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Abstract
Introduction

Improvements in diagnosis and treatment of cancer have improved patient survival to above 50% in many
developed countries, and the best results now approach 60% long term survival (1). However, there remains
tremendous variation globally and across Europe and it has been estimated that our failure to implement best
practice results in 50,000 — 100,000 avoidable deaths every year in Europe (2). We have estimated that using
best practice could improve overall survival in Europe to 60% and that maintaining the momentum in existing
cancer research programmes could further improve that towards 70% by 2035 (1). Research and Innovation
will have to be central to that effort. Clinical cancer research is conducted primarily to provide evidence to set
optimal therapeutic strategies and improvements in healthcare delivery, leading to better outcomes and
improved quality of life for patients. Research-informed interventions can be effective across the cancer
control continuum (3 — 6). Randomised Controlled Trials (RCT), however, may be conducted in highly
selected patient populations and have limited generalisability. This paper focusses on how modern health
informatics can help us evaluate the ways in which RCT and other well-designed clinical/translational research

studies can maximise health benefits for patients.

We explore the implications of this for healthcare and research policy. Our objective is to evaluate the
evidence, especially that derived from the very large datasets which can be studied using modern informatics,
and to show in a model how the several different ways in which clinical research can improve patient

outcomes.

The ways by which research improves health outcomes are known to be complex. Research participation
itself may improve the performance of hospitals (4, 5) and the uptake of new evidence-based practice may be
faster in research-active hospitals (6). We have chosen to focus particularly on recent large studies from the
Southwest Oncology Group (SWOG) on the impact of positive RCTs on cancer patient survival in the USA (3),
the National Institute for Health Research (NIHR) Cancer Research Network in England (NCRN) on the impact
of research participation on hospital patient survival in England (4, 5) and the European Organisation for
Research and Treatment of Cancer (EORTC) on the uptake of new research evidence (6). Each study is
based on the analysis and linkage of large healthcare and research datasets (in two cases over 200,000
patients), covering whole countries using modern health informatic approaches and data linkage. We present
a review of the effect of clinical research participation on hospital outcomes and synthesise the findings into a

model of the impact of research outcomes.

It has been claimed that patients who participate in clinical trials have better outcomes than patients in the
same institutions who are not in trials. Some early studies appeared to support this view but trial participants

are a selected group. Systematic reviews do not support this assertion (7). A different and more pertinent
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guestion is to ask whether a clinical team or hospital which is research-active delivers better outcomes for all
the patients treated by that hospital or multidisciplinary team, when compared to the outcomes for a research-
inactive hospital or team. Research participation might stimulate teams to consider new evidence, introduce
new improved cancer treatments and equipment, and improve the quality assurance of treatments and
investigations. If such improvements are stimulated by research activity, they should improve decision making
and have an impact on all patients treated with the disease, or even a wider group of patients with other
conditions. The association between research activity and healthcare performance has recently been
evaluated in systematic reviews which support the positive influence of research activity on the processes of

care delivery (8, 9).

Only a few seminal studies have investigated whether a hospital's research activity is associated with
improved survival for all of their patients with the disease studied in their clinical trials (10 — 14). Karjalainen et
al (10) studied Finnish counties which were active in clinical trials in multiple myeloma and showed substantial
improvements in survival in those which became research-active compared to those counties that did not.
Collette et al (11) showed that hospitals which recruited more than five patients into an EORTC trial on the
treatment of testicular cancer had better survival of trial patients than those with less recruitment. Majumdar et
al (12) showed better outcomes for patients with coronary artery disease treated at hospitals that participate in
clinical trials for patients with coronary artery disease. Rochon and du Bois (13, 14) evaluated the impact of
clinical research in epithelial ovarian cancer upon patients’ outcome in German hospitals during a hospital
audit, showing positive benefits in the research-active hospitals and inferred a causal link (13 — 15). Ozdemir
et al (16) studied trial recruitment and hospital mortality data. All of these studies highlight positive
associations between research participation and patient survival but studies to date are too small in size and
number to be conclusive. However, modern information technology now allows us to examine the impact of

research in greater detail and much larger numbers.

