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Expedite molecule
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for a biologic. Introducing biosimilars to emerging
markets. No matter your objective, speed is critical.
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bioprocess journey.
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Gender Diversity -
Can Biopharma Do Better?

ROB WRIGHT Chief Editor

his February I attended the 19th
annual BIO CEO & Investor
Conference in New York. Similar
to its January counterpart (i.e., the
annual J. P Morgan Healthcare Conference in
San Francisco), BIO CEO provides an opportu-
nity for companies to conduct company pre-
sentations and Q&As (about 173 in total for
2017). However, where BIO CEO differs from
JPM is that it also provides attendees with
a number of educational forums. And while
this year’s selection included hot topics such
as value-based therapy payment models, bio-
similars, IPOs, and a post-inauguration market
outlook, the session that captured my atten-
tion was “Embedding Diversity into Board and
Executive Team Recruitment.” Moderated by
Julie Gerberding, M.D., EVE and chief patient
officer at Merck (and also the subject of our
January 2016 cover feature), the session prom-
ised to explore how, despite biopharma’s enor-
mous growth, inclusion of underrepresented
groups (i.e, minorities and women) in influen-
tial board positions has failed to keep pace. As
a result, company boards are often neither a
very good reflection of the employee bases they
lead nor the patient populations they serve.
The challenge of achieving diversity among
company boards is nothing new. For although
99 percent of S&P 500 companies have at
least one woman serving on a board, the real-
ity is that less than a quarter (21 percent) of
these publically traded company board posi-
tions are presently filled by women. Perhaps
this is one of the reasons why in January,
the Massachusetts Biotechnology Council

(MassBio) published an open letter to the
“BioPharma Community” listing best prac-
tices for increasing gender diversity within
our industry. Thus far the letter has been
signed by more than 200 industry thought
leaders, and I am proud to say, a number of
Life Science Leader magazine editorial advi-
sory board members. Should you concur
with MassBio’s open letter, I encourage you
to show your support by signing. And while
such an initiative is an excellent start, the
goal of achieving diversity in the boardroom
remains unfulfilled. Though the BIO CEO ses-
sion provided attendees with some practical
approaches and examples for improving the
diversity of leadership recruitment efforts,
the journey to the boardroom most often
begins with the candidate. This is one of the
reasons why I jumped at the opportunity to
moderate a session entitled “Seeking A Board
Seat” for BioBreak in Philadelphia this past
December.

Following the publication of my BioBreak
experience in my January 2017 “Editor’s
Note” (i.e., What You Need To Know About
Being Ready To Join A Board), 1 received a
number of emails from readers seeking
advice. Thus, it seemed appropriate to share
some expert wisdom from those currently
serving on boards, which is why we created
a three-part Journey To The Corporate Board
Room Series. In this issue you will find Part 1
— Are You Ready To Serve On A Corporate
Board? — providing insight on how to go
about finding corporate board opportunities.
In April we will dig into company consider-
ations when building a board. We will con-
clude the series in May with insights on what
corporate board service entails. We hope
you enjoy the first Journey To The Boardroom
installment, and, as always, we welcome your
feedback. @
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Do you use dual sourcing to improve
security of purchased materials supply?

@ THE SIMPLE ANSWER IS “it depends.” Our approach considers three main factors: (1)
patient impact (i.e., is this a life-saving product, and is there an alternative available?), (2)
business impact (i.e., risk to reputation and product revenue), and (3) raw material time-
to-replacement. By applying these factors to all our products, we can identify our most
critical products and their associated raw materials and develop an appropriate strategy
for continuity of supply.

For sole-sourced critical materials (only one source exists), our continuity strategy is
likely limited to holding additional inventory and/or qualifying another site for the current
supplier. For single-sourced critical materials (only one source qualified), protection
strategy options include dual-sourcing, alternate site with existing supplier, or inventory.
Sub-tier visibility is important in determining single-source risk at the sub-tier level.

ANU HANS

is VP & chief procurement officer, enterprise supply chain for
Johnson & Johnson, and is responsible for developing and
executing supplier and spend-management strategies.

What are the opportunities for technology to
further enhance clinical trial operations?

@ ADDRESSING CLINICAL TRIAL ISSUES individually and through disparate systems is
not sustainable. Technology that brings data together and analyzes the information in
a comprehensive and centralized manner will not only allow for a much smarter focus
but will also lead to a better understanding of root causes of performance and quality
issues as well as provide key indicators to enhance oversight. Centralized monitoring
and risk-based approaches to trial oversight, as suggested in the revision to ICH E6 (R2)
and in the FDA guidance on risk-based monitoring, are supported by such technology.
Strengthening the clinical operations arena today through technology is more cost-
feasible than in previous years. And while technology can empower clinical operations
teams to focus attention on areas of greatest need, no technology is effective without
the expert judgment of a well-trained and educated clinical operations staff.

