
ORIGINAL RESEARCH
Real-world data in oncology: a questionnaire-based analysis of the academic
research landscape examining the policies and experiences of the cancer
cooperative groups
R. Saesen1,2*, D. Lacombe1y & I. Huys2y
1European Organisation for Research and Treatment of Cancer (EORTC), Brussels; 2Clinical Pharmacology and Pharmacotherapy Research Unit, Department of
Pharmaceutical and Pharmacological Sciences, KU Leuven, Leuven, Belgium
*Corresp
and Treatm
Belgium
E-mail: r

yThese a
2059-70

European S
CC BY-NC-

Volume 8
Available online 21 February 2023
Background: Real-world data (RWD) have quickly emerged as an important source of information to address
uncertainties about new treatments, including novel anticancer therapies. Many stakeholders are using such data
and the evidence derived therefrom to answer the questions that remain about the safety and effectiveness of
antitumor medicines after their approval by regulators. Our objective was to investigate the academic RWD study
landscape and explore to what extent RWD are being integrated into investigator-initiated clinical research.
Materials and methods: We designed an online survey that was distributed between May and August 2022 to
representatives of cancer cooperative groups active in Europe, North America, South America, Asia, and/or Oceania.
Results: In total, 125 cooperative groups operating in 58 different countries and conducting research across 13 distinct
cancer domains participated in the survey.While most of the responders (67.2%) did not have a formal policy in place to
gather and utilize RWD, a majority (68.0%) had carried out studies involving the analysis of such data before, both for
exploratory and confirmatory purposes. The groups that were experienced in capturing and interpreting RWD had
mainly worked with observational RWD that were not predominantly prospective or retrospective in nature and
which originated from disease registries, electronic health records, and patient questionnaires. They perceived the
low costs and the large scale of RWD research to be its most significant benefits, and viewed the accompanying
methodological and operational challenges as its biggest constraints. However, they did not have a common
understanding of what RWD were. Despite their experience with analyzing RWD, their research portfolio still
primarily comprised traditional clinical trials; 62.5% of the groups that had never undertaken any RWD studies were
nonetheless planning to initiate them in the future.
Conclusions: Cancer cooperative groups are already incorporating RWD studies into their research agendas, but still
lack knowledge and expertise in this regard, and do not agree on what RWD are. The conduct of conventional
clinical trials continues to be their priority.
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INTRODUCTION

Although no consensus exists on its most appropriate
definition, the term ‘real-world data’ (RWD) is commonly
understood to refer to health data that are collected
outside of conventional randomized controlled trials (RCTs),
usually as part of routine clinical practice.1 Such data can be
derived from various sources, including patient registries,
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electronic health records, administrative claims, pharmacy
records, wearable devices (e.g. smartwatches), and social
media.2,3 If subjected to well-chosen statistical analyses,
RWD can give rise to so-called real-world evidence (RWE),
which may be used to inform and support healthcare-
related decision making.4,5 Both observational (e.g. cohort
studies) and interventional (e.g. pragmatic trials) study de-
signs are capable of generating RWE, and RWD can be
prospective or retrospective in nature.3,6

Traditionally, RWD and RWE have played an important role
in the postmarketing surveillance of medicines,7-9 allowing
for the evaluation of long-term safety risks and the identifi-
cation of severe, infrequently occurring side-effects.10 Aside
from applications in the domain of pharmacovigilance, RWD
and RWE can also be used to investigate access to and quality
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of care (e.g. utilization of health services, concordance with
medical guidelines), patient and disease characteristics (e.g.
disease burden, biology, and progression), and therapeutic
outcomes (e.g. treatment performance in specific sub-
populations).11 However, their place in the assessment of the
comparative effectiveness of health technologies remains a
point of contention, owing to the biases that can be present in
the results of studies that do not standardly make use of
randomization to negate the impact of confounding factors.11

The methodological setup of RCTs renders them more suit-
able for comparing different therapies in a head-to-head
fashion, but such trials typically have major limitations (e.g.
their reliance on stringent eligibility criteria for recruiting
participants, reducing the external validity of their conclu-
sions), and their conduct may not be feasible in some
settings.12