The impact of positive clinical trials on long term patient outcomes: SWOG studies (3)

SWOG was established in 1956 as a cooperative clinical research group in the USA providing leadership and
infrastructure for a portfolio of clinical trials. During its 60" anniversary, SWOG indicated that it comprised
approximately 12,000 members from cancer clinics and centres at more than 650 institutions, with more than
200,000 patients enrolled to SWOG clinical trials.

Treatment trials during SWOG's 60-year history for which the new, experimental therapy provided a
statistically significant improvement in overall survival (p<0.05) were evaluated (3). It was assumed that the
new, proven treatments from these trials established new standards for cancer care in the treatment
community. They estimated population life-years gained from 23 positive treatment trials through 2015 by

mapping the effect of the new treatments onto the US cancer population (Figure 1).
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Cumulative life-years gained through 2015 by SWOG studies
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The cumulative life years gained through the implementation of positive RCTs is plotted for
each trial through to 2015. The colour coded areas represent cumulative life-years for each
of the 23 studies evaluated. For each colour the cumulative life years saved are plotted
1970 — 2015. The impact of each individual study is added with a new coloured segment so
that the total cumulative, additive impact of all 23 studies combined is shown with the
contribution of each study shown by a separate colour. Four studies are shown to contribute
two thirds of the life years saved. This was done using an area under the Kaplan-Meier
survival curve approach that combined trial-specific hazard function and hazard ratio results,
along with Surveillance, Epidemiology, and End Results programme and life table data. All
calculations were age adjusted. The US dollar return on investment was estimated as the
ratio of the total investment by the National Cancer Institute (NCI) in the treatment trial
programme, divided by the estimate of life-years gained. (3) Reproduced with permission.

In total, 12,361 patients were enrolled to the 23 positive trials from 1965 to 2012. The study estimated that
3.34 million (95% confidence limit, 2.39-4.15 million) life-years were gained from these 23 trials through 2015
by the implementation of the results across the whole population. Estimates were greater than 2 million life-
years gained under most model simulations. The US dollar return on investment was $125 per life-year
gained. Figure 1 shows the impact of each positive trial. Although it is possible that in some cases the uptake
of the new evidence may have been slower and less complete than had been modelled, these data still

represent an impressive return on investment in lives saved for the dollars spent.

The impact of research participation on patient outcomes: NCRN studies

In 2001, the National Institute for Health Research Cancer Research Network (NCRN) was established to
provide the English NHS with the clinical infrastructure required to improve the recruitment, speed, quality and
integration of clinical cancer research in all parts of the NHS. An important goal of the NCRN was to involve

all types of hospital in clinical cancer research. Studies within the NCRN portfolio were offered for
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participation across the Networks through the clinical trials units and network managers. Recruitment centres
were not selected by chief investigators alone. This approach converted much of the NHS to engage in
research-intensive activity. It increased the number of clinical studies in the national portfolio, the number of
patients recruited was increased four-fold and there were significant increases in the number of staff involved
in research (4, 17). Over the same period, the National Cancer Data Repository (now the National Cancer
Registration and Analysis Service) (18) collated and combined existing datasets (such as cancer registrations
and hospital admissions) to create comprehensive individual-patient records of cancer diagnoses,
demographics, treatments and mortality (18). Linking cancer registry data, hospital episode data and clinical
trials datasets became possible under rigorous conditions of confidentiality. The NCRN studies of colorectal
cancer (CRC) (b) showed, in a multivariable casemix adjusted analysis of over 200,000 patients, that there
was a strong association between research participation and patient survival, with a temporal change which
may infer a causal relationship. Hospitals became research-active in CRC intervention studies before they
then showed evidence of improved survival for CRC patients. This supported the conclusions of the earlier

studies (5, Figure 2).