MITCHELL KATZ, PH.D.

has 30 years' experience in the pharmaceutical and biotechnology
industries, including preclinical research, pharmaceutical operations,
and regulatory affairs. He is the Head of Clinical Research and Drug
Safety Operations at Purdue Pharma L.P.

What will be transformative to
facilitating innovation in biopharma?

@ TRANSFORMATION IN THE INDUSTRY is happening and at a faster rate than
we could have anticipated. New biosensing technologies enable us to address one
of the critical bottlenecks in drug R&D - the cost of collecting data, which until
recently, was very high and limited. But a whole new set of emerging technologies
is reducing these costs to nearly nothing. By outfitting patients with activity
trackers and other tiny sensors we can collect millions of data points very quickly
(e.g., as much as one gigabyte of data per patient, per hour). Historically we've
never been able to see, in real time, what is happening inside the patient after
taking a drug. While many think it is data that drives innovation, the reality is that
it is our ability to collect it accurately, and eventually through the "smartification”
of ordinary everyday objects (e.g., car seats) that will prove truly transformative.

BERNARD MUNOS

is a Senior Fellow at FasterCures, a center of the Milken Institute, and the
founder of the InnoThink Center for Research in Biomedical Innovation.
Previously, he served as advisor in corporate strategy at Eli Lilly focused
on disruptive innovation and the radical redesign of the R&D model.
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feedback from our patient advisory board and patient advocates.

Let us show you how PatientPulse can deliver enrollment certainty
for your trials. Email us at patientpulse@acurian.com
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‘ EDGE THERAPEUTICS ‘ By W. Koberstein
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Edge Therapeutics

In Phase 3 with an innovatively delivered drug to treat a
deadly complication of ruptured brain aneurysm

WAYNE KOBERSTEIN Executive Editor
© @WayneKoberstein

SNAPSHOT

Edge Therapeutics is a public company in
Phase 3 development with a sustained-release
form of nimodipine, coded EG-1962, to prevent :
delayed cerebral ischemia (DCI), a common :
fatal or debilitating complication of aneurysmal with the financial markets in shambles, no one

subarachnoid hemorrhage (aSAH), or ruptured

brain aneurysm.

WHAT'S AT STAKE

In about three quarters of all cases, a patient
with a ruptured brain aneurysm may regain
consciousness, appear fairly normal for days
or weeks, then abruptly die or suffer severe
brain damage. The mechanism is simple but
deceptive: When the balloon-like protrusion of
an arterial aneurysm bursts, blood pools around
the major arteries in the brain for up to about :
21 days, where it slowly makes the arteries turn
thin and fibrous until they close and no longer
supply fresh blood to the brain. Short of dying, !
patients may be severely impaired or even fall
into a vegetative state. The only real opportunity
to intervene and save a patient comes between
the initial hemorrhage and the subsequent loss
of blood supply, called DCI. That is the chosen

target of Edge Therapeutics’ lead drug EG-1962.

Edge started up in 2009 after president and
CEO Brian Leuthner got together with Dr. R. :
Loch Macdonald, arguably the leading research-
er in cerebral vasospasm and DCI, to address the
problem in a business enterprise. Macdonald
knew the most promising approach with DCI

COMPANIES TO WATCH

would be to dilate the affected arteries while

they were inundated with blood from the burst
aneurysm so they could keep supplying oxy-
genated blood to the brain. But the only drug
approved for that purpose was and is an oral

vasodilator that causes off-target side effects.

The Edge strategy was to deliver a vasodilator
directly to the site of injury.

“Our story is a pharmacokinetics story,” says
Leuthner. “We incorporated nimodipine into
micro-particles of a polymer that’s used in sutures,
so it slowly dissolves in tissue to release the
nimodipine. To relieve increased pressure from
swelling after the injury, the physician puts a cath-
eter into the brain to drain cerebral spinal fluid.

i We deliver the medicine through the catheter.
With one injection, as the micro-particles dissolve

and release the medicine, we're bathing the vulner-
able brain in the medicine for about 21 days.”
Beyond scientific or technical hurdles, the big-
gest challenges for Edge were financial. After
personal loans and contributions and some state
and federal grants, the company still lacked
adequate capital to move its development
program beyond Phase 1. Moreover, in 2009,

seemed interested in putting substantial venture
capital into such a risky space. The company
turned to individual, “high-net worth” inves-
tors, and it found a friend in biotech veteran
Sol Barer, a founder of Celgene and numerous
other ventures. After an opportunistic meeting
with Leuthner and Macdonald, Barer joined the
board and helped raise enough money to finance
a rewarding Phase 2 trial of EG-1962 in ruptured
brain aneurysm patients, launched in 2014.

