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however. “We’re really waiting for additional 
safety data in particular and we’ll be scruti-
nizing the 36-week safety data for fasinumab,” 
Witt says. 

An approach that can identify patients at 
risk for developing the joint-related adverse 
events would be a game changer, she says; 
but, Verburg says, it’s hard to imagine a 
simple biomarker being able to replace an 
X-ray. Geba says that Regeneron’s new results 
suggest that broad populations respond to 
the drug. “I don’t know if anyone will ever 
figure out if there’s a subgroup of patients 
that responds,” he adds. In March, the com-
pany launched a 10,000-person long-term 
phase 3 trial in osteoarthritis of the knee or 
hip. Another phase 2/3 study, which began 
recruitment earlier this year, will evaluate the 
drug in chronic low back pain.

Elsewhere, companies are courting another 
relative in the NGF pain pathway: tropo-
myosin receptor kinase A (TrkA), which 
is a receptor for NGF. In September 2015, 
Purdue Pharma, in Stamford, Connecticut, 
announced the acquisition of VM-902A, a 
small-molecule inhibitor, from VM Pharma, 
in Fremont, California, with an undisclosed 
upfront payment and additional develop-

ment, regulatory and 
commercial milestones 
totaling up to $213 mil-
lion. After seeing posi-
tive phase 1 results of 
VM-902A, Purdue 
expects to begin phase 2 

trials in osteoarthritis of the hip and knee 
soon, says Alan Dunton, the company’s 
senior vice president of R&D. Genzyme is 
conducting a phase 1 trial of its TrkA inhibi-
tor GZ389988 in osteoarthritis of the knee.  

Given the safety concerns of the anti-NGF 
antibodies, “the FDA looks at us, if you will, 
with the same eye that they do with an anti-
NGF antibody. So, we have to prove to them 
that we are different,” Dunton says. NGF acti-
vates two main pathways on sensory nerves: 
the TrkA receptor and the p75 receptor. It 
is already known that p75 is more heavily 
involved in maintaining neuron health, he 
adds. If Purdue’s VM-902A can avoid the 
same ill effects as are seen with the antibod-
ies, it may bolster the company’s hypoth-
esis that p75 is the culprit in the antibodies’ 
adverse effects. 

Kelly Rae Chi Cary, North Carolina

events included pain, tingling sensation, loss 
of sensation and swelling in the limbs. “Those 
side effects are entirely consistent with the 
type of patients we’re studying and the path-
way we’re inhibiting with this molecule,” says 
Regeneron’s Greg Geba, vice president and 
deputy head of clinical development and 
regulatory affairs.

Because of the possible risk of joint dam-
age, for the new studies, Regeneron and other 
companies are incorporating imaging and 
other strategies to exclude patients at risk. 
The screening takes place before enrolment 
and throughout the studies, and includes a 
detailed assessment of patients’ medicine use, 
radiographs (X-rays) and MRI of joints, and 
assessments for potential sympathetic ner-
vous system problems. It’s too early to know 
whether this strategy will push the number 
of adverse events to background levels, but 
it has certainly bumped up clinical develop-
ment costs. 

So far, with this approach, Regeneron has 
screened out about 2% of these patients. 

One irony is that excluding those patients 
at higher risk for joint destruction will not 
get companies any closer to understanding 
the cause, because it is a rare event to begin 
with. The answers will 
have to come from ani-
mal models. “I do feel 
confident that somebody 
will get to the bottom of 
this in the next few years,” 
Schmidt says. “Once that 
mechanism is better understood, it may lead 
to modification of the NGF inhibitors so that 
they will have a better safety profile.”

Osteoarthritis is common, and an ideal 
launching pad for treating other types of 
chronic pain, which affects about one in five 
adults globally. NGF circulates in the blood-
stream in higher levels in numerous pain-
causing conditions. Andrea Witt, therapy 
leader of the central nervous system and 
ophthalmology disorders portfolio of the 
Decision Resources Group, in Burlington, 
Massachusetts, says that tanezumab could 
still do well because of the huge popula-
tions it aims to treat. Tanezumab sales are 
currently projected to reach $3.4 billion in 
2024, though that estimate predates news of 
fulranumab’s discontinuation and the new 
fasinumab data, Witt says. Safety in this 
class of drugs is the biggest question mark, 

Mayo Clinic to share  
1 million 

The US National Institutes of Health has 
awarded the Mayo Clinic, in Rochester, 
Minnesota, $142 million over five years to 
serve as a national biobank for President 
Obama’s Precision Medicine Initiative (PMI) 
(Nat. Biotechnol. 33, 325, 2015). The 
funding, announced in May, will enable the 
nonprofit clinic to be a repository for this 
longitudinal program, which aims to enroll 1 
million or more US participants to accelerate 
individualized medicine by improving the 
understanding of individual variability in 
genes, environment and lifestyle for each 
person and how these contribute to health 
and disease.  As the PMI Cohort Program 
biobank, the Mayo Clinic will provide the 
infrastructure to collect, store, analyze and 
distribute to other researchers more than 
35 million biological samples. The biobank 
should be used as a resource for researchers. 
“It’s not meant to be an archive,” said 
NIH deputy director Kathy Hudson at a Big 
Data in Biomedicine conference on 25–26 
May at Stanford University. Although most 
biospecimens will be stored at the Rochester, 
Minnesota, campus, about 20–25% of 
the collection will be kept at the clinic’s 
Florida site to protect against loss if a 
localized natural disaster occurs. Volunteers 
will provide personal health information, 
submit to physical examination and agree 
to share their electronic health records. The 
sample analyses will include chemical and 
genetic tests. The Mayo Clinic is investing 
in the PMI Cohort Program biobank with 
a 30,000-square-foot facility expansion 
that includes robotic systems to separate, 
label and freeze biospecimens, including 
automated DNA extraction. It will also share 
the resources of Mayo Medical Laboratories, 
a nationwide network covering all 50 states 
with more than 300 couriers and logistics 
providers, to ensure the shortest transit time 
for specimens. The UK has built its own 
repository, called UK Biobank, with half a 
million volunteers.  

“Right now, our industry is facing a 
test. How we respond could determine 
the actions that politicians take. It’s 

time we simplify our case.” BIO CEO Jim 
Greenwood speaks on the issue of drug 
pricing and public perception at the trade 
group’s conference in San Francisco 
in June. (STAT, 2 June 2016)

I do feel confident that 
somebody will get to 
the bottom of this in 
the next few years.
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http://www.ukbiobank.ac.uk/about-biobank-uk/

	Mayo Clinic to share 1 million