In the field of oncology, the emergence of the precision
medicine model has been accompanied by changes in the
way pivotal studies are undertaken by pharmaceutical
companies. The industry has gradually stepped away from
the gold standard of large and rigorously designed RCTs, in
favor of a new paradigm centered around smaller and
nonrandomized trials that may not feature any comparator
arms at all.13 Regulatory mechanisms expediting the
approval of promising drugs such as the European Medi-
cines Agency’s conditional marketing authorization scheme
have likely contributed to this development by easing the
initial evidentiary burden imposed on applicants.14 Irre-
spective of the legal pathway they follow to get there, novel
antineoplastic agents now often enter the market without
having demonstrated to improve patients’ quality of life or
overall survival.15 Moreover, uncertainties frequently persist
with regard to their optimal dosing schedule and their
combination with existing interventions.16

While it has been suggested that RWD can be harnessed
to fill the gaps in the available evidence,17 some authors18

have rejected this notion, arguing that RCTs are needed to
formulate definitive answers to the questions with which
regulators and downstream decision makers such as payers,
doctors, and patients are faced. The inconsistent relation-
ship that is observed between the findings of RCTs and
those of confirmatory studies relying on the analysis of
RWD has highlighted the dangers of depending exclusively
on RWE to characterize the effects of antitumor treat-
ments.19 Nevertheless, when best practices are taken into
consideration (e.g. the target trial principle)20-23 and
population-based datasets are used,24 research involving
the collection and interpretation of RWD can offer valuable
insights into how well anticancer therapies work in a real-
life environment, producing learnings that complement
the ones drawn from RCTs.25,26 This implies that RWD
should be applied to corroborate or contextualize data
originating from RCTs, not serve as a substitute for them.27

RWD and RWE have rapidly become integral components
of the business strategies of most companies developing
medicinal products. The commercial sector continues to
invest a significant amount of resources into projects and
initiatives that aim to operationalize RWD and deliver
2 https://doi.org/10.1016/j.esmoop.2023.100878
robust RWE, with oncology standing out as a key area of
focus.28 Other stakeholders are also increasingly looking to
leverage the knowledge contained within the health data of
patients with cancer across Europe. For example, the Eu-
ropean Commission has made the expanded utilization of
RWD a core objective of Europe’s Beating Cancer Plan,29

building on its efforts to establish the European Health
Data Space.30 However, the extent to which such data are
being incorporated into investigator-initiated cancer clinical
research is currently still largely unclear. In this study, we set
out to survey the cooperative groups actively carrying out
this type of research and explore their policies and experi-
ences with respect to working with RWD. These academic-
led groups, which are composed of cancer clinicians
collaborating at a regional, national, or international level,
are responsible for conducting many practice-changing trials
that lacked industry support (e.g. studies of surgical or
radiotherapeutic procedures).31,32
MATERIALS AND METHODS

We used the SurveyMonkey platform to design an online
questionnaire consisting of a combination of multiple-
choice, Likert-type, and open-ended questions, some of
which were only shown if specific response options were
chosen (Supplementary Material, available at https://doi.
org/10.1016/j.esmoop.2023.100878). The survey was sub-
sequently disseminated to representatives (presidents, vice
presidents, chairs, vice chairs, secretaries, treasurers, chief
executive officers, etc.) of approximately 160 cancer coop-
erative groups operating in Europe, North America, South
America, Asia, and/or Oceania, which were selected based
on prior collaborations of the European Organisation for
Research and Treatment of Cancer (EORTC) as well as on
lists published by the European Society for Medical
Oncology (ESMO).33,34 The individuals contacted received
an invitation e-mail containing a link to the questionnaire.
They were requested to forward this e-mail to the person
within their group who they felt would be best suited to
contribute to the study. Responses were collected between
May and August 2022, with reminder messages being sent
out to nonresponders every 2 weeks. Information that
could directly identify respondents was not captured. The
Ethics Committee Research UZ/KU Leuven reviewed and
approved this study (identification number S65201).