“We saw remarkable results,” says Leuthner.
“Of the patients who got our medicine, 60 per-
cent were able to go back to work or take care of
themselves within 90 days — compared to less
than 1 percent historically. Almost 30 percent
said they had returned entirely to normal.” With
the impressive data, Edge went on to its first of
several VC rounds and other funding maneu-
vers as needed to keep the program growing.
Today, really in relatively quick order after only
eight years, it has a Phase 3 study with its lead
drug underway. If approved, EG-1962 could bring
a great leap forward in treating a shockingly
stealthy and devastating condition, typically in
younger people, especially women. But first, it
must take a big step of its own in the final stage
of development. @

BRIAN LEUTHNER
President and CEO

Vital Statistics

|
31

Employees

Headquarters
Berkeley Heights, NJ

O Finances

Total Raised

$208.3M

VC Rounds

2011 - $864,500 (Series A)
2012 - $3.6M (Series B)
2013 - $18M (Series C)
2014 - $16.5M (Series C-1)
2014 - $10M venture debt

financing (Hercules)
2015 - $56M (Series C-2,

led by Venrock)
2016 - $20M dual-tranche

term loan (Hercules)

IPO

$833M (net)

October 2015

O Latest Updates

July 2016:
Initiated pivotal Phase 3
NEWTON 2 study of
EG-1962 in aSAH.

September 2016:
Reported pharmacokinetic
data from EG-1962 Phase
1/2 NEWTON study
supporting potential
clinical and health
economic impact in aSAH.
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PHARMACEUTICALS ESCAPE THE KNIFE AS GOP MULLS MEDICAID REFORM
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Pharmaceuticals Escape The Knife
As GOP Mulls Medicaid Reform

JOHN MCMANUS The McManus Group

fter bracing for the worst, pharmaceutical

executives emerged from a White House

meeting with newly installed President

Donald J. Trump relatively unscathed. But
they soon concluded that his ever-roving spotlight
would be back on them in a matter of time and it was on
them to develop proposals that would reduce the cost
of drugs when patients show up at a pharmacy.

Eli Lilly CEO David Ricks later commented that the
discussion focused on consumer out-of-pocket costs,
and drug companies need to do a better job “getting
discounts through to consumers.”

Ricks’ point was affirmed when the Centers for Medicare
and Medicaid Services (CMS) issued a report revealing
PBMs (Pharmacy Business Managers) in Medicare were
reaping billions of fees in so-called direct and indirect
remuneration (DIR) arrangements from pharmacies and
drug manufacturers that did not assist patients at the time
they filled their prescriptions.

The CMS report described how these fees were col-
lected, often months after care was already delivered,
and that they had skyrocketed in recent years — rising
from $8.7 billion in 2010 to $23.6 billion in 2016, consti-
tuting about 17.2 percent of total spend in that year. CMS
observed that because beneficiaries were not accessing
the price concessions at the point of sale, they were mov-
ing through the benefit far quicker and hitting the cata-
strophic point where 95 percent of costs are covered.

Of course, retrospective rebates and pharmacy DIR fees are
not peculiar to Medicare. In the commercial market, patients
in high-deductible plans are charged list prices and do not
realize the substantial rebates that manufacturers provide
PBMs on their behalf. In Medicare, those rebates have helped
keep the Part D premium stable, rising just $2 a month
over the last six years. But policymakers are just starting to
appreciate the complexity of the drug distribution system.

REPUBLICANS MULL MEDICAID REFORM

Meanwhile, Republicans are grappling with the real-
ity that they will effectively own any replacement to
Obamacare, so they must tread carefully. This real-
ization has slowed action on “Repeal and Replace.”
Republican members are now appreciating that they
are no longer shooting blanks but must deliver a real
plan that stabilizes the disintegrating individual mar-
ketplace and provides a bridge to the millions of poor
who were enrolled in the Medicaid expansion.

Central to the Republican replace bill will be how
it addresses the Medicaid program, which now cov-
ers more than 70 million beneficiaries. Thirty-one
states took the massive federal cash infusion from
the Affordable Care Act to expand Medicaid, which
resulted in coverage of 11 million poor, non-elderly
adults. Many of those states have Republican governors
and senators who are concerned that their people may
lose coverage and the federal funds making it possible.

