Accomplishments of NCIC CTG BR.10
8 January 2010

With our recently implemented annual process to review trials that can be closed to further
follow-up, we have an opportunity to reflect on NCIC CTG trials that epitomize the role of an
academic cooperative group in conceiving and conducting research that has extraordinary
implications for health care delivery on an international level. BR.10 is an outstanding example
of such a trial.

The BR.10 trial was activated on July 7, 1994 and compared adjuvant chemotherapy consisting
of vinorelbine and cisplatin with observation in patients with completely resected Stage IB and
I non-small cell lung cancer (NSCLC). Led by the NCIC CTG, the trial included collaboration with
SWOG, ECOG and CALGB, resulting in the international branding of the trial as JBR.10. Between
1994 and 2001, 482 patients were accrued. The primary analysis demonstrated that four cycles
of vinorelbine and cisplatin substantially improved overall survival (median 94 vs. 73 months;
5-year 69% vs. 54%).

Updated analyses confirm that with a median follow-up of nine years benefits persist.
Secondary analyses demonstrated that adjuvant therapy was associated with transient and
tolerable decrements in quality of life that resolved quickly and with ultimate benefits being
seen. The treatment is exceptionally cost-effective; the BR.10 trial was NCIC CTG’s first
publication by our Working Group on Economic Analysis. This study has had a major influence
in changing practice world-wide, and forms the basis of provincial, national and international
(ASCO) guidelines for the adjuvant treatment of NSCLC. The development of a comprehensive
bio-bank for this study, including snap frozen tissues, makes it unique. Numerous ancillary
analyses have been conducted, including international meta-analyses (MRC UK, LACE),
correlative studies, quality adjusted survival, as well as subset analyses in the elderly.

The publication list associated with BR.10 is extensive. Sixteen research papers have resulted
from the BR.10 trial, including a recent updated survival analysis, and these have been
published in high impact journals that include the New England Journal of Medicine and the
Journal of Clinical Oncology. According to Google Scholar, the primary publication has been
cited 543 times (January 7, 2010). Additionally, 32 abstracts have been presented or published;
most recently, four were presented at the 2009 World Conference on Lung Cancer.

In closing BR.10, it is important that those responsible for this outstanding accomplishment be
recognized. Frances Shepherd provided extraordinary leadership in developing this trial,
formulating the collaborations that resulted in its successful conduct and overseeing the
strategic implementation of database exploration. Without Dr. Shepherd’s leadership, the trial
would not have occurred. Special recognition also goes to the Study Chair, Timothy Winton,
whose leadership exemplifies the collaboration with thoracic surgeons that was essential to this
project. BR.10 was the first adjuvant lung cancer trial to collect a study-associated tumour bank
prospectively and to stratify by an oncogene marker. Studies using BR.10 tumour samples have
focused on many individual gene pathways as well as genome-wide microarray studies. The



exceptional capacity to perform correlative studies was a product of the efforts of Jean Viallet,
Frances Shepherd and Ming Tsao; this work was possible because of support provided by Glaxo
Wellcome. The contributions of our Intergroup partners at SWOG (led by Robert Livingston and
Thomas Rice), ECOG (Russell Devore and Kenneth Kesler) and CALGB (James Rigas and Todd
Demmy), and the support of CTEP are deeply appreciated.

A host of NCIC CTG Central Office faculty and staff made BR.10 happen; outstanding leadership,
wisdom and long hours of toil were provided by Lesley Seymour and Keyue Ding. With the
study now spanning the better part of two decades since a process to initiate the concept
began, it is not surprising to know that other faculty played crucial roles including Keith James,
Joe Pater, Benny Zee and Dongsheng Tu. A series of Study Coordinators provided exemplary
support including Jon Ottaway, Barbara Graham and Nadine Magoski. Shakeel Virk greatly
facilitated the ability to conduct the translational research. Our thanks and congratulations go
to each of these trial leaders and the many investigators, clinical research associates, and
Central Office staff who have contributed to this outstanding project.

With future closure of NCIC CTG trials, we will continue to make note of those that have been
associated with particularly outstanding research accomplishments. We are developing a user-
friendly linkage on our website so that those interested can find primary publications
associated with a specific closed trial. The special accomplishments of BR.10 exceed the
capacity of that website! In the meantime, we will post this Bulletin item as a memo, with the
listed citations on the "Permanent Trial Closure" website at
http://www.ctg.queensu.ca/trials/closure.html.

Below we list the “curriculum vitae” of the BR.10 trial. Please take note of the large number of
investigators, including “new investigators” who have contributed to the outstanding success of
BR.10.
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