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in brief

On July 9, GlaxoSmithKline of London filed 
an application with the US Food and Drug 
Administration (FDA) seeking approval of 
BRAF inhibitor Tafinlar (dabrafenib) in com-
bination with MEK inhibitor Mekinist (tra-
metinib) for treating adults with metastatic 
melanoma with specific mutations.  In May, the 
FDA had already approved the individual drugs 
as single agents with a genetic test to determine 
if the melanoma cells have the BRAF V600E or 
V600K mutation.  The London-based pharma 
has moved quickly to file for approval of the two 
small-molecule drugs combined, relying only on 
phase 1/2 combination trial results (New Engl. 
J. Med. 367, 1694–1703, 2012), not waiting for 
results from phase 3 trials already underway. 
The rush is understandable, as this is the first 
combination trial in any cancer driven by a 
mutant oncogene to significantly delay acquired 
resistance to a targeted therapy. In an indication 
that has seen four drugs approved in the past 
two years, GSK and other industry players are 
increasingly looking to drug cocktails to gain a 
market advantage over rival therapies. 

But FDA approval of the twinned BRAF- and 
MEK-targeting drugs is not assured.  Oncologist 
Paul Chapman, at the Memorial Sloan-
Kettering Cancer Center in New York, doubts 
the agency will approve the combination based 

on current data.  “I think the data in the New 
England Journal paper was fairly unimpressive,” 
Chapman says, noting that the combination 
improved median progression-free survival by 
only 3.6 months. “The combination was associ-
ated with significant toxicity, and also astound-
ing expense—because you know [the treatment] 
is going to be very expensive.”  Mekinist will cost 
$8,700 a month and Tafinlar $7,600 a month, 
wholesale, individually.

Keith Flaherty, of the Dana-Farber/Harvard 
Cancer Center in Boston, Massachusetts, says 
the FDA should approve.  “The FDA could 
give accelerated approval to the combo and 
then withdraw that if the phase 3 data did not 
corroborate the phase 1/2 data,” he writes in an 
email.

Regardless of the outcome, industry is 
already moving on (Table 1).  Its goal is to 
identify and overcome drug resistance to 
both targeted therapy and immunotherapy in 
individual melanoma patients.  For targeted 
therapy, doubling down on the RAS-RAF-
MEK-ERK signaling pathway, which drives 
most melanomas, is the rationale for the GSK 
combination and several others in develop-
ment.  “We have to hit that pathway hard at 
the beginning with more than one drug,” said 
Jeffrey Sosmon, of the Vanderbilt-Ingram 

Metastatic melanoma cells invade a blood vessel. Targeted therapies and immunotherapy have made 
impressive inroads in melanoma, but companies are now turning to combination therapies to circumvent 
drug resistance.
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French scorn Sunshine 
The French Ministry of Health has published the 
French Sunshine Act requiring all companies 
in the healthcare sector to declare contracts or 
gifts worth €10 or more (including tax). The new 
law issued on May 21 has been greeted by the 
biotech industry with derision and even outright 
hostility.  The Bertrand law, so-called for former 
health minister Xavier Bertrand, came in the 
wake of the scandal over the diabetes drug 
Mediator (benfluorex), made by the Suresnes-
based Servier, alleged to have caused hundreds 
of deaths before being withdrawn in November 
2009. The new transparency requirements are 
aimed at restoring public confidence in France’s 
drug regulatory body, by exposing financial ties 
between drug firms and doctors or experts. 
Contracts must be approved in advance by 
professional supervisory bodies for doctors and 
pharmacists, and all will ultimately be posted on 
a single website. “Implementation will involve 
an enormous bureaucratic machine,” says 
Renaud Vaillant, CEO of Theravectys, a vaccine 
developer located on the outskirts of Paris. 
“The intention is good, but no one is happy 
with the result,” he adds. And the €10 ($12.8) 
threshold “is a big mistake. No expert will be 
influenced for little more than the price of a cup 
of coffee and a couple of croissants.” Failure 
to comply will result in fines of up to €30,000 
($38,500). “Controls already exist in France,” 
says Judith Greciet, CEO of BioAlliance Pharma 
in Paris, and the new rules will represent a hefty 
workload for a firm like hers, where about two-
thirds of the 50-plus employees are researchers, 
and administration is pared to a minimum. 
But the move is a sign of the times, as other 
European countries are also trying to crack 
down on conflicts of interest, notes Alexandre 
Regniault, a partner in the Simmons & Simmons 
law firm in Paris.  The Netherlands, too, 
implemented a Central Transparency Register 
for the healthcare industry, known as the Dutch 
Sunshine Act, in January. In the UK, the Ethical 
Standards in Health and Life Sciences Group, 
a gathering of 20 healthcare organizations, is 
working on the idea, says Regniault. “But the 
burden on life sciences companies is already 
considerable, and minor variations in the 
obligations imposed by different countries is 
going to be extremely tiresome. The question 
should really be taken up at a European level,” 
he adds.  Barbara Casassus

Melanoma combination therapies ward off 
tumor resistance

in their words
We could not find the evidence [of corruption] 
in their accounts. They used travel agents as a 
money platform. But i must make it clear that 
among these partners, GSK is the main party 
responsible. it is like a criminal organization, 
there is always a boss. in this game, GSK is the 
godfather.” Gao Feng, head of the economic 
crimes investigation unit at the Chinese 
Ministry of Public Security comments on the 
3 billion yuan in bribes allegedly dispensed by 
GlaxoSmithKline’s operations in China. (The 
Telegraph, 15 July 2013)  
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