Policymakers are just starting to
appreciate the complexity of the drug
distribution system.

Michigan, Indiana, and Ohio are emblematic of
the complicated politics Republicans now confront.
Michigan Governor Rick Snyder, a Republican, said,
“We have over 600,000 Michiganders covered in
Healthy Michigan, and we have lots of data showing
good things going on in our state with this program.”

Vice President Pence’s home state of Indiana also
undertook a creative approach to expanding Medicaid
whose architect, Seema Verma, is Trump’s nominee to
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run CMS. In return for choice of their health coverage,
the Indiana plan required enrollees to contribute some
money to health savings accounts, then purchase their
own insurance with help from the state. The idea was to
make sure that the newly covered patients had some skin
in the game when they made their healthcare decisions.

Ohio Governor John Kasich, a well-known and highly
regarded Republican veteran who once chaired the
House Budget Committee, commented, “We strongly
recommend states be granted the flexibility to retain
the adult Medicaid expansion.” Senator Rob Portman
(R-OH), a senior member of the Finance Committee,
emerged from a closed door Republican Member meet-
ing and said, “I want to keep those people in the sys-
tem, covered in some way... whatever net savings there
are from repeal [we need] to help people get coverage
in transition.”

But the 40-member House conservative “Freedom
Caucus” issued a proclamation in mid-February that any
Obamacare repeal bill must be at least as aggressive as the
bill the House and Senate voted on in 2015, which provid-
ed no transition for newly covered Medicaid beneficiaries.

HOW TO NAVIGATE THESE COMPETING DEMANDS?
Republicans are now considering advancing a proposal
known as Per Capita Caps, under which states would
receive a lump sum per enrollee, and they would be
provided with increased flexibility to provide cover-
age. The 1990s Medicaid reform proposal authored
by then Rep. Kasich (R-OH) would have block granted
Medicaid to the states, leaving the states on the hook
if Medicaid rolls swelled because of a recession. The
Per Capita Caps proposal represents a more refined
approach that provides a fixed amount per beneficiary
that can increase or decrease depending on the number
of enrolled individuals.

However, it caps federal exposure on Medicaid spend-
ing based on a predetermined formula and leaves states
at risk if costs exceed the cap because of increases in
health costs or changes in technology that increase
per-enrollee spending. The caps would be based on four
different Medicaid populations:

» Children and mothers

» Disabled

» Elderly

» Non-elderly and non-disabled adults.

Potential savings to the federal government depend
on how the caps are allowed to grow over time. The
Congressional Budget Office (CBO) estimates that a cap
that grows by the consumer price index (CPI) would
save an astounding $583 billion over 10 years, a cap at
CPI plus 1 percent would save $374 billion over 10 years,
and congressional staff report that a cap established at

arelatively generous medical CPI index would still save
the program over $100 billion over 10 years. These sub-
stantial savings can be achieved because the Medicaid
baseline has been growing at an unsustainable, com-
pound rate of 7 percent over the past 20 years.

The proponents of a Per Capita Cap believe that states
will have greater incentive to manage their programs
if their own dollars are at stake, unlike the current
system where more state spending results in more fed-
eral resources. States are eager to wield the increased
authority the Per Capita Caps proposal would provide,
including shifting resources to more needy popula-
tions, charging beneficiaries modest copays or premi-
ums, and requiring work for certain able-bodies benefi-
ciaries — without having to ask the federal government
for a waiver.

While still in debate, the Republican plan would
reportedly gradually reduce the federal matching funds
from 90 percent to the underlying matching rate (gen-
erally between 50 percent and 80 percent, depending
on the state) over a four- to five-year period.

CBO warns that nearly three-quarters of those who
lose Medicaid coverage if states scale back the eli-
gibility parameters could become uninsured. But
Republicans like Governor Kasich argue that these
individuals could be provided better coverage under a
reformed and invigorated subsidized individual mar-
ket. The Republican plan would replace means-tested
subsidies with refundable and advanceable tax credits
that would vary by age. They argue that insurance
would be cheaper when they repeal costly insurance
mandates and flex up the rating bands that have made
insurance unaffordable to many young people.