The survey data were analyzed using Microsoft (Rich-
mond, VA) Excel (for descriptive analyses) and IBM (New
York, NY) SPSS Statistics 28.0 (for inferential analyses). All
statistical tests were conducted post hoc. The significance
threshold was set at 0.05. For Likert-type questions, the
measurement levels of the scales used were converted to
numbers (e.g. ‘very low significance’ is equivalent to 1, ‘low
significance’ to 2, ‘moderate significance’ to 3, ‘high signif-
icance’ to 4, and ‘very high significance’ to 5), which made it
possible to determine medians and their corresponding
interquartile ranges (IQRs; represented by their lower and
upper boundaries). To assess whether the participants held
different perceptions of the various items that they were
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asked to evaluate on a single scale (e.g. ‘operational chal-
lenges’ as the first item, ‘technical challenges’ as the second,
and ‘methodological challenges’ as the third), Friedman and
paired-samples Wilcoxon signed-rank tests were undertaken
on the numerically transformed data. One-sample Wilcoxon
signed-rank tests were also carried out to verify whether
the medians deviated significantly from the midpoint of the
scale. Answers to open-ended questions were subjected to
thematic analysis.35,36

RESULTS

In total, 125 cancer cooperative groups participated in our
survey, of which 91 (72.8%) were active in Europe (e.g. Eu-
ropean Lung Cancer Working Party [ELCWP], Fédération
Francophone de Cancérologie Digestive [FFCD], Gruppo
Oncologico Italiano di Ricerca Clinica [GOIRC], German Breast
Group [GBG], British Thoracic Oncology Group [BTOG]), 11
(8.8%) in Oceania (e.g. Australasian Gastro-Intestinal Trials
Group [AGITG], Australia New Zealand Gynaecological
Oncology Group [ANZGOG], Trans-Tasman Radiation
Oncology Group [TROG]), 8 (6.4%) in North America (e.g.
Eastern Cooperative Oncology Group - American College of
Radiology Imaging Network [ECOG-ACRIN], NSABP-RTOG-
GOG Oncology [NRG Oncology], Canadian Cancer Trials
Group [CCTG]), 7 (5.6%) in Asia (e.g. Korean Cancer Study
Group [KCSG], Japanese Gynecologic Oncology Group
[JGOG], Taiwan Cooperative Oncology Group [TCOG]), and 6
(4.8%) in South America (e.g. Latin American Cooperative
Oncology Group [LACOG], Grupo Argentino de Investigación
Clínica en Oncología [GAICO], Grupo Oncológico Cooperativo
Uruguayo [GOCUR]), with the remaining 2 (1.6%) operating
on an intercontinental level (International Extranodal
Lymphoma Study Group [IELSG] and European Thoracic
Oncology Platform - International Breast Cancer Study Group
[ETOP-IBCSG]; the full list of responders is provided in
Supplementary Material, available at https://doi.org/10.
1016/j.esmoop.2023.100878). Nearly all of the responding
groups (123/125, 98.4%) completed the questionnaire fully.
The response rate was 78.6% (125/159).
Demographic characteristics of the survey sample

The participating groups carried out research across 13
distinct oncological domains, with breast cancers (44/125,
35.2%), gynecological cancers (40/125, 32.0%), and gastro-
intestinal cancers (39/125, 31.2%) being the three most
common (Figure 1A). The studies they carried out mainly
examined pharmacological anticancer treatments, such as
chemotherapeutic drugs (117/125, 93.6%), immunothera-
peutic agents (113/125, 90.4%), and targeted therapies
(110/125, 88.0%). Nevertheless, the groups typically also
investigated surgical (91/125, 72.8%) and radiotherapeutic
(98/125, 78.4%) interventions (Figure 1B). Their geograph-
ical scope spanned 6 continents and 58 countries
(Figure 1C), the five biggest hubs of activity being the
United Kingdom (25/125, 20.0%), Italy (25/125, 20.0%),
Germany (23/125, 18.4%), France (22/125, 17.6%), and
Australia (19/125, 15.2%). The survey sample consisted of
Volume 8 - Issue 2 - 2023
smaller (i.e. comprising fewer than 50 institutions or hos-
pitals; 60/125, 48.0%) and larger (i.e. comprising more than
50 institutions or hospitals; 65/125, 52.0%) groups to a
similar extent (Figure 1D).
Policies and experiences with regard to RWD

Approximately two-thirds of the groups (84/125, 67.2%)
responding to the questionnaire indicated that they did not
have a formal policy in place to collect and use RWD. Of the
groups that claimed to standardly gather and utilize such
data (41/125, 32.8%), some asserted in an open-ended
follow-up question that they were running their own plat-
forms and infrastructures, while others explained that they
were dependent on external sources of RWD, such as the
national cancer registries of the countries in which they
were undertaking research projects.

