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NEWS IN BRIEF

Lenvatinib Approved for 
Certain Thyroid Cancers

The FDA approved lenvatinib (Len-

vima; Eisai), a tyrosine kinase inhibitor 

(TKI), to treat patients with progressive, 

differentiated thyroid cancer (DTC) that 

is refractory to treatment with radioac-

tive iodine (RAI). The approval provides 

these patients with a second—and poten-

tially more effective—therapeutic option.

The decision was based on fi ndings 

from the phase III SELECT study, in 

which lenvatinib extended median 

progression-free survival (PFS) by 

14.7 months compared with placebo 

in patients with RAI-resistant DTC. 

The fi ndings, presented last spring 

at the American Society of Clinical 

Oncology’s annual meeting, were pub-

lished on February 12, the day before 

the FDA decision was announced (N 

Engl J Med 2015;372:621–30).

About 85% of the 60,000 cases of 

thyroid cancer diagnosed in the United 

States annually are DTCs. While many 

patients with DTC can be cured with 

surgery and RAI, about 10% of them 

do not respond to standard treatment 

and develop metastases, often to the 

liver, lungs, and bones.

“The effi cacy of lenvatinib is much 

better than that of any other drug, 

and it should be the drug of choice for 

fi rst-line treatment” of patients with 

advanced refractory thyroid cancer, says 

SELECT lead author Martin Schlum-

berger, MD, of the Institut Gustave 

Roussy in Villejuif, France.

The only other drug approved for 

these patients is sorafenib (Nexavar; 

Bayer and Onyx Pharmaceuticals), 

a TKI approved in 2013 based on 

results from the phase III DECI-

SION trial. In that study, patients 

with RAI-refractory disease showed 

a 5-month improvement in median 

PFS compared with placebo (Lancet 

2014;384:319–28).

Both drugs inhibit a range of mole-

cular targets thought to be involved 

in aggressive thyroid cancer, including 

VEGFR1–3, PDGFR-ß, KIT, and RET. 

The SELECT study authors speculated 

that the longer PFS observed in the 

SELECT trial versus the DECISION 

trial could be due to the inhibition of 

unique targets of lenvatinib, including 

FGFR1–4. 

The SELECT trial authors noted 

that neither BRAF nor RAS mutation 

status was predictive of response to 

lenvatinib and that further investiga-

tions into biomarkers of effi cacy are 

needed. They also observed that the 

PFS benefi t was maintained across all 

subgroups.

“Similar benefi ts were observed in 

treatment-naïve patients and those 

who received one other TKI,” says 

Schlumberger, “demonstrating the 

absence of cross-resistance.” ■

Cutbacks at England’s 
Cancer Drugs Fund 

In a controversial move, the Cancer 

Drugs Fund, which pays for a substantial 

share of cancer treatment in England, 

will stop covering 25 indications because 

they are too expensive.

The United Kingdom’s National 

Health Service underwrites most cancer 

drugs in the country—to the tune of 

about £1.3 billion ($2 billion) per year. 

However, it won’t pay for drugs that an 

independent organization, the National 

Institute for Health and Care Excel-

lence, decides don’t provide enough 

medical benefi t for the cost. In 2010, 

the UK government allocated a sup-

plementary pool of money, the Cancer 

Drugs Fund, so that patients could 

receive these costlier medications. Only 

patients in England, not the rest of the 

UK, are eligible.

The fund’s price tag has exploded. Ini-

tially £200 million (about $300 million), 

it was projected to reach £420 million 

($633 million) for the fi nancial year that 

begins in April. To curb that growth, a 

committee of doctors, pharmacists, and 

patient advocates reassessed the fund’s 

84 approved indications and for the

fi rst time used price as a criterion 

for inclusion. 

On January 12, the Cancer Drugs 

Fund announced the treatments it 

will no longer cover. Examples are 

eribulin (Halaven; Eisai Inc.), for 

metastatic or advanced breast cancer, 

and ziv-afl ibercept (Zaltrap; Sanofi ), 

PEOPLE

Olivier Brandicourt, 
MD, began his role as 
CEO of the interna-
tional drugmaker 
Sanofi on April 2. A 
28-year veteran of the 
pharmaceutical indus-
try, Brandicourt most 

recently served as chairman of the Board 
of Management of Bayer HealthCare AG. 
Prior to that, he held numerous positions 
of increasing responsibility within other 
global pharmaceutical companies, includ-
ing Parke-Davis/Warner-Lambert and 
Pfizer, where he was a member of the 
executive leadership team from 2010–
2013. After completing his medical 
degree, he practiced medicine for 2 years 
in the Congo and then spent several years 
researching malaria.

Rush D. Holt, PhD, 
became CEO of the 
American Associa tion 
for the Advance ment 
of Science and execu-
tive publisher of the 
Science family of jour-
nals in February, suc-

ceeding Alan I. Leshner, who had held the 
position for 13 years. Previously, Holt rep-
resented New Jersey’s 12th District in the 
U.S. House of Representatives from 1999 
until this past January. In addition, he has 
taught physics and public policy courses, 
worked as an arms control expert at the 
U.S. State Department, and served as 
assistant director of the Plasma Physics 
Laboratory at Princeton University. 

Mary L. (Nora) 
Disis, MD, became 
the editor-in-chief of 
the new journal JAMA 
Oncology, which was 
launched in February. 
A professor of medi-
cine and associate 

dean of translational science at the 
University of Washington, Seattle, and a 
member of the Fred Hutchinson Cancer 
Research Center, Disis specializes in 
breast and ovarian cancer immunology 
and immunotherapy. She is one of a 
group of researchers who discovered 
that HER-2/neu is a tumor antigen. She 
and her research team are developing 
vaccines and other therapies that target 
specific antigens. 
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certain phenomena, such as differen-

tiation and proliferation.”