Fiqure 2

Multivariable analysis of intervention trials research activity and five-year overall survival
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The studies described in reference 5 involved over 200,000 patients and evaluated the association
between the percentage participation in NCRN colorectal portfolio interventional clinical trials in
England in each year and five year survival in the National Cancer Data Repository for each hospital
for each year. A strong association was shown which followed a pattern over time which inferred a
causal relationship. The statistical significance increased with the percentage participation and
peaked at 16%. Sustained participation was linked with improved survival. In the figure, the hazard
ratio of survival at five years is shown for the number of years (out of a maximum of 8) with
sustained recruitment (over 16%) into CRC studies, with the 95% Confidence Limits.

We have conducted a literature meta-analysis of studies which report the impact of research participation on
the survival of patients within research intensive hospitals, compared to those that were less research-active

(Figure 3). The collective data analysed in this manner give an effect size (hazard ratio) for high clinical
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research participation of 0.89 (95% CI 0.87-0.91). The meta-analysis suggests a consistent impact and
although we must infer causality with caution, both the mediation analysis in ovarian cancer (15) and the

temporal association in colorectal cancer (5) do provide some support for a causal inference.

Figure 3

Meta-analysis of studies assessing the impact of research activity on patient outcomes
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We have shown the data from du Bois et al (13), Majumdar et al (12) and the NCRN data (5).
The Majumdar data compared hospitals with no research activity to those with high activity and
found a very positive association between outcome and high research activity which was less,
but still positive, for lower levels of activity. The data in the NCRN study (5) used the high
participation definitions described in Figure 2 (>16% participation in interventional clincal studies
comparing 0 years above this 16% level with 1, 2, 3 and >4 years above this level respectively).
Highly significant positive associations were found for 3 or 4 years sustained above that level
(Figure 2, reference 5). Hazard ratios are shown for the du Bois and NCRN studies; odds ratio
for the Majumdar study. The box sizes reflect the sample size for each group, via the variance
of the hazard ratio/odds ratio estimates.

The impact of participation in trials on the uptake of innovation in hospitals: EORTC studies

The EORTC is Europe’s leading clinical cancer research organisation (www.eortc.org) conducting a broad

portfolio of RCTs including trials leading to registration of innovative compounds such as such as imatinib,
pazopanib, temozolomide as well as the new immunotherapy agent-pembrolizumab (19 — 24). Between 1964
and 2004, the Lymphoma Group of the European Organisation for Research and Treatment of Cancer
(EORTC) has conducted a series of phase Ill randomized clinical trials (RCTs), aiming to improve the efficacy
of treatment in Hodgkin's disease (HD), while minimising long-term treatment-related toxicities. These trials

have successfully improved the 10-year relative survival of patients, diagnosed with early stage HD between
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1964 and 2004, from 72% to 93% and with advanced staged HD from 63% to 78% (25). However, compared
to the high survival rate observed in the most recent clinical trials, the survival of the general patient population

in The Netherlands shown in Registry data seems to be lower.

The EORTC attempted to identify the reason for the apparently better survival in HD in the trials population
and its relationship to the uptake of new treatment practice in Dutch hospitals shown in the Registry data (6).
The apparent better survival for patients treated within the trials was due to their better prognostic casemix (6).
Older patients with more co-morbidity are commonly excluded from trials (26, 27). Figure 4 shows that there
was, however, an important impact of participation in the trials. Combined chemotherapy and radiotherapy for
early-moderate stage HD was found to be superior to either alone (6, 28). The use of the combined treatment
was greater in the hospitals that participated in the trials. In Figure 4, the proportion of patients receiving
combined therapy is higher in the trials active hospitals than outside at all timepoints. The authors emphasise
that HD is a rare cancer and the proportion of all patients entering trials in their participating hospitals, is high.

So caution is required before extending these findings to other cancers.

Figure 4
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Uptake of different treatments in patients with Hodgkin lymphoma treated inside and
outside of clinical trials. A study based on the EORTC-Netherlands Cancer Registry
linked data with 20 years of follow-up. (6) Reproduced with permission.

