
NEWS IN BRIEF

 APRIL  2015�CANCER DISCOVERY | 339 

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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