increased 
in 2017–2021 compared with 2012–2016, and this is an 
encouraging result, although QoL remains underrated 
in many trials. Furthermore, the proportion of trials 
reporting QoL results in primary publications remains 
suboptimal, necessitating discussion within the scientific 
community, which includes not only investigators but also 
journal editors and peer-reviewers. We believe that more 
needs to be done to ensure that the scientific community 
and also patients can access data of PROs and QoL at an 
appropriate time. At the moment, journal editors, who 
could make the provision of PROs and QoL for clinical 
trials a requirement for publication, may hold the key for 
the improvement of the timely presentation of patient-
reported results.

Author affiliations
1Department of Medical Oncology, IRCCS Ospedale San Raffaele, Milano, Italy
2Department of Oncology, University of Turin, at Ordine Mauriziano Hospital, Torino, 
Italy
3Department of Oncology, Ludwig Institute for Cancer Research, Lausanne, 
Switzerland
4Phase I Unit, Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Roma, 
Italy
5Department of Oncology, University of Turin, at San Luigi Gonzaga Hospital, 
Orbassano, Italy
6Department of Immunology and Microbiology, Emory University School of Medicine 
Atlanta, Atlanta, Georgia, USA
7Department of Oncology, University of Turin, at Santa Croce e Carle Hospital, 
Cuneo, Italy
8Clinical Trial Unit, Istituto Nazionale Tumori IRCCS Fondazione Pascale, Napoli, Italy
9Department of Clinical and Molecular Medicine, “La Sapienza” University of Rome, 
at Azienda Ospedaliera Sant’Andrea, Rome, Italy
10Department of Oncology, Oncology Institute of Southern Switzerland, EOC, 
Bellinzona, Switzerland

Twitter Laura Marandino @LauraMarandino, Maria Lucia Reale @marialuciareale, 
Valentina Tuninetti @valedoc87, Francesco Perrone @fperrone62 and Massimo Di 
Maio @MassimoDiMaio75

Contributors  LM, FT and FP: conceptualisation, methodology, investigation, writing 
(original draft), visualisation; EG, PL, AM, MLR, GA, MA, MB, AC, RDL, TG, PG, CP, 
AR, VT and FT: investigation, writing (review and editing); MDM: conceptualisation, 
methodology, investigation, writing (original draft), visualisation, supervision. As 
guarantor, MDM accepts full responsibility for the work, had access to the data and 
controlled the decision to publish.

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  LM reports research grant from AstraZeneca and travel 
expenses from Janssen; MLR reports honoraria from Eli Lilly, AstraZeneca, Janssen; 
FP reports honoraria from Bayer, Pierre Fabre, AstraZeneca, Incyte, Ipsen, Clovis, 
Astellas, Sanofi, institutional funding for work in clinical trials/contracted research 
from Roche, Bayer, AstraZeneca, Pfizer, Incyte, Tesaro/GlaxoSmithKline and 
Merck; MDM reports honoraria from AstraZeneca, Boehringer Ingelheim, Janssen, 
Merck Sharp & Dohme (MSD), Novartis, Pfizer, Roche, Takeda for consultancy 
or participation to advisory boards and direct research funding from Tesaro/
GlaxoSmithKline, 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.

Provenance and peer review  Not commissioned; externally peer reviewed.

Data availability statement  Data are available on reasonable request.

Supplemental material  This content has been supplied by the author(s). It has 
not been vetted by BMJ Publishing Group Limited (BMJ) and may not have been 
peer-reviewed. Any opinions or recommendations discussed are solely those 
of the author(s) and are not endorsed by BMJ. BMJ disclaims all liability and 
responsibility arising from any reliance placed on the content. Where the content 
includes any translated material, BMJ does not warrant the accuracy and reliability 
of the translations (including but not limited to local regulations, clinical guidelines, 
terminology, drug names and drug dosages), and is not responsible for any error 
and/or omissions arising from translation and adaptation or otherwise.

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 iDs
Laura Marandino http://orcid.org/0000-0001-7120-2505
Maria Lucia Reale http://orcid.org/0000-0001-9210-5149
Raimondo Di Liello http://orcid.org/0000-0003-4511-7969
Chiara Paratore http://orcid.org/0000-0001-5258-8537
Valentina Tuninetti http://orcid.org/0000-0002-7377-0888
Francesco Perrone http://orcid.org/0000-0002-9738-0526
Massimo Di Maio http://orcid.org/0000-0001-8906-3785

REFERENCES
	 1	 Basch E, Geoghegan C, Coons SJ, et al. Patient-Reported outcomes 

in cancer drug development and US regulatory review: perspectives 
from industry, the food and drug administration, and the patient. 
JAMA Oncol 2015;1:375–9. 

	 2	 Di Maio M. Quality of life: an important element of treatment value. 
Lancet Oncol 2017;18:1557–8. 

	 3	 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. 

	 4	 Di Maio M, Basch E, Bryce J, et al. Patient-Reported outcomes in the 
evaluation of toxicity of anticancer treatments. Nat Rev Clin Oncol 
2016;13:319–25. 

