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in brief

NEWS

FDA halts then allows sales of Ariad’s 
leukemia medication
US Food and Drug Administration (FDA)’s 
decision in late October 2013 to suspend 
marketing of Ariad’s chronic myeloid leu-
kemia (CML) drug Iclusig (ponatinib) sent 
shockwaves through the industry. Most clini-
cians weren’t expecting a full-scale suspen-
sion, and neither apparently was the financial 
community, which sent the Cambridge, 
Massachusetts, biotech’s shares down over 
80%, forcing the company into a radical 
downsizing. But on December 20, the regu-
lators gave Ariad the 
go-ahead to resume 
marketing, albeit to 
a narrower patient 
population, and with 
Iclusig’s relaunch, 
Ariad’s shares leapt 
up. What’s already 
clear, though, is that 
as FDA continues to 
encourage early access 
to drugs covering dis-
eases with few or no 
available treatments 
through its acceler-
ated approval path-
way, there will be more 
Iclusigs. And Ariad 
isn’t the first—nor will 
it be the last—bio-
tech forced to rapidly 
change gear in order to 
survive.

The FDA on 
October 30 requested 
Ariad to withdraw 
its drug due to an 
“increased frequency 
of blood clots and narrowing of blood ves-
sels” since the drug’s approval in December 
2012. The agency declared that almost a 
quarter (24%) of patients in the phase 2 trial 
and almost half (48%) in the phase 1 trial 
had experienced “serious adverse vascular 
events,” including fatal and life-threatening  
heart attack, stroke and damaging loss of 
blood flow to the extremities, heart and 
brain. FDA also said it couldn’t identify a safe 
dose level or exposure duration at that stage.

This was a damning indictment of a drug 
that had been accelerated through approval 
three months ahead of schedule and hailed 
as a major breakthrough in CML thanks in 
large part to its potent resistance profile. 
Iclusig is a multitargeted, small-molecule 
inhibitor. It is the most potent broadest range 

of mutations in the BCR-ABL kinase domain 
(the protein produced by the Philadelphia 
chromosome, a chromosomal abnormality 
associated with CML).

The news didn’t come entirely out of the 
blue. Ariad’s company release on October 9  
said it was pausing patient enrollment in 
all Iclusig studies, and, nine days later, the 
biotech announced that owing to cardiovas-
cular events in patients taking Iclusig, it was 
discontinuing a phase 3 trial pitting Iclusig 

against Novartis’ well-established Gleevec 
(imatinib). And Iclusig has always carried 
a boxed warning about arterial thrombotic 
events.

But many treatments for a life-threatening 
condition carry boxed warnings, especially 
those approved under FDA’s accelerated 
pathway. Cancer prescribers, and patients, 
are used to weighing up the possibility of side 
effects against a drug’s benefit. And it wasn’t 
as if Iclusig was a first-in-class treatment: 
there are four other tyrosine kinase inhibi-
tors (TKIs) on the market for CML (Table 1).  
Each TKI has an individual side-effect pro-
file, but none has—yet—thrown up any 
alarming safety signals.

FDA had initially determined that Iclusig’s 
benefits outweighed its risks. Iclusig is the 

Philadelphia chromosome. In a bone marrow cell, defects on the second 
chromosome 22 cause chronic myelogenous leukemia.

“When Josiah first told 
me about this idea, i 
thought it was bull****, 
because i know how hard 
drug development is. But 
[looking to nature] is one 
main way antibiotics have 
been discovered in the 
past, and i really think 

that crowdsourcing has the potential to give 
us big advantages.” Neurobiologist Mark Opal 
and biophysicist Josiah Zayner set up a citizen 
scientist site, The ILIAD Project, for testing 
natural products for antibiotic properties. (The 
Verge, 2 December 2013)

Pfizer and Lilly shoulder 
novel pain-drug risks
In October, New York–based Pfizer struck a 
deal with Eli Lilly of Indianapolis, to jointly 
develop its anti-nerve growth factor drug, 
tanezumab. Pfizer’s painkiller, a humanized 
monoclonal antibody, was poised to be the 
first in an important new class of drugs for 
general pain. But in 2010, the US Food and 
Drug Administration (FDA) halted clinical 
trials of the entire drug class, including 
fulranumab, made by Janssen of Raritan, 
New Jersey, and REGN475 from Regeneron 
Pharmaceuticals, Tarrytown, New York, after 
too many participants experienced joint 
destruction (Nat. Biotechnol. 29, 173–174, 
2011). In 2012 an advisory panel voted 
unanimously to allow trials to continue. “The 
panel was very persuasive in arguing that we 
have very inadequate pain treatments and 
that these drugs merit further study,” says 
Joan Bathon, director of the rheumatology 
division, Columbia University Medical 
Center in New York, and who presented to 
the advisory panel an independent review of 
trial participants who had joint replacement 
surgery. The panel recommended that 
patients be closely monitored for joint-related 
adverse events and that concomitant use 
of nonsteroidal anti-inflammatory drugs 
(NSAIDs) be contraindicated, as people on 
NSAIDs had greater joint damage. The FDA 
has a partial hold on tanezumab studies, 
pending submission of nonclinical data to 
the FDA, which Pfizer anticipates submitting 
in early 2014. Pfizer and Eli Lilly will jointly 
develop and commercialize tanezumab. 
Lilly will pay Pfizer an undisclosed amount 
upfront—provided the FDA gives the drug the 
green light. Analysts have downgraded their 
expectations for the novel drug. Tanezumab’s 
market, once estimated to be about  
$1.2 billion will likely be worth much less. 
“In these patients in the study the bone was 
collapsing. Given the risk of joint damage, 
it’s going to be hard to study these drugs in 
patients with conditions like chronic back 
pain or neuropathic pain,” says Bathon.

Gunjan Sinha

in their words
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