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Figure 1 Wnt3a stabilizes β-catenin in primed CD8+ T cells. Western blot
analysis of β-catenin and glyceraldehyde-3-phosphate dehydrogenase
(Gapdh) in freshly isolated, CD8-enriched, naive splenocytes from C57BL/6
mice primed in vitro with antibody to CD3 (1 µg ml–1) and antibody to CD28
(1 µg ml–1) in conjunction with 10 ng ml–1 interleukin-2 and 1 µg ml–1 of
Wnt3a (R&D Systems) or 7 µM TWS119 (Cayman Chemical) for 6h.

previous work with the same CAR system, which revealed “inhibited
proliferation and cytokine secretion” in peripheral T cells overexpressing β-catenin9.
Their results3 are also inconsistent with recent findings in transgenic
mice showing that overexpression of stabilized β-catenin together with
the Tcf-1 p45 isoform inhibits the expansion of antigen-specific CD8+
T cells in the effector phase of the immune response and enhanced
memory formation and function in a variety of infection models4.
Finally, using “β-catenin–lacking T cells,” Driessens, Zheng and
Gajewski claim to have formally proven that Wnt–β-catenin signaling
is dispensable for the effect of GSK-3β inhibition on CD8+ T cells3.
Although they do not identify the β-catenin conditional knockout
mouse they used3, both of the published strains reportedly retain Wnt
signaling capacity and do not phenocopy Tcf-1–, Lef-1– or Wnt3a–
deficient mice after Cre-recombination10–13. The clearest evidence
that these mice retain functionality of Wnt–β-catenin signaling is that
thymocytes, whose maturation depends on the binding of β-catenin
to Tcf-1 (ref. 14), develop normally after β-catenin deletion in conditional knockouts11. Thus, employing Tcf-1–deficient mice to eliminate
the effects of Wnt signaling might be a more accurate and informative

system compared to β-catenin conditional knockouts. Indeed, Tcf-1–
deficient CD8+ memory T cells are severely impaired in mediating a
secondary response to infection with a lymphocytic choriomeningitis
virus (W. Held, personal communication).
In summary, our data, together with new findings independently
reported by other groups (refs. 1, 4 and W. Held, personal communication) strongly support a role of Wnt signaling in CD8+ T cell differentiation and memory formation that may be harnessed for the
improvement of preventative and therapeutic T cell–mediated immunotherapies against cancer and infectious diseases15.
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‘Denialism’ has no place in scientific debate
To the editor:
I was intrigued to find my name on Megan Scudellari’s short list
of “today’s most vocal denialists spreading ideas that counter the
consensus in health fields” 1. I am a prominent and published critic
of the assertions of everyone else on the list, except for Wolfgang
Wodarg—who doesn’t belong there either.
‘Denialist’ is an ad hominem argument, the meaning of which is
defined entirely by the user, intended to discredit the accused without
evidence. Scudellari’s charge illustrates this. “Fumento claims embryonic stem cell research is both ‘a dead end’, fueled by a greedy lobby,
and dangerous, despite evidence from animal studies suggesting its
promise,” she writes. “He uses a picture of a tumor with teeth and hair
growing from it to illustrate his point.” Guilty. I have always presented
human embryonic stem cell (hESC) research not in a vacuum but compared to competing technologies, noting that they have only shown
promise in animal studies. This reflects inherent dangers, including the
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development of teratomas such as that which I depicted.
When James Thompson in 1998 announced the creation of the first
human hESC culture, his research team warned “clinical applications
are perhaps as much as a decade away” (emphasis added)2. Almost a
decade later, addressing a 2007 Wisconsin convention, Thompson,
citing “serious safety concerns,” changed the time frame to “decades
away,” as paraphrased by the AP3. Other hESC researchers use timelines of “three to five decades”4.
Conversely, the therapeutic use of adult stem cells dates back to
1956, and today they have numerous therapeutic applications5,6. They
have been used in thousands of clinical trials.
It might seem that Scudellari is in denial.
Michael Fumento
Independent Journalism Project, Arlington, Virginia, USA.
e-mail: fumento@pobox.com
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Improved UK clinical trial capacity through the
North West Exemplar Programme
To the Editor:
Laursen1 highlights the decline in clinical trials activity within the
UK’s National Health Service (NHS) over the past ten years and, in
particular, the marked reduction in the UK’s global market share in
commercial clinical trials from 6% to 2% between 2000 and 2006.
His article attributes this largely to the introduction of regulation
to protect the interests of trial participants and to ensure data integrity. However, many other factors have contributed to this decline,
including issues regarding research infrastructure, the provision
of skills training for NHS research practitioners and the lack of an
effective organizational framework for supporting and coordinating
multicenter clinical trials. In addition, changes in the type of studies, including an increase in the number of very large phase 3 trials
and improved performance in trials delivery in other countries, have
contributed to decline within the UK.
But things are changing rapidly for the better after the introduction of the National Institute for Health Research Clinical Research
Network (the NIHR CRN), one of the key components of the strategy
for clinical research in England set out in “Best Research for Best
Health” published by the UK Department of Health2. The NIHR CRN
enables trial setup and recruitment to be achieved and supported in a
rapid and coordinated manner across the entire country for all areas
of disease and health care, with the introduction of resourced and
managed systems embedded within the NHS, building on the success
of the National Cancer Research Network.
Since the launch of the NIHR CRN, all networks within the northwest of England have worked closely to ensure smooth implementation of the new approach across all the region’s 64 NHS trusts, which
serve a total population of 6.7 million people—13% of England’s population. This has enabled swift progress to be made, resulting in selection of this region to undertake the North West Exemplar Programme
(http://nwexemplar.nihr.ac.uk). The Exemplar Programme was set up
in mid-2009 and brings together all components of the NIHR CRN
with industry and NHS partners to demonstrate improved commercial trial performance through every phase of the study life cycle.
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The ambition is to achieve or exceed current best European standards for setup and delivery of commercial clinical trials. Specifically,
we aim to show that the new NIHR CRN systems improve commercial study performance and reliability, and that the CRN provides
added value to NHS trusts and the pharmaceutical and biotechnology
industries. During 2010, best practice emerging from the North West
Exemplar Programme will be identified for wider implementation
across the NHS, industry and the NIHR CRN infrastructure.
Although still in its early stages, the Exemplar Programme is already
impressing our industry partners with increased rapidity of trial setup
times—for example, median time for approval of Exemplar studies is
just 52 days—and, in several instances, the first global or EU patient
enrollment. The program will complete its initial phase this month,
when more comprehensive data will be available.
Programs such as this demonstrate that there is now considerable
reason to feel much more optimistic about the future of clinical trials in the UK.
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