Clinical trials and patient satisfaction with care

It is apparent from systematic reviews (8, 9) and our overview that the literature on the impact of clinical
research on health outcomes is mainly evaluating healthcare processes and patient survival. Although
methods for patient reported measures of QoL have existed for 40 years (29, 30) and been widely used in
RCTs for 25 years (31), it is still difficult to show their benefits for cancer patients. Patient advocates have
argued strongly for a greater emphasis on QoL outcomes (32) and it was a key component of a recent
analysis of critical gaps in colorectal cancer research (33). The National Cancer Patient Experience Survey
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(NCPES) of 60,000 patients in the UK, showed clear association between research patrticipation and higher

levels of patient satisfaction with care (http://www.ncri.org.uk/wp-content/uploads/2015/09/Keeping-the-

Customer-Satisfied-1.pdf) (34). Regulators are adding pressure for increased use of patient reported

outcomes in research (35, 36).

Discussion

SWOG showed how implementation of new positive research evidence developed by leadership and
infrastructure through a cooperative group has proved to be a highly cost-effective initiative in cancer control
(3). The NCRN report (5) of data linkage between the trials portfolio and the outcomes of 209,000 patients
with CRC treated in England over almost a decade, together with our meta-analysis of published studies
(Figure 3), support the view that research participation can improve the performance of hospitals and
healthcare systems and improve patient survival. Indeed, the approximate effect size compares quite
reasonably with a successful clinical trial of a new effective treatment. The limitations of these studies are
principally in our inability to rule out residual confounding variables. Comparing results between hospitals is
challenging even with modern informatics and data linkage because of the many medical and non-medical
factors which can effect outcomes. However the evidence for a causal inference for the impact of research
participation on outcomes is mounting. Two lines of evidence support the causal explanation: a dose-
response (the greater the level of participation, the greater the improvement in survival), and the longer the

duration over which a hospital had sustained high participation rates, the greater the effect.

We present a model hypothesis that the research-active clinical team providing care for patients in hospitals
and other healthcare institutions is the central route by which outcomes can be improved by all of the
mechanisms characterised in Figure 5.


http://www.ncri.org.uk/wp-content/uploads/2015/09/Keeping-the-Customer-Satisfied-1.pdf
http://www.ncri.org.uk/wp-content/uploads/2015/09/Keeping-the-Customer-Satisfied-1.pdf

Figure 5

A model for the interrelated impacts of clinical research on healthcare outcomes
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In Figure 5, a series of different mechanisms link clinical research to improved outcomes. In this model,
previously available research evidence in the literature informs the generation of new clinical research
guestions (Al). Discovery and translational research will also inform the clinical research questions (A2).
Existing research results from the literature also form the basis of existing evidence-based practice and are
the basis of guidelines for best clinical practice and improving patient outcomes through this route (B, C). Best
practice should form the basis of the control arm in a portfolio of randomised controlled trials and other studies
(D). Being appropriately informed of such state-of-the-art practice, and through exposure to that practice
within the conduct of their clinical research, should improve the process of care undertaken by the clinical
team and ultimately improve patient outcomes (E). Discovery science and translational research informing the
clinical research portfolio leads to the development of innovations which are, in this model, tested in the
innovation arms of RCTs (F). When such trials are positive, as in examples in the SWOG portfolio, they
generate a new evidence base for best practice (G), which in itself will lead to improvement in patient
outcomes (H) both for those patients within the trial and for the much larger number of patients whose
treatment is improved through the process of the uptake of innovation (I, H). This may occur more rapidly in
research-active institutions as shown in the EORTC Hodgkin's Disease studies (I). As new evidence enters
the literature, it will steadily feed into guidelines and influence practice and continue to drive the innovative

research cycle.

What is less clear is which are the more important ways in which research improves outcomes? This seems
likely to depend on the context and the nature and quality of the health service which is hosting the studies.

For example, in a developing, economically disadvantaged healthcare system, setting up an RCT might
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introduce an effective healthcare intervention for the very first time (37). For example, trials evaluating
different methods of screening for cervical cancer, have been vehicles for introducing such screening into
developing healthcare systems (37). Screening can be beneficial and improve health outcomes. In order to
conduct trials of alternative technologies for screening in developing countries, the intervention has first to be
introduced in the country. Health benefits are therefore a consequence of the trial regardless of its final results
(37). Effective impacts will also depend on the pace of innovation. For example, as effective translational and
clinical research matures on innovations such as cancer immunotherapy, we may expect more positive trials,
with this new evidence leading to improved population outcomes. Different countries have diverse
approaches and variable pace in adopting innovations. Those which welcome innovation might be expected

to benefit from research results more rapidly.