Although the systematic collection and utilization of RWD
were rare, a significant majority of the groups (85/125,
68.0%) had experience working with this kind of data
(Figure 2A). These experienced groups provided multiple
examples of RWD studies that they had launched, some of
which are listed in Table 1. For their research activities, they
primarily relied on data derived from disease registries
(64/85, 75.3%), electronic health records (58/85, 68.2%),
and patient questionnaires (57/85, 67.1%). Product regis-
tries (16/85, 18.8%), administrative claims (12/85, 14.1%),
and wearable devices (13/85, 15.3%) were RWD sources
they used less frequently (Figure 2B). The RWD they
analyzed were not predominantly retrospective or pro-
spective in nature, with more than half of the groups (49/
85, 57.6%) using both types of RWD similarly often.

However, for 52.9% of the responders experienced in
RWD research (45/85), the analysis of interventional RWD
was more uncommon than that of observational RWD. In
addition, although more than three-quarters of the groups
in this subset of the sample (65/85, 76.5%) asserted that
they had conducted prospective cohort studies before, only
about quarter (20/85, 23.5%) could say the same for cohort
multiple RCTs (cmRCTs; i.e. studies designed according to
the trials-within-cohorts approach) and a little over a third
(31/85, 36.5%) for pragmatic clinical trials (PCTs), illustrating
their inexperience with such interventional methodologies
that are capable of generating RWE (Figure 2C). Overall,
conventional RCTs still remained these groups’ bread and
butter: 65.9% (56/85) signaled that RWD studies made up
either a smaller (34/85, 40.0%) or a much smaller (22/85,
25.9%) proportion of the research they carried out than
traditional clinical trials (Figure 2D).

Most groups that had never worked with RWD before
(25/40, 62.5%) were nonetheless planning to set up studies
involving the capture and interpretation of such data in the
future, though they generally did not appear to have any
specific protocols in development at the time of answering
the survey questions. The few groups whose plans to inte-
grate RWD into their research agendas seemed to be at a
more advanced stage were mainly preparing to build their
own comprehensive databases and registries.
https://doi.org/10.1016/j.esmoop.2023.100878 3
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Table 1. Examples of real-world data (RWD) studies. Selected examples cited by the participating cooperative groups of RWD studies that they had initiated

Cooperative group Name of study Primary objective Country Design Reference

AGITG RESOLUTE To assess the clinical benefit of local ablative therapy
following initial standard first-line systemic treatment
compared with continued standard first-line systemic
treatment in patients with unresectable oligometastatic
colorectal cancer

Australia Registry-based trial 47

ARCAGY-GINECO ENCOURAGE To assess the safety profile of first-line bevacizumab
therapy for ovarian cancer

France Prospective cohort study 48

ISG TrObs To evaluate the treatment outcomes of patients with
advanced soft tissue sarcomas receiving trabectedin

Italy Retrospective cohort study 49

KGOG KGOG 3052 To compare survival outcomes between bevacizumab and
olaparib maintenance therapy for BRCA-mutated,
platinum-sensitive relapsed high-grade serous ovarian
carcinoma

South Korea Retrospective cohort study 50

LACOG LACOG 0319 To evaluate the quality of life of patients with recurrent or
metastatic squamous cell carcinoma of the head and neck
receiving nivolumab

Brazil Prospective cohort study 51

AGITG, Australasian Gastro-Intestinal Trials Group; ARCAGY-GINECO, Association de Recherche sur les Cancers dont Gynécologiques - Groupe d’Investigateurs Nationaux pour
l’Étude des Cancers Ovariens et du sein; ISG, Italian Sarcoma Group; KGOG, Korean Gynecologic Oncology Group; LACOG, Latin American Cooperative Oncology Group.
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Understanding, opportunities, challenges, and applications
of RWD

The responders that had undertaken RWD studies prior to
their completion of the questionnaire (n ¼ 85) were pre-
sented with an additional set of questions to further explore
how they perceived and applied RWD. Moreover, they were
requested to expand on the benefits and drawbacks of
incorporating such data into their research. However, one
group did not start this section of the survey and another
stopped responding halfway through, so the total number
of responders for each question was either 84 or 83.