	 5	 Gyawali B, Hwang TJ, Vokinger KN, et al. Patient-Centered cancer 
drug development: clinical trials, regulatory approval, and value 
assessment. American Society of Clinical Oncology Educational 
Book 2019:374–87. 

 on A
pril 19, 2024 by guest. P

rotected by copyright.
http://bm

joncology.bm
j.com

/
bm

jonc: first published as 10.1136/bm
jonc-2022-000021 on 2 M

arch 2023. D
ow

nloaded from
 

https://twitter.com/LauraMarandino
https://twitter.com/marialuciareale
https://twitter.com/valedoc87
https://twitter.com/fperrone62
https://twitter.com/MassimoDiMaio75
http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0001-7120-2505
http://orcid.org/0000-0001-9210-5149
http://orcid.org/0000-0003-4511-7969
http://orcid.org/0000-0001-5258-8537
http://orcid.org/0000-0002-7377-0888
http://orcid.org/0000-0002-9738-0526
http://orcid.org/0000-0001-8906-3785
http://dx.doi.org/10.1001/jamaoncol.2015.0530
http://dx.doi.org/10.1016/S1470-2045(17)30697-6
http://dx.doi.org/10.1016/S1470-2045(18)30097-4
http://dx.doi.org/10.1038/nrclinonc.2015.222
http://dx.doi.org/10.1200/EDBK_242229
http://dx.doi.org/10.1200/EDBK_242229
http://bmjoncology.bmj.com/


9Marandino L, et al. BMJ Oncology 2023;2:e000021. doi:10.1136/bmjonc-2022-000021

Original researchOpen access

	 6	 Silvestri G, Pritchard R, Welch HG. Preferences for chemotherapy in 
patients with advanced non-small cell lung cancer: descriptive study 
based on scripted interviews. BMJ 1998;317:771–5. 

	 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. 

	 8	 U.S. Department of Health and Human Services, Food and Drug 
Administration. Core patient-reported outcomes in cancer clinical 
trials. draft guidance for industry. 2021. Available: https://www.fda.​
gov/regulatory-information/search-fda-guidance-documents/core-​
patient-reported-outcomes-cancer-clinical-trials [Accessed 11 Oct 
2022].

	 9	 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 11 
Oct 2022].

	10	 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;34:2925–34. 

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

	12	 Gyawali B, de Vries EGE, Dafni U, et al. Biases in study design, 
implementation, and data analysis that distort the appraisal of clinical 
benefit and ESMO-magnitude of clinical benefit scale (ESMO-MCBS) 
scoring. ESMO Open 2021;6:100117. 

	13	 Di Maio M, Perrone F. Lessons from clinical trials on quality-of-life 
assessment in ovarian cancer trials. Ann Oncol 2016;27:961–2. 

	14	 Kyte D, Retzer A, Ahmed K, et al. Systematic evaluation of patient-
reported outcome protocol content and reporting in cancer trials. J 
Natl Cancer Inst 2019;111:1170–8. 

	15	 Servetto A, Salomone F, Di Costanzo F, et al. Inadequate health-
related quality of life assessment and reporting in phase III clinical 
trials of immune checkpoint inhibitors in solid cancers: a systematic 
review. Crit Rev Oncol Hematol 2022;172:103649. 

	16	 Efficace F, Cella D, Aaronson NK, et al. Impact of blinding 
on patient-reported outcome differences between treatment 
arms in cancer randomized controlled trials. J Natl Cancer Inst 
2022;114:471–4. 

 on A
pril 19, 2024 by guest. P

rotected by copyright.
http://bm

joncology.bm
j.com

/
bm

jonc: first published as 10.1136/bm
jonc-2022-000021 on 2 M

arch 2023. D
ow

nloaded from
 

http://dx.doi.org/10.1136/bmj.317.7161.771
http://dx.doi.org/10.1093/annonc/mdy449
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/core-patient-reported-outcomes-cancer-clinical-trials
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/core-patient-reported-outcomes-cancer-clinical-trials
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/core-patient-reported-outcomes-cancer-clinical-trials
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/10.1200/JCO.2016.68.2518
http://dx.doi.org/10.1093/annonc/mdx310
http://dx.doi.org/10.1016/j.esmoop.2021.100117
http://dx.doi.org/10.1093/annonc/mdw153
http://dx.doi.org/10.1093/jnci/djz038
http://dx.doi.org/10.1093/jnci/djz038
http://dx.doi.org/10.1016/j.critrevonc.2022.103649
http://dx.doi.org/10.1093/jnci/djab177
http://bmjoncology.bmj.com/

	Time trends in health-­related quality of life assessment and reporting within publications of oncology randomised phase III trials: a meta-­research study
	Abstract
	Introduction﻿﻿
	Methods
	Results
	Study characteristics
	Inclusion of QOL among study endpoints
	Presence of QOL results in the primary publication of trials including QOL among endpoints
	Presence of QOL data in the whole series of primary publications
	Qol secondary publications
	QoL reporting according to study results

	Discussion
	References