The analysis differs from previous 

efforts to map the human proteome 

in that it uses immunohistochemistry, 

as opposed to mass spectrometry, to 

analyze protein levels in tissues, says 

Pontén. Mass spectrometry quantifi es 

mean protein levels in whole samples 

of tissue, whereas antibody-based 

protein detection using immunohisto-

chemistry and immunofl uorescence 

provides resolution at the cellular and 

subcellular levels.

“A major difference is the spatial 

resolution,” he explains. “Combining 

RNA sequencing to get quantitative 

measures of mRNA in the different 

tissue types with immunohistochem-

istry to get spatial information on 

where the corresponding proteins are 

expressed provides a map of where 

and how different categories of pro-

teins—such as tissue-enriched proteins, 

housekeeping proteins, transcription 

factors, and membrane-bound proteins—

are expressed.” 

The main atlas is divided into four 

sub-atlases—tissue, cell line, subcel-

lular, and cancer—and contains 

detailed analyses of proteomes related 

to certain features, such as the drug-

gable proteome, including all proteins 

targeted by existing drugs, and the 

cancer proteome, encompassing protein 

expression data for genes implicated in 

cancer. Researchers provided immuno-

histochemistry-based protein expression 

profi les for more than 200 individual 

cancers corresponding to the 20 most 

common forms of human cancer.

“This means that for every gene, 

the corresponding protein expression 

pattern in different cancer types can 

be assessed,” says Pontén. “Researchers 

interested in various genes or cancers 

for metastatic colon cancer. Ibruti-

nib (Imbruvica; Pharmacyclics), for 

mantle cell lymphoma, is among the 

three indications the fund added to 

its list. There are some exceptions to 

the decision. Patients already receiv-

ing any of the discontinued drugs 

can remain on their treatment, for 

instance. 

Shrinking its formulary will help the 

Cancer Drugs Fund save an estimated 

£80 million ($121 million) this year. 

“These are diffi cult decisions,” says 

Peter Clark, MD, chair of the fund, “but 

if we don’t prioritize the drugs that 

offer the best value, many people could 

miss out on promising, more effective 

treatments that are in the pipeline.” ■

Interactive Human 
Protein Atlas Launches

Researchers in Sweden have com-

pleted a major analysis of the human 

proteome and presented their results in 

a free, interactive web portal that allows 

researchers to visualize the distribu-

tion of proteins across all of the body’s 

major tissues and organs, potentially 

accelerating cancer research and drug 

development.

The tissue-based map of the human 

proteome, described in an article 

published in Science, contains RNA and 

protein expression profi les covering more 

than 90% of the putative protein-encod-

ing genes in 32 tissues and organs of the 

body, accompanied by more than 

13 million high-resolution images (Science 

2015;347:1260419). The data is presented 

via the Human Protein Atlas web portal, 

where researchers can conduct advanced 

searches, download information, and 

cross-reference with other major biologic 

resources (see www.proteinatlas.org). 

“To visualize the localization of 

where a protein is expressed in the 

context of the normal tissue in which 

these cells reside provides basic knowl-

edge connecting gene/protein expres-

sion and cellular phenotype,” says 

senior author Fredrik Pontén, MD, 

PhD, professor of pathology at Upp-

sala University in Sweden. “Visualiza-

tion allows for information regarding 

subpopulations of cells and whether 

expressed proteins are associated to 

can go into the atlas and see how a 

given protein is expressed across a 

specifi c type of cancer.”

The new analysis reveals that almost 

half of protein-encoding genes impli-

cated in cancer are expressed across all 

tissues while only a small percentage 

of our genes are tissue-specifi c.

“Tissue specifi city versus widespread 

expression patterns can help identify 

diagnostic markers and develop drugs 

targeting specifi c cancer types,” says 

Pontén. “The defi nition of proteins 

expressed in all tissue types has bearing 

on drug targets, since 30% of all FDA-

approved drug targets are expressed in 

all tissues.” ■

First CDK 4/6 Inhibitor 
Heads to Market

The fi rst of a novel class of cell cycle–

targeting cancer medicines passed 

muster in early February, when Pfi zer’s 

palbociclib (Ibrance) won accelerated 

FDA approval. Palbociclib is indicated 

for use in combination with letrozole 

as a fi rst-line hormonal therapy in 

postmenopausal women with locally 

advanced or metastatic HER2-negative, 

estrogen receptor (ER)–positive breast 

cancer. However, the drug still must 

prove that it prolongs overall survival.

Antiestrogens such as letrozole are 

the mainstay for treating this type of 

breast cancer, but tumor resistance is 

common and additional therapies are 

sorely needed. Palbociclib represents a 

new generation of medicines designed 

to rein in an out-of-control cell cycle.

The Pfi zer pill selectively inhibits 

cyclin-dependent kinases (CDK) 4 and 

6, which normally trigger cell growth 

and division. Two other CDK4/6 inhib-

itors—one from Novartis (LEE 001) and 

one from Eli Lilly (LY 2835219)—are 

also in clinical testing for breast tumors 

and other cancers.

Palbociclib’s expedited FDA approval 

and designation as a “breakthrough 

therapy” were granted based on evidence 

that it doubled progression-free survival 

(PFS) in older women with advanced 

HER2-negative, ER-positive breast cancer. 

In the phase II PALOMA-1 study, women 

receiving the palbociclib–letrozole 

combination had a median PFS of 20.2 

Immunohistochemistry allows observation 
of the relative distribution and abundance of 
proteins. Here, the differences in TP53 expres-
sion can be seen in normal colon tissue (left) 
compared with colorectal cancer (right).
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