When the groups were asked to identify which of the
categories of definitions for RWD described by Makady
et al.1 matched the closest with how this term was un-
derstood and used within their group, they mostly (44/84,
52.4%) thought that ‘data collected in a noninterventional/
noncontrolled setting’ was the best description (Figure 3).
Nevertheless, a sizable minority (35/84, 41.7%) selected
‘data collected in a nonexperimental setting’ (20/84, 23.8%)
20 (23.8%)

44 (52.4%)

15 (17.9%)

5
(6.0%)

Data collected in 
(i.e. health data c

Data collected in 
(i.e. health data c

Data collected in 
(i.e. health data c

None of the abov

Figure 3. Understanding of real-world data (RWD). Participating groups’ understand
data shown were obtained from a subset of the responders that had worked with
rounding.
RCT, randomized controlled trial.
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or ‘data collected in a non-RCT setting’ (15/84, 17.9%)
instead. The responders that felt none of these categories
described RWD adequately (5/84, 6.0%) defined these data
more narrowly, specifying that they had to be prospective
or population based, for example.

With respect to the advantages associated with the
conduct of RWD research, the groups assessed the signifi-
cance of three of such supposed advantages extracted from
the literature37 on a 5-point scale ranging from ‘very low’
(numerically equivalent to 1) to ‘very high’ (numerically
equivalent to 5) based on their own experience of working
with RWD. It was observed that they regarded some ben-
efits as more significant than others (P ¼ 0.002; Figure 4A),
ranking ‘benefits in terms of scale’ (modal and median score
of 4 and IQR of 3-4) higher (P < 0.001) than ‘benefits in
terms of speed’ (modal and median score of 3 and IQR of
3-4), but at the same level (P ¼ 0.089) as ‘benefits in terms
of costs’ (modal and median score of 4 and IQR of 3-4).
Nevertheless, each of these advantages received a median
a nonexperimental setting
ollected without prior intent of being used for research purposes)

a noninterventional/noncontrolled setting
ollected without influencing the conditions under which they are generated)

a non-RCT setting
ollected outside of RCTs)

e

ing of RWD, categorized based on the classification system of Makady et al.1 The
RWD before. The percentages displayed do not add up to exactly 100% due to
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groups corresponding with each percentage.
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score that deviated from the midpoint of the scale (P <
0.001 for all three), indicating that their significance was
considered to be relatively high. Additional benefits of RWD
that were mentioned by some of the responders centered
around the use of such data to (i) characterize the tumor
type and the patient population of interest, (ii) formulate
hypotheses for future RCTs, (iii) confirm and/or enhance the
results of clinical trials (e.g. extension of findings to
excluded subpopulations, contextualization of outcomes
through inclusion of external control arms), and (iv) gain
insight into potential treatment strategies for rare cancers.

Concerning the hurdles that can complicate the collection
and analysis of RWD, the groups again evaluated the sig-
nificance of three of these purported hurdles reported in
the literature7 on the aforementioned 5-point scale, guided
by their previous experiences with carrying out RWD
studies. Here as well, it was shown that they viewed some
hurdles as more difficult to overcome than others (P ¼
0.028; Figure 4B), scoring ‘operational challenges’ (i.e.
challenges relating to data access, data protection, data
sharing, etc.; modal and median score of 4 and IQR of 3-4)
and ‘methodological challenges’ (i.e. challenges relating to
missing data, selection biases, confounding factors, statis-
tical analyses, etc.; modal and median score of 4 and IQR of
3-4) higher (P ¼ 0.034 and 0.006, respectively) than ‘tech-
nical challenges’ (i.e. challenges relating to data formatting,
data validation, data linkage, etc.; modal and median score
Volume 8 - Issue 2 - 2023
of 3 and IQR of 3-4). The median scores awarded
nonetheless differed from the scale’s midpoint
(P < 0.001 for ‘operational challenges’ and ‘methodological
challenges’, P ¼ 0.006 for ‘technical challenges’), signifying
that all three of the hurdles were judged to be of consid-
erable importance. Other barriers to RWD research brought
up by the responders related to (i) the insufficient knowl-
edge and expertise they had built up so far in this area, (ii)
the lack of funding available to set up and maintain the
necessary platforms and infrastructures, (iii) the limited
interest on the part of investigators to participate in such
research, and (iv) the quality of the data, which was
deemed to be low due to the inaccurate or incomplete
recording of information.