Recent developments in clinical research have increasingly drawn on input from patients and patient
advocates (38). Initiatives to improve patient outcomes, such as the European Cancer Patient’s Bill of Rights

and the European Cancer Concord (www.europeancancerconcord.eu) (1), are equal partnerships between

patients and healthcare professionals which have at their core the need to effect change in a timely manner for
the benefit of patients. Research and Innovation are strongly supported by patients strategically and
operationally through their involvement in study design and study delivery (1, 36). Coproduction of strategic
initiatives and plans and the social and political support of patients is central to the delivery of successful

clinical research and its impact (39, 40).

Why does this complex examination of large datasets to evaluate the impact of clinical research matter? Why
should it matter to policymakers? It might be said that since clinical research provides the basis to advance
healthcare on a sound evidence base, then that is sufficient reason to conduct it. Indirect effects of
participation may be a bonus — but such collateral benefits are not needed to justify our work. We propose
that the collateral benefits of participation do have importance for patients, investigators, funders and
policymakers. It matters where the research is done and it is important that research should become a feature
of all topics and sectors of healthcare delivery. Collateral benefits seem to depend on a healthcare institution
itself being involved in research. This has implications for investment in infrastructure such as research
networks and research-practice partnership structures. This means that clinical research should be
“everyone’s business” which should improve the generalisability of clinical trials. Smaller trials (“efficient
designs”) may cut cost but they may also cut collateral benefits unless they are conducted across hospital
networks. We believe that advances in clinical research technology and informatics (41), including for
example the recent establishment of Health Data Research UK (42) may make it easier, and more affordable,
to conduct clinical research across whole healthcare systems and most importantly that patients may benefit
as a result. Thus, we recommend an increased focus on, and investment in, comprehensive infrastructure for
clinical cancer research, representing as it does a potentially cost effective approach for improving healthcare

outcomes.

11


http://www.europeancancerconcord.eu/

References

1) Lawler M, Banks M, Law K, Albreht T, Armand JP, Barbacid M, Barzach M, Bergh J, Cameron D, Conte P,
de Braud P, de Gramont A, F De Lorenzo, Diehl V, Diler S, Erdem S, Geissler J, Gore-Booth J, Henning G,
Hgjgaard L, Horgan D, Jassem J, Johnson P, Kaasa S, Kapitein P, Karjalainen S, Kelly J, Kienesberger A, La
Vecchia C, Lacombe D, Lindahl T, Lowenberg B, Luzzatto L, Malby R, Mastris K, Meunier F, Murphy M,
Naredi P, Nurse P, Oliver K, Pearce J, Pelouchov J, Piccart M, Pinedo B, Spurrier-Bernard G, Sullivan R,
Tabernero J, Van de Velde C, van Herk B, Vedsted P, Waldmann A, Weller D, Wilking N, Wilson R, Yared W,
Zielinski C, zur Hausen H, Le Chevalier T, Johnston P, Selby P. The European Cancer Patient’s Bill of Rights,
update and implementation 2016. ESMO Open Jan 2017, 1 (6).

2) La Vecchia C, Rota M, Malvezzi M, Negri E. Potential for improvement in cancer management: reducing
mortality in the European Union. Oncologist. 2015 May;20(5):495-8.

3) Unger JM, LeBlanc M, Blanke CD. The Effect of Positive SWOG Treatment Trials on Survival of Patients
With Cancer in the US Population. JAMA Oncol. 2017 Jun 5.

4) Selby P, Kaplan R, Cameron D, Cooper M, Seymour M. Clinical research networks and the benefits of
intensive healthcare systems. Clin Med 2012;12:446-52.

