
212 VOLUME 36   NUMBER 3   MARCH 2018   NATURE BIOTECHNOLOGY

NEWS

“What is remarkable is we have not 
seen it before. We were surprised but 
shouldn’t have been. If you push the 

dose of anything high enough, you are going to 
see toxicity.”  James Wilson, of the University 
of Pennsylvania, was commenting on the 
recent report of animal deaths in a preclinical 
test of a high-dose gene therapy being 
conducted by Solid Biosciences of Cambridge 
Massachusetts. (MIT Technology Review, 31 
January, 2018) 

“We’d been chasing these shiny baubles. 
We hadn’t talked about what we’d licensed 
to others—to people who can do later-stage 
development.” Jim Neal, Xoma’s CEO, talks 
about investor enthusiasm for the company’s 
shift from R&D-focused biotech to asset 
manager, the stock rose 745% (from $4.20 to 
$35.51) over 2017.  (San Francisco Business 
Times, 25 January 2018) 

“ABBV [AbbVie] up 8% today, largely by 
making huge sums off an old drug and getting 
taxed less for it. I like their late-stage pipeline, 
but I find this a bit ridiculous,” tweeted John 
Carroll, 26 January 2018.

FDA makes drug data public 
The US Food and Drug Administration (FDA) 
has launched a pilot program that will share 
information from several recent product 
approvals aimed at helping scientists, 
companies and the public understand how the 
agency arrives at its approval decisions. FDA 
Commissioner Scott Gottlieb announced the 
initiative at a forum on FDA transparency held 
January 16 at Johns Hopkins Bloomberg School 
of Public Health. The agency will make public 
selected clinical information related to up to 
nine recently approved drugs. The drug makers 
voluntarily signed up to the program and agreed 
to provide detailed summaries, or ‘clinical study 
reports’ (CSRs), containing methods and results 
of the clinical reports submitted to the FDA. The 
pilot program comes after calls in recent years 
for regulators to be more transparent through 
release of clinical data (Nat. Biotechnol. 32, 
528–535, 2014). “We expect that making a 
CSR publicly available after a drug’s approval 
will provide stakeholders with more information 
on the clinical evidence supporting a drug 
application and more transparency into the 
FDA’s decision-making process,” Gottlieb said 
in a statement. In his January 16 speech to the 
forum, the commissioner also said the agency 
is looking to “release additional information 
from complete response letters (CRLs) related 
to clinical safety and efficacy that could have 
significant public health value.” CRLs are sent 
by the agency to manufacturers informing them 
that their drug application is not yet ready 
for approval. At his April 2017 confirmation 
hearing, Gottlieb said that he was open to 
releasing partially redacted CRLs to enhance 
transparency.  Jordan Hindson

immunomodulators and tumor necrosis fac-
tor a (TNF-a) inhibitors are routinely used, 
but relapse rates are high, while long-term 
remission is rare (Lancet 388, 1281–1290, 
2016).

According to recently published Alofisel 
data from a 52-week pivotal trial in over 
200 patients, 56% of those who received the 
locally administered cell therapy on top of 
standard-of-care treatment attained com-
bined remission—defined as the closure of 
all treated external openings exuding mate-
rial at baseline, and the absence of perianal 
abscesses as assessed by blindly administered 
MRI. Just 39% of those who received stan-
dard of care plus placebo attained similar 
remissions (Gastroenterology doi:10.1053/j.
gastro.2017.12.020, 2017). The high placebo 
response “was not at all unexpected,” says 
Steven Wexner, chairman of the department 
of colorectal surgery at the Cleveland Clinic 
Florida in Weston. All patients received stan-
dard of care and those in the control arm, 
moreover, may have benefitted from a pre-
paratory procedure to clean out debris and 
other material from the open tracts, which 
was performed three weeks before treatment. 

The study’s biggest shortcoming was the 
high rate of dropout—about 35–40%—across 
the two treatment arms. Even so, Alofisel is 
almost as effective as certain surgical proce-
dures, says Wexner, but without the risk of 
causing muscle damage that could result in 
anal incontinence. The most effective sur-
gical approaches—there are about a dozen 
in all—can be the most problematic. “The 

Almost as soon as TiGenix gained the 
European regulator’s recommendation for 
its allogeneic adipose-derived mesenchy-
mal stem cell (MSC) therapy to treat com-
plex perianal fistulas in Crohn’s disease, 
its partner Takeda moved to strike a deal. 
On December 15 the European Medicines 
Agency (EMA) recommended approval of 
Leuven, Belgium–based TiGenix’s treat-
ment Alofisel (darvadstrocel; Cx601). A 
couple of weeks later, on January 5,  the 
Osaka, Japan–based Takeda put on the table 
a €520 ($626)-million all-cash bid for the 
biotech. The other big winner is Melbourne, 
Australia–based Mesoblast, which used its 
strong patent position in mesenchymal stem 
cell therapy to strike an intellectual prop-
erty (IP) licensing deal with TiGenix, under 
which it will obtain payments of up to €20 
($24) million plus single-digit-percentage 
royalties on all Alofisel sales.

If approved, Alofisel will be Europe’s first 
allogeneic mesenchymal stem cell therapy, 
as well as the first product to gain approval 
in two decades for a condition that is notori-
ously difficult to treat. About 20% of Crohn’s 
disease patients develop perianal fistu-
las, which are open channels that develop 
between the rectum or anal canal and the 
skin in the vicinity of the anus. They leak 
pus, stool and blood, and are very painful 
and debilitating. Complex fistulas—which 
account for over 70% of the total—involve 
two or more such openings and are even 
more difficult to treat than simple fistulas, 
which involve a single tract. Antibiotics, 
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Mesenchymal stem cells, a collection of cells with fibroblast-like features, are mostly isolated from 
umbilical blood, bone marrow or adipose tissue.

First off-the-shelf mesenchymal stem cell 
therapy nears European approval
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