The groups had mainly initiated RWD studies with the
intent of addressing questions pertaining to the (compara-
tive) effectiveness of anticancer therapies (55/83, 66.3%),
their safety (47/83, 56.6%), and their optimal target popu-
lation of patients (47/83, 56.6%). Questions focusing on their
optimal dose and dosing regimen (30/83, 36.1%), their costs
and economic impact (33/83, 39.8%), and their combination
with other interventions (33/83, 39.8%) were less commonly
tackled using RWD. A majority of the responders (42/83,
50.6%) claimed to have carried out exploratory (i.e. hypoth-
esis-generating) and confirmatory (i.e. hypothesis-testing)
RWD research to a similar extent. Of the groups that asserted
to have undertaken either type of research more often than
https://doi.org/10.1016/j.esmoop.2023.100878 7
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the other (41/83, 49.4%), most (25/41, 61.0%) had carried
out a greater number of exploratory RWD studies.
DISCUSSION

To our knowledge, this study is the first to explore the
policies and experiences of cancer cooperative groups with
respect to the capture and interpretation of RWD, thereby
shedding light on the academic RWD research landscape in
oncology. As the results indicate, the groups responding to
our large, international survey had generally worked with
RWD before, but did not standardly collect and use such
data. The RWD studies they had carried out had mostly
relied on the analysis of observational data sourced from
disease registries, electronic health records, or patient
questionnaires. The responders saw the large scale and the
low costs of RWD research as its main benefits, and
perceived the associated methodological and operational
hurdles to be its most significant challenges. Nevertheless,
despite being experienced in setting up RWD studies, the
conduct of traditional clinical trials remained their core
business.

We have previously investigated how European and Is-
raeli cancer clinicians perceive RWD and RWE by surveying
members of the EORTC network.38 Although this past sur-
vey and the present one were not designed with the same
objectives in mind, some of their findings align closely with
each other. For example, the participants that filled in our
earlier questionnaire viewed the methodological complex-
ities of RWD research as more challenging to address than
its technical difficulties, a sentiment that the cooperative
groups seemed to confirm based on their prior involvement
in RWD studies. Moreover, the responders to the two sur-
veys had similar levels of experience working with RWD and
broadly agreed on the questions that can be answered
using such data, which they most frequently believed could
best be defined as data collected in a noninterventional/
noncontrolled setting. However, while the individual clini-
cians thought that the methodological challenges of RWD
research were bigger than the operational ones, the rep-
resentatives of the cooperative groups were of the opinion
that both were equally difficult to surmount. Furthermore,
contrary to what the clinicians expressed about the cir-
cumstances under which they considered the use of RWD to
be highly appropriate, the RWD studies that had been un-
dertaken by the groups did not typically tackle questions
relating to the economic impact of antitumor treatments,
instead focusing on resolving uncertainties with regard to
these treatments’ (comparative) effectiveness (it should be
mentioned here that comparative effectiveness research
also informs health economic analyses).

After conducting interviews with experts in the field and
reviewing the available scientific and gray literature on the
topic of RWD, Makady et al.1 concluded that data of this
kind are most commonly described or interpreted as having
originated outside of RCTs. In the current study, responders
preferred to characterize RWD as data gathered without
influencing the conditions under which they are generated,
8 https://doi.org/10.1016/j.esmoop.2023.100878
just like in our previous survey.38 This discrepancy between
different stakeholders’ understanding of RWD again dem-
onstrates the need for formulating a standardized and
internationally accepted definition for this concept. Estab-
lishing such a uniform definition would likely stimulate and
facilitate discussion and collaboration in the area of RWD
research. The International Coalition of Medicines Regula-
tory Authorities has recently identified the harmonization of
existing RWD and RWE terminologies as a key opportunity
for cooperation between regulators around the world.39

A majority of the groups taking part in this survey had
never carried out any PCTs or cmRCTs, and those that had
experience working with RWD had mainly analyzed obser-
vational RWD. These results illustrate that the role of
academia in interventional RWD research can still be
expanded. As sources of robust and actionable RWE, PCTs
and cmRCTs can help bridge some of the evidence gaps that
remain after anticancer therapies have entered the
market.40,41 In addition, by employing randomization and
capturing data in a prospective manner, studies of this na-
ture allow for the methodological and operational con-
straints of RWD research to be largely overcome, thereby
alleviating the most important difficulties that the re-
sponders encountered with respect to such research (please
note that PCTs can also be nonrandomized or single-arm
studies; if the allocation of the PCT’s intervention is not
random or if there is no comparator group present in the
trial, the methodological challenges of RWD research persist
because the risk of drawing biased conclusions from the
data increases). Nevertheless, the commercial sector has
shown little interest in undertaking PCTs or cmRCTs.42,43

