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We thank 1. for endorsing our efforts to establish registry-based randomized clinical trials
(RRCTs) to imprd¥e cancer care.” They raise some issues that are worthy of further discussion:

especially, with regpect to their summary Table where they describe differences between conventional
randomiz ical trials (RCTs), RRCTs and population-based observational research; this
ighlights some recent significant developments with our RRCT activity.

Regarding the “Strengths” listed in their summary Table, we believe it is important to note that the
cost differential between conventional and RRCTs is substantial, simply stating that the costs of
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RRCTs are lower does not properly capture this differential. Conventional RCTs cost many thousands
or tens of thousands of dollars per patient enrolled versus as little as fifty dollars per patient for an
RRCT.? The “Weaknesses” in their Table do not accurately capture the registry infrastructure that is
supportiMThe registries being used, such as TRACC for metastatic colorectal cancer, which
i, 2009," are long-standing registries so there is no need to establish or maintain a
dedicated @ or the RRCT. There are many such resources that are already fully funded and
a broad range of research activities. Using the current registry resources to
capture BfcAtenAMand outcome data for an RRCT adds further value to these existing activities.

We are cohata in comprehensive disease-based registries: capturing treatment and outcome
data acrossgfhul lines of therapy for specific disease types. These trials-oriented registries are
distinctly differengto traditional clinical quality registries that only capture limited data sets at the
time of diagnosis, By using comprehensive disease registries, we believe there is no limit to the range
of RRCT loms that can be explored effectively, whether they address treatment responses,
adverse ev an@or survival outcomes. These registries may not have population wide coverage in
the strictesjut they do have a broad reach including private and public patients, and regional
and metropolitan sifes.

Like populg ed observational research, our current projects are demonstrating that RRCTs can
be conduct@d quickly and at low cost even with very large sample sizes. Long-term follow-up is also
feasible, a ase registries capture reliable data through to death. We argue that the reliability
and depth ptured in administrative databases will always be inferior to a dedicated disease
registry, atifea art due to lack of context for the administrative databases. Of course, it is possible
to tap into thes€ administrative data sources to obtain or validate data for the disease registries.
Indeed, will continue to link with multiple other datasets within and outside the hospital
to maintain da uracy and completeness.’

As ac Tang et al. there are many known and unknown factors that confound treatment

decision making and patient outcomes. In the absence of randomisation, any comparison of outcomes
between dififerent treatment groups is likely to be hypothesis generating only. RRCTs are an attempt
to bridge tLﬁ

the quality

ween conventional and observational trials, and while it may be difficult to match

Q captured in a conventional trial this is the reason for having a hard outcome, such

as overall s 1s the primary endpoint of RRCTs.

Multiple now open and recruiting patients in Australia, further trials are in development
across fivetumour streams and extending beyond medical oncology. Significant progress has been
made i ith several co-operative groups: e.g. the EX-TEM study, a randomised study
explori n of temozolomide therapy for glioblastoma patients, has now been endorsed by

tive Trials Group for Neuro-Oncology) with 15 centres across Australia.
Discussions have Bgen initiated with several other co-operative groups regarding their endorsement of

the RRCT
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