But as the committees continue to draft the compli-
cated legislation, Democrats feel increasingly embold-
ened to oppose any plan the Republicans develop. In
an unprecedented move, Democrats boycotted even
attending the confirmation hearing of the affable and
studious Representative Tom Price, who was being con-
sidered for Secretary of Health and Human Services.
And Republicans are becoming increasingly anxious
to move the healthcare legislation so they can move
on to items more in their wheelhouse, such as tax and
immigration reform. @
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By W. Koberstein

GABRIEL BAERTSCHI
Board Chairman & CEO,
Griinenthal
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The private, European-based company widens
its base with new approaches and technologies
for treating pain and, now, related conditions.

Grunenthal's Plan
To Grow Globally &

Expand Its Pipeline

BY WAYNE KOBERSTEIN Executive Editor

f you can spot it through the dense cloud of opi-
oid-epidemic news currently emanating from the
United States, some companies are developing new
modalities for the treatment of pain. Among them,
Griinenthal is a recognized catalyst. Like other pain-
focused companies, Grinenthal has mainly pursued
innovation with “abuse-deterrent” technologies and
products for the prescription-opioid market. But now,
along with a slew of partners, the company is identifying,
studying, and targeting specific types, or “segments,” of
pain, using new therapeutic mechanisms and technolo-
gies — even developing novel, non-opioid applications
for its abuse-deterrent INTAC platform. It is also moving
beyond pain into other, “adjacent,” areas.
Headquartered in Aachen, Germany, the family-
owned, heritage company is well-known outside the
U.S. market but has been nearly invisible inside it.
Some of Griinenthal’s major products have reached U.S.
patients by means of its partnerships with companies
such as Depomed. But at this point, the company aims
to establish a visible presence in the world’s biggest
market as it grows into a more global organization. At
the same time, it is building a pipeline of new products

that would expand its therapeutic focus and produce
novel drug-device combinations for specialty areas
such as cancer-care support.

A View Of The
Entire Value Chain

Gabriel Baertschi has been board chairman and CEO of
Grunenthal only since last October, when he came to the
company after a long tenure at AstraZeneca. Even so, his
personal story seems to harmonize with a key narrative of
the company he now heads — in short, applying the art of
turning scientific discoveries into viable new medicines.
Impassioned by science, but especially excited by its
application in medicine, Baertschi felt drawn to the phar-
ma industry even in his school years. He followed his
university study of biology by joining Servier in his native
Switzerland in 1997, beginning in sales. After coming to AZ
in 1999, he led the launch of major brands and explored
the interface between the R&D and commercial functions.
Later on, as AZ’s company president, first in Germany,
then in Japan, Baertschi realized the positive results of
integrating clinical and commercial development. He sub-
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By W. Koberstein

GRUNENTHAL'S PLAN TO GROW GLOBALLY & EXPAND ITS PIPELINE

sequently applied the integration strategy when heading
a key therapeutic area for the company — gastrointestinal.
“It was good to have had sales and marketing roles,
because it gave me some insight on how you develop a
drug from A to Z,” he says. “Later in my career, having had
both commercial and R&D responsibility gave me a view
of the entire value chain from Phase 1 development to the
commercialization of products. Now as the CEO of a com-
pany driven by innovation, I know we must put together
the best science we have with the right commercializa-
tion efforts. And because it is not a huge company, we
must accomplish the task in the smartest possible way.”

A Segmented
Approach To Pain

Baertschi believes Griinenthal leads other pain-focused
companies in the depth and breadth of its R&D programs
aimed at the many facets of pain, as manifested in dozens
of conditions with unique causes and effects. “Pain is com-
plex,” he says. “We mapped out more than 100 types or
sub-segments of pain, and many of them have no solution
yet. The different approach we are taking at Griinenthal is
to go after niche segments in pain. We are not interested
in finding me-too solutions for broad-label indications.”

One example of Grinenthal’s segmented approach
to pain is its development of potential treatments for
the rare condition, complex regional pain syndrome
(CRPS), an undeniably debilitating disease also known
as reflex sympathetic dystrophy (RSD). CRPS is an
orphan disease in the United States, with less than
200,000 sufferers. “CRPS is considered more painful
than an amputation or giving birth,” says Baertschi.
“And there is no therapeutic solution yet available.” The
company has two non-opioid compounds in develop-
ment for the condition: the bisphosphonates neridro-
nate, or neridronic acid, in IV form; and zoledronate or
zoledronic acid in oral-dosage form, which Griinenthal
acquired with its purchase of Thar Pharmaceuticals in
November 2016. “Our compounds really put us in the
lead of bringing patient solutions to the CRPS space.”

It is worth hovering above the CRPS space for a
moment, just to appreciate how a chronic pain condition
can be chronically acute. “Those patients cannot take
their grandchildren in their arms because it’s too painful.
They cannot grab a glass of water. A patient explained to
me that she cannot even stand the air-conditioner flow
on her skin. Patients feel attacked the whole day, and
that’s why they also tend to develop depression and have
higher suicide rates than the general population.”