Academic researchers in general are uniquely positioned
to set up studies for which industry support is lacking, and
cooperative groups in particular already have the network
and the infrastructure in place to run large-scale clinical
trials. However, it will take time for these groups to grow
more accustomed to carrying out PCTs and cmRCTs. The
EORTC is currently exploring the possibility of launching
studies of this type in the near future.

Our findings suggest that cancer cooperative groups are
less inclined to use RWD for the purpose of answering
questions relating to an antineoplastic medicine’s (i)
optimal dose and dosing regimen, (ii) costs and economic
impact, and (iii) combination with other interventions. This
could reflect these groups’ overarching research priorities,
which do not ordinarily include carrying out health eco-
nomic analyses, for instance. It could also signify that the
survey responders preferred to address such questions
through the execution of traditional clinical trials. In any
case, to definitively resolve some uncertainties, RCT-derived
data are likely required,16,44-46 which again underscores the
importance of increasing the number of academia-
sponsored PCTs and cmRCTs in oncology.

This study suffers from a number of limitations. First, we
used convenience sampling, so we did not try to recruit
every single cancer cooperative group active in Europe,
North America, South America, Asia, and/or Oceania.
Consequently, our sample may not have been fully
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representative of all cooperative groups carrying out clinical
studies with the aim of investigating oncological treat-
ments, and our observations are not necessarily broadly
generalizable in this respect. Nevertheless, by using the
network of the EORTC and relying on lists published by
ESMO, we likely covered the vast majority of the groups
that have undertaken practice-changing research over the
years. Second, the individuals who completed the ques-
tionnaire may not have been sufficiently knowledgeable of
their group’s policies and experiences regarding the collec-
tion and analysis of RWD. While the invitation e-mail
encouraged the recipients to forward the survey link to
someone who was closely familiar with their group’s his-
torical study portfolio, there was no way of verifying
whether the responders were able to answer some of the
questions accurately. Third, although we provided defini-
tions or descriptions for most of the specialized terms that
were mentioned in the questionnaire, it is possible that
these were not consulted, because the participants had to
actively click on an embedded link to view them. This could
imply that they misunderstood or misinterpreted what was
meant by these terms, responding incorrectly to certain
questions as a result. Lastly, our study was potentially
affected by nonresponse bias, given the fact that >20% of
the groups targeted did not participate. It is likely that
nonresponders decided not to take part in the survey
because they had little experience with RWD research, so
the conduct of such research may not be as pervasive
among cancer cooperative groups as observed in this study.
Conclusions

While the cancer cooperative groups participating in this
survey did not have any formal policies in place to collect
and analyze RWD, they nonetheless had worked with such
data before. More specifically, they had conducted RWD
studies for hypothesis-generating and hypothesis-testing
purposes to a similar extent, mostly using observational
data that had been derived from disease registries, elec-
tronic health records, or patient questionnaires, and which
were not predominantly prospective or retrospective in
nature. Only a minority of the responders had ever un-
dertaken PCTs or cmRCTs. The groups that were experienced
in RWD research viewed the large scale and the low costs of
such research as its main benefits, and perceived the
associated methodological and operational challenges to be
its most important constraints. However, they were not in
agreement on what the most appropriate definition for
RWD was, and their understanding of this term may
therefore differ. Despite their often extensive experience
with RWD studies, they continued to prioritize the conduct
of traditional clinical trials. Of the responders that had
never carried out any research involving the collection and
interpretation of RWD, a majority were planning to set up
studies relying on the analysis of such data in the future.
These findings demonstrate that the academic sector is
already contributing to the generation of RWE in the field of
oncology, but they also show that major barriers remain,
Volume 8 - Issue 2 - 2023
including the cooperative groups’ limited knowledge and
expertise in this regard, and that there is a need for
harmonizing existing RWD and RWE terminologies to avoid
confusion. Moreover, the results highlight that there is still
room for expanding the role of academia in interventional
RWD research.
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