5) Downing A, Morris EJ, Corrigan N, Sebag-Montefiore D, Finan PJ, Thomas JD, Chapman M, Hamilton R,
Campbell H, Cameron D, Kaplan R, Parmar M, Stephens R, Seymour M, Gregory W, Selby P. High hospital
research participation and improved colorectal cancer survival outcomes: a population-based study. Gut.
2017 Jan;66(1):89-96.

6) Liu L, Giusti F, Schaapveld M, Aleman B, Lugtenburg P, Meijnders P, Hutchings M, Lemmens V, Bogaerts
J, Visser O. Survival differences between patients with Hodgkin lymphoma treated inside and outside clinical
trials. A study based on the EORTC-Netherlands Cancer Registry linked data with 20 years of follow-up. Br J
Haematol. 2017 Jan;176(1):65-75.

7) Vist G, Bryant D, Somerville L, Birminghem T, Oxman A. Outcomes of patients who participate in
randomized controlled trials compared to similar patients receiving similar interventions who do not participate.
Cochrane Database Syst Rev 2008:MR000009.

8) Boaz A, Hanney S, Jones T, Soper B. Does the engagement of clinicians and organisations in research
improve healthcare performance: a three-stage review. BMJ Open 2015;5:e009415.

9) Harding K, Lynch L, Porter J, Taylor N. Organisational benefits of a strong research culture in a health
service: a systematic review. Aust Health Rev 2016.

10) Karjalainen S, Palva |. Do treatment protocols improve end results? A study of survival of patients with
multiple myeloma in Finland. BMJ. 1989 Oct 28;299(6707):1069-72.

11) Collette L, Sylvester R, Stenning SP, Fossa SD, Mead GM, De Wit R, De Mulder PHM, Neymark N,
Lallemand E, Kay SB. Impact of the treating institution on survival of patients with "poor prognosis" metastatic
nonseminoma. J Natl Cancer Inst. 1999 May 19;91(10):839-46.

12) Majumdar S, Roe M, Peterson E, Chen A, Gibler W, Armstrong P. Better outcomes for patients treated at
hospitals that participate in clinical trials. Arch Intern Med 2008;168:657-62.

13) du Bois A, Rochon J, Lamparter C, Pfisterer J, for the AGO Organokommission OVAR. Pattern of care
and impact of participation in clinical studies on the outcome in ovarian cancer. Int J Gynecol Cancer
2005;15:183-91.

14) Rochon J, du Bois A. Clinical research in epithelial ovarian cancer and patients' outcome. Ann Oncol
2011;22:vii 16-vii 9.

15) Rochon J, du Bois A, Lange T. Mediation analysis of the relationship between institutional research
activity and patient survival. BMC Med Res Methodol 2014 Jan 22;14:9.

12



16) Ozdemir B, Karthikesalingam A, Sinha S, Poloniecki J, Hinchliffe R, Thompson M, et al. Research activity
and the association with mortality. PLoS ONE 2015;10:e0118253.

17) Stead M, Cameron D, Lester N, Parmar M, Haward R, Kaplan R, et al. Strengthening clinical cancer
research in the United Kingdom. Brit J Cancer 2011;104:1529-34.

18) National Cancer Intelligence Network. National Cancer Data Repository.
http://www.ncin.org.uk/collecting and using data/national cancer data repository, 2014

19) Cardoso F, van't Veer L, Bogaerts J, Slaets L, Viale G, Delaloge S, Rubio I, Nitz U, Pierga JY, Vuylsteke
P, Brain E, Vrijaldenhoven S, Neijenhuis P, Coudert B, Smilde T, Gil M, Passalaqua R, Delorenzi M, Thomas
G, Ravdin P, Thompson AM, Matos E, Goulioti T, Straehle C, Tryfonidis k, Rutgers E, Piccart M. 70-Gene
Signature as an Aid to Treatment Decisions in Early-Stage Breast Cancer. N Engl J Med 2016; 375 (8):717-
729

20) Lefebvre JL, Rolland F, Tesselaar M, Bardet E, Leemans CR, Geoffrois L, Hupperets P, Barzan L, De
Raucourt D, Chevalier D, Licitra L, Lunghi F, Stupp R, Lacombe D, Bogaerts J, Horiot JC, Vernier J,
Vermorken JB. Phase 3 randomized trial on larynx preservation comparing sequential vs alternating
chemotherapy and radiotherapy. J Natl Cancer Inst 2009.