Other pain segments targeted by Griinenthal include
gout, with the approved drug Zurampic (lesinurad), a
URAT1 (urate transporter) inhibitor; long-acting local
anesthesia and post-operative pain management, with
neosaxitoxin, a natural toxin and sodium-channel
blocker; and psoriasis and psoriatric arthritis, with

EXCLUSIVE LIFE SCIENCE FEATURE

But at this point, the company
aims to establish a visible
presence in the world’s biggest
market as it grows into a more
global organization. At the same
time, it is building a pipeline of
new products that would expand
its therapeutic focus and produce
novel drug-device combinations
for specialty areas such as
cancer-care support.

candidate GRT6015, a PDE4B (phosphodiesterase 4B)
inhibitor. A pipeline chart also refers to new therapeu-
tic “options” in pain, gynecology, and CNS to be devel-
oped in regions such as Latin America.

“We tried to understand the physiology behind many
conditions, and we realized some of the pain receptors are
overexpressed in some of the organs,” says Baertschi. “One
of them is in the bladder, and we had a compound that fit
very well against that receptor but was initially developed
for a completely different condition, so it was repurposed
for bladder pain.” The candidate compound GRT6010
would be the first NOP (nociceptin opioid receptor) ago-
nist on the market and the first therapeutic for bladder
pain. It is a condition affecting a small group of patients,
he says, “But these patients have to go to the loo 30 to 40
times a day, and they cannot even sleep. There is no treat-
ment available for them. We just moved into Phase 2 with
GRT6010 to explore the effect in bladder pain, but also in
stump pain and other hypersensitivity disorders.”

Although many of Griinenthal’s development pipeline
candidates employ non-opioid mechanisms, the most
ancient of pain-relief modalities has not seen its last
days, according to Baertschi. “Opioids have a somewhat
bad reputation, but there are differences among opioids.
Some opioids do not generate addiction as much as oth-
ers; it depends on which opioid receptor you act on.”

One avenue in the company’s research line is the ORL1
(opioid-receptor-like 1) portfolio, a series of substances
which activate a pain relieving pathway lacking typi-
cal opioid side-effects. “Given their unique expression
in human tissues, these novel analgesics may serve to
treat niche indications with high unmet need and cur-
rently being without standard of care,” he says.

A North American partnership with Depomed also covers
cebranopadol, an NOP receptor and opioid peptide receptor
agonist, in development for low back pain. The two compa-
nies also have a commerecial relationship in the U.S. market
with Nucynta (tapentadol), sold elsewhere by Griinenthal
as Palexia. Depomed sells the drug in immediate and
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extended-release forms, formulating Nucynta ER with its
own long-acting, oral-delivery technology, Acuform.

Broad Franchise & Beyond
Companies that play in the pain space tend to stay in
the pain space, pretty much exclusively. But most of the
historically pain-focused companies, such as Griinenthal
and its close cousin Purdue, seem to have reached the
point of expansion beyond old boundaries. Although
Grinenthal’s plans vary somewhat between geographic
regions, new areas of research and development include
perioperative care, cancer supportive care, and focused
and specialty drugs, many combining drugs and devices.
In Europe, the company also targets movement/bone dis-
orders, neurology, and hospital-based products; in Latin
America, women’s health and the CNS areas. The com-
mon denominator, however, is still pain — the products
in all of the focus areas will be for uses “adjacent” to pain.

As with similar companies under family ownership,
the private company model gives Griinenthal the free-
dom to take a longer point of view than public compa-
nies can sustain. “You can really build value over time,”
says Baertschi. “But I would say there is no space for
waste. When it’s family money, you need to invest it
extra carefully and prudently.”

Will Griinenthal continue to expand its therapeutic
and geographic horizons, becoming more like a publi-
cally owned, diversified company in the mold of Big
Pharma? Or will the privately owned, more focused
model, where pain is the hub of related products and
services, endure as the most practical option for a com-
pany in this particularly difficult area?

There is no indication Griinenthal will morph into
a Big Pharma in anyone’s idea of a likely future. Even
large companies concentrate on selected areas, accord-
ing to their resident capabilities, Baertschi observes.
“You focus on your area of expertise. It is not easy to
acquire an area of expertise outside a field you have
been building over the years. That being said, I'm not
agnostic to building something beyond pain, and we
have started that last year by building therapeutic
fields that are adjacent to pain. You can look at pain
from a CNS point of view or an inflammatory point
of view, and the universe around pain is broader than
just treating the pain symptoms. That is why we are
building up the gout franchise and bought lesinu-
rad [Zurampic] from AstraZeneca. We are looking at
inflammation in general. Beyond gout, we have other
products for which we are also seeking partners.”

