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Michael L. LeFevre,
MD, MSPH, was
recently appointed
chair of the U.S.
Preventive Services
Task Force (USPSTF),
replacing Virginia A.
Moyer, MD, MPH. He
will serve a 1-year term.
An independent volunteer panel of 16
experts in prevention, evidence-based
medicine, and primary care, the USPSTF
works to improve the health of all
Americans by making recommendations
on a variety of clinical services such as
cancer screenings and preventive medications to primary care physicians.
LeFevre has been a USPSTF member
since 2005 and served as co–vice chair
for the past 3 years.
LeFevre is vice chair of the Department
of Family and Community Medicine at the
University of Missouri School of Medicine
in Columbia. A practicing family physician
and researcher, he was elected to the
Institute of Medicine of the National
Academies in 2011.
Bruno Strigini,
MBA, PharmD, was
appointed president
of Novartis Oncology
(Basel, Switzerland),
effective June 1. He
replaces Hervé
Hoppenot, who
became president and CEO of Incyte
earlier this year. Novartis Oncology
includes more than 8,000 employees in
55 countries and markets nine key products, not counting those that it will
acquire from GlaxoSmithKline as part of
a deal announced in April.
Strigini joined Novartis from Merck &
Co., where he most recently served as
president for Europe and Canada. Prior to
Merck, he worked for a number of companies, including Schering-Plough, UCBCelltech, and SmithKline Beecham. He has
25 years of experience in pharmaceuticals, animal health, over-the-counter
medicines, and vaccines.
Strigini is a member of the Executive
Committee of the European Federation of
Pharmaceutical Industries & Associations,
as well as a member of the Académie
Nationale de Pharmacie in France.
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UK Partnership Targets
Lung Cancer
Cancer Research UK (CRUK) has
joined with two major pharmaceutical
companies in a large multiarm clinical
trial that will test the effectiveness of
promising experimental therapies in
treating patients with rare forms of
advanced lung cancer.
Dubbed the National Lung Matrix
trial, and scheduled to begin at the
end of July, the investigation will
eventually include up to 14 drugs
under development for late-stage non–
small cell lung cancer (NSCLC) by
pharmaceutical partners AstraZeneca
and Pﬁzer. Initially, eight drugs will be
tested in 21 single-arm cohorts, each
made up of about 30 patients who will
be selected based on how likely they
are to beneﬁt from therapies targeting
speciﬁc mutations in their tumors.
“The breadth and depth of this
trial is what makes it really unique,”
says Gary Middleton, MD, professor
of medical oncology and the trial’s
chief investigator, based at CRUK’s
Clinical Trials Unit at the University of
Birmingham in England.
The multiarm, adaptive design,
which allows drugs to be dropped
or added quickly based on how well
patients respond to therapies, is similar in structure to other innovative trials, such as the Master Protocol Trial,
which is testing ﬁve drugs as secondline therapy for NSCLC (Cancer
Discov 2014;4:266). Like the Master
Protocol, the Lung Matrix trial uses
next-generation sequencing technology to screen large groups of patients
for mutations, says Middleton.
“As exciting new drugs come along,
the scientiﬁc and clinical rationale will be
reviewed in real time by an international
peer-review committee, and if approved
can then be put forward as an amendment to the main protocol,” he says. “We
want to be ﬂexible and nimble.”
Six of the eight initial drugs will be
tested in multiple cohorts with different abnormalities along common
pathways, Middleton says. For example, an AKT inhibitor will target separate cohorts of patients with PIK3CA
mutations, PIK3CA ampliﬁcations,

PTEN loss, PTEN mutations, and AKT
mutations, as it is likely that response
and resistance will be different
according to the exact deregulatory
mechanism. Two drugs will be tested
in single cohorts: a T790M inhibitor
targeting tumors resistant to an EGFR
inhibitor and a PD-L1 antibody for
patients with no actionable mutation.
The eight initial drugs are:
• AKT inhibitor (AZD5363; Astra-
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•

•

•

•

•

Zeneca): PIK3CA mutations, PIK3CA
ampliﬁcations, PTEN mutations,
PTEN loss, AKT mutations (separate
cohorts)
FGFR inhibitor (AZD4547; AstraZeneca): FGFR2/FGFR3 mutations
MTORC1/MTORC2 (AZD2014;
AstraZeneca): LKB1 mutation,
TSC1/TSC2 mutations
CDK4/6 inhibitor (palbociclib;
Pﬁzer): KRAS mutation, CDK4, p16,
and cyclin D1 alterations
ALK inhibitor (crizotinib [Xalkori];
Pﬁzer): ROS fusions and MET ampliﬁcations
MEK inhibitor (selumetinib; AstraZeneca) combined with docetaxel:
NRAS and NF1 mutations
EGFR inhibitor (AZD9291; AstraZeneca): EGFR T790M point mutation in patients resistant to EGFR
inhibitor
PD-L1 antibody (MEDI4736; AstraZeneca): patients with no actionable
mutation.

The drugs will be assessed based on
response rate (with the exception of
the CDK4 inhibitor arm, which will be
assessed on progression-free survival).
Those that achieve at least a 30% to
50% response rate will be considered
for further phase II studies. Drugs that
fall below the 30% threshold will be
dropped, says Middleton.
The trial is likely to expand beyond
21 arms as other pharmaceutical
companies join the study, he says. Currently, investigators are in advanced
negotiations with ﬁve more companies
interested in participating.
“This is the ﬁrst trial of its type in
lung cancer in the UK,” says Middleton. “It’s a real opportunity for the
UK to be part of the global story of
personalized lung cancer medicine.” ■
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