21) Verweij J, Casali PG, Zalcberg J, Le Cesne A, Reichardt P, Blay JY, Issels R, Van Oosterom A,
Hagendoorn PCW, Van Glabbeke M, Bertulli R, Judson I. Progression-free survival in gastrointestinal stromal
tumours with high-dose imatinib: Randomised trial. Lancet 2004 Sep 25-Oct 1;364(9440):1127-34.

22) Alexander M.M. Eggermont, M.D., Ph.D., Christian U. Blank, M.D., Ph.D., Mario Mandala, M.D., Georgina
V. Long, M.D., Ph.D., Victoria Atkinson, M.D., Stéphane Dalle, M.D., Andrew Haydon, M.D., Mikhail
Lichinitser, M.D., Adnan Khattak, M.D., Matteo S. Carlino, M.D., Ph.D., Shahneen Sandhu, M.D., James
Larkin, M.D., et al. Adjuvant Pembrolizumab versus Placebo in Resected Stage Ill Melanoma. N Engl J Med
2018; 378:1789-1801

23) Van Der Graaf WTA, Blay J-Y, Chawla SP, Kim D-W, Bui-Nguyen B, Casali PG, Schoff Ski P, Aglietta M,
Staddon AP, Beppu Y, Le Cesne A, Gelderblom H, Judson IR, Araki N, Ouali M, Marreaud S, Hodge R, Dewiji
MR, Coens C, Demetri GD, Fletcher CD, Dei Tos AP, Hohenberger P. Pazopanib for metastatic soft-tissue
sarcoma (PALETTE): A randomized, double-blind, placebo-controlled phase 3 trial. Lancet 2012

24) Stupp R, Mason W, Van Den Bent M, Weller M, Fisher B, Taphoorn M, Belanger K, Brandes A, Marosi C,
Bogdahn U, Curschmann J, Janzer R, Ludwin S, Gorlia T, Allgeier A, Lacombe D, Cairncross J, Eisenhauer E,
Mirimanoff R. Radiotherapy plus concomitant and adjuvant temozolomide for glioblastoma. N Engl J Med
2005.

25) Favier O, Heutte N, Stamatoullas-Bastard A, Carde P, Van't Veer MB, Aleman BM, Noordijk EM, Thomas
J, Fermé C, Henry-Amar M; European Organization for Research and Treatment of Cancer (EORTC)
Lymphoma Group and the Groupe d'Etudes des Lymphomes de I'Adulte (GELA). Survival after Hodgkin
lymphoma: causes of death and excess mortality in patients treated in 8 consecutive trials. Cancer. 2009 Apr
15;115(8):1680-91.

26) Hutchins LF, Unger JM, Crowley JJ, Coltman CA Jr, Albain KS. Underrepresentation of patients 65 years
of age or older in cancer-treatment trials. N Engl J Med. 1999 Dec 30;341(27):2061-7.

27) Lawler M, Selby P, Aapro MS, Duffy S. Ageism in cancer care. BMJ 2014 Feb 28;348:91614.

28) Maraldo, M.V., Giusti, F., Vogelius, I.R., Lundemann, M., van der Kaaij, M.A., Ramadan, S., Meulemans,
B., Henry-Amar, M., Aleman, B.M., Raemaekers, J., Meijnders, P., Moser, E.C., Kluin-Nelemans, H.C.,
Feugier, P., Casasnovas, O., Fortpied, C. & Specht, L. Cardiovascular disease after treatment for Hodgkin's
lymphoma: an analysis of nine collaborative EORTC-LYSA trials. The Lancet. Haematology, 2015, 2, e492—
e502.

13


http://www.ncin.org.uk/collecting_and_using_data/national_cancer_data_repository
https://www.ncbi.nlm.nih.gov/pubmed/24585822

29) Priestman TJ, Baum M. Evaluation of quality of life in patients receiving treatment for advanced breast
cancer. Lancet. 1976 Apr 24;1(7965):899-900.