Some partnerships are taking Griinenthal even fur-
ther afield; the company is marketing Arcoxia (etori-

GRUNENTHAL INNOVATION - LATE- AND EARLY-STAGE PIPELINE
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coxib) in Europe for broad pain indications, but the
company wants to explore the drug’s potential at the
far end of neurology: Severe Parkinson’s. “Last year we
made about 39 deals, and I hope we can continue at the
same pace this year. It’s very important that we focus
on pain, but there are many conditions closely related
to pain. It’s the same doctor treating the pain syndrome
and the cause of the pain, so it makes a lot of sense to
offer a holistic solution.”

In gout, emerging science shows the condition is a
degenerative disease, not diet-related as popular myth
maintains. This knowledge opens up a new world of pos-
sibilities for treating the age-old scourge. As Griinenthal
entreats small companies with gout candidates to come
forward as potential partners, it also prepares to educate
the medical community accordingly. “We are actually
trying to change the perception of gout,” Baertschi says.
“We would look at the companies with new compounds
that could be interesting to use in one of our pain sub-
segments where we have a good understanding about
the pathway, and perhaps the molecule they have could
work. They may know the drug can work on some path-
way, but they don’t know how to develop it in pain, so we
try to be the partner of choice in the pain field.”

Geoexpansion Time

If you get the feeling Grinenthal has just stepped out
from behind a curtain, you may be excused. Truth is, the
company has been as quiet as its “private” status denotes.
Only quite recently has it sought a higher profile, espe-
cially in the United States. It would also be logical to
surmise Baertschi’s arrival only three months before the
new year was more than a coincidence with the emer-
gence. The emergence is his agenda.

“I think there is much more we can do with Grinenthal
in general,” he says. “We're a €14 billion company. Our
aim is to become a €2 billion company, and to do that we
need to expand our global footprint, be more visible in
the United States, in particular. We want to make sure we
can access the best science in the United States as well,
so one reason I'm trying to be more vocal about what
Griinenthal has to offer is to power our research. Then
we have compounds in the pipeline we would like to com-
mercialize in the U.S. market, such as the CRPS drug. We
currently don’t have our own commercial infrastructure
here in the United States, however, and we might need to
find a partner for some of our products.”

Although the company aims to become more global over
time, Baertschi describes the present state of the com-
pany as international. About half of its business and infra-
structure is in Europe, the other half, in Latin America,
with both regions growing at a healthy 15 to 20 percent,
but almost no standing in the United States, Japan, or
Asia. In North America, where the Griinenthal subsidiary
mainly operates the INTAC partnerships, the company’s

EXCLUSIVE LIFE SCIENCE FEATURE

pharma presence is through commercial partnerships
such as Depomed’s sales of Nucynta — worth about $300
million now and growing rapidly. Griinenthal partners
with Patheon in applying the INTAC platform to U.S. com-
panies. Not only does Baertschi want to see the company
grow in North America but also in Asia. “I cannot foresee
a future for Griinenthal with no partnership or commer-
cialization in Asia. There is a need for our products there.”

Grlinenthal’s European perspective may prove to be an
advantage these days as payers gain power worldwide,
and the pharma value proposition faces new tests in the
current populist ascendancy. Even in the United States,
where private payers still present the greatest chal-
lenge, public power offers more a mixed blessing than
unqualified support to the industry — a possible trade-
off of drug-price negotiation for radical deregulation.

“Whether it’s the private sector or the government
challenging us, the principles are the same,” he says.
“You need to show that your product brings new value
to society. Payers no longer want to pay for me-too
medicines. In that sense, the value model has evolved
more quickly in Europe, and also there is great science
in Europe, as in the United States.”

At the same time, Baertschi says the United States is
also a very attractive place for Griinenthal. “We want to
have more scientific presence and eventually commer-
cial presence in the United States one way or another,
either through a partnership or going it alone, depend-
ing on how our pipeline is moving.”

Another intrinsic advantage for Griinenthal in the U.S.
industry sector could be its moderate size. The simpler,
more entrepreneurial organization could make the
company especially attractive to industry talent laid
off or alienated from large companies and looking for
a new home. It might offer a kind of halfway house for
industry veterans drawn to its startup-like agility, yet
knowing it has the critical mass needed for all stages of
R&D and commercial competition. Likewise, would-be
entrepreneurs otherwise bound for the startup space
may find the same qualities attractive. Baertschi would
welcome both types to the company.