30) Selby P, Chapman JW, Etazadi-Amoli J, et al. The development of a method for assessing the quality of
life of cancer patients. British Journal of Cancer 1984; 50: 13-22.

31) Problem Solving in Patient-Centred and Integrated Cancer Care. Eds Velikova G, Fallowfield L, Younger
J, Board R, Selby P. EBN Health, Oxford, 2018.

32) Wilson R, Patient led PROMs must take centre stage in cancer research. Research Involvement and
Engagement 201 84:7.

33) Lawler M, Alsina D, Adams RA, Anderson AS, Brown G, Fearnhead NS, Fenwick SW, Halloran SP,
Hochhauser D, Hull MA, Koelzer VH, McNair AGK, Monahan KJ, Nathke I, Norton C, Novelli MR, Steele RJC,
Thomas AL, Wilde LM, Wilson RH, Tomlinson |; Bowel Cancer UK Critical Research Gaps in Colorectal
Cancer Initiative. Critical research gaps and recommendations to inform research prioritisation for more
effective prevention and improved outcomes in colorectal cancer. Gut. 2018 Jan;67(1):179-193.

34) http://www.ncri.org.uk/wp-content/uploads/2015/09/Keeping-the-Customer-Satisfied-1.pdf).

35) Toward Patient-Centered Drug Development in Oncology. Ethan Basch, M.D. N Engl J Med 2013;
369:397-400.

36) Incorporating the patient experience into regulatory decision making in the USA, Europe, and Canada.
Paul G Kluetz, Daniel J O’'Connor, Katherine Soltys. Lancet 2018 https://doi.org/10.1016/S1470-
2045(18)30097-4

37) Sankaranarayanan R, Sauvaget C, Ramadas K, Ngoma T, Teguete |, Muwonge R, Naud P, Nessa A,
Kuhaprema T, Qiao Y. Clinical trials of cancer screening in the developing world and their impact on cancer
healthcare. Ann Oncol. 2011 Nov;22 Suppl 7:vii20-vii28

38) Stewart D, Wilson R, Selby P, Darbyshire J. Patient and public involvement. Ann Oncol. 2011 Nov;22
Suppl 7:vii54-vii56.

39) Lawler M, Gavin A, Salto-Tellez M, et al. Delivering a research-enabled multistakeholder partnership for
enhanced patient care at a population level: The Northern Ireland Comprehensive Cancer Program. Cancer.
2016 Mar 1;122(5):664-73.

40) Ciardiello F, Adams R, Tabernero J, et al. Awareness, Understanding, and Adoption of Precision Medicine
to Deliver Personalized Treatment for Patients With Cancer: A Multinational Survey Comparison of Physicians
and Patients. Oncologist. 2016 Mar;21(3):292-300.

41) Morris E, Jordan C, Thomas J, Cooper M, Brown J, Thorpe H, et al. Comparison of treatment and
outcome information between a clinical trial and the National Cancer Data Repository. Br J Surg 2011;98:299-
307.

42) https://www.hdruk.ac.uk/

14


https://www.ncbi.nlm.nih.gov/pubmed/29233930
https://www.ncbi.nlm.nih.gov/pubmed/29233930
http://www.ncri.org.uk/wp-content/uploads/2015/09/Keeping-the-Customer-Satisfied-1.pdf
https://doi.org/10.1016/S1470-2045(18)30097-4
https://doi.org/10.1016/S1470-2045(18)30097-4
https://www.ncbi.nlm.nih.gov/pubmed/26695702
https://www.ncbi.nlm.nih.gov/pubmed/26695702
https://www.ncbi.nlm.nih.gov/pubmed/26888693
https://www.ncbi.nlm.nih.gov/pubmed/26888693
https://www.ncbi.nlm.nih.gov/pubmed/26888693
https://www.hdruk.ac.uk/

	3) Unger JM, LeBlanc M, Blanke CD.  The Effect of Positive SWOG Treatment Trials on Survival of Patients With Cancer in the US Population.  JAMA Oncol. 2017 Jun 5.