In-House Manufacturing

If there is any field where Griinenthal has a real lead, it
may be in the continuum of formulation to production
loosely called manufacturing. Though the company does
some outsourcing where it lacks specific expertise, it
maintains the capabilities needed to take compounds
all the way from the bench to the clinic, from synthesis
and formulation to full-scale production and supply.
It even makes its own API (See also “Grunenthal’s
Technology Model For The 21st Century,” Outsourced
Pharma, August 2016.)

“We really are a fully integrated company,” Baertschi
says. “It is nice to be in control of everything when

18

MARCH 2017 LIFESCIENCELEADER.COM


http://LIFESCIENCELEADER.COM

Global Pain, Patient Pain

A discussion with CEO Gabriel Baertschi about how various cultures and practitioners regard the treatment of chronic and acute pain with the
medications Griinenthal and others make available.

HOW DOES THE PAIN SPACE OR MARKET DIFFER AROUND THE WORLD?

BAERTSCHI: Pain is a global burden. Starting with the United States, pain is costing the healthcare system $560 billion a year - half of it being direct
cost; the other half, indirect cost of people being unable to work and so on. About 116 million people in the United States suffer from severe pain,
indicating the dimension of the burden, and pain is universal. It is everywhere in the world. Now, the way pain is being treated is different from
one country to another. In Japan, pain is traditionally something one should accept more than people do in the Western world, but that's changing.
Griinenthal can contribute to educating physicians and healthcare providers in Japan about the need to treat pain there, because it has a societal
impact. If you're not treating pain well, it costs money to society.

ONE OF THE DIFFICULTIES IS YOU CAN'T MEASURE SOMEBODY'S PAIN OBJECTIVELY OR PROVE THAT IT'S THERE.

Well, it's true that it's difficult, but you can measure it. There are validated scales used by regulatory authorities when you want to have a product approved.

IT'S JUST NOT USED IN DAILY PRACTICE.
Most general practitioners are not using it, but specialists do.

A PAIN PATIENT GOES IN AND TELLS A DOCTOR, ‘I HAVE PAIN,"” AND THE DOCTOR SAYS, “POINT TO YOUR PAIN LEVEL ON

THIS 10-POINT SCALE." BUT THERE'S NO WAY TO PROVE THE NUMBER IS ACCURATE, SO IT BECOMES A SUBJECTIVE MATTER.

That is why we try to help physicians describe pain precisely, because then they can also look at the right therapy for that specific pain. We did a
lot of work to actually map out these pain types and help understand what is the best drug that fits the condition. A typical neuropathic pain, for
example, has a different component from acute pain. We have a big campaign in Europe called CHANGE PAIN, which is exactly about helping physi-
cians understand the pain components and then make the right choices from a therapeutic point of view. We also did an initiative with the European
Union on the societal impact of pain in Europe. Today, very little money goes into research of pain; in the United States, it's only about one percent
of the entire research funds. And there is not always a willingness to pay for pain therapy. We have made some studies in Europe that found, for
every pound you spend in the UK on Palexia rather than other pain therapies, you save two pounds on indirect spend.

you're small because you're not dependent on the API
prices from another company. For some of our prod-
ucts, we beat the most cost-effective suppliers based in
India. We can produce it cheaper because we know the
best ways to do it. When we develop a drug, we use all
of the steps in chemistry to engineer the molecule in
the best possible way. That strengthens the resilience
of our scientists and chemists, who might be tempted
to give up more quickly on a product if they didn’t have
the know-how and persistence to do it right.”

Baertschi says in-house manufacturing also gives the
company a great deal of flexibility in packaging and
quantity adjustment for various markets. “We are just
more nimble having our own manufacturing sites. Will
it always be necessary to have as many manufactur-
ing sites as we have now? That’s something I cannot
answer today, but we will have to look at that.”

More Partnering In Future

Four late-stage drugs in the pipeline — with high medi-
cal need indications in pain segments or adjacent areas
— hold the potential to propel Griinenthal to its overall
goal of expansion in annual sales during the next few
years. Some of those may also push the company into
building a greater infrastructure in the United States
and elsewhere. Meanwhile, says Baertschi, the com-

pany will increase its presence in the scientific com-
munity and enlarge its network of external research
partners — while continuing to strengthen its commer-
cial capabilities in Latin America and Europe.

It seems natural: If we’'re going to have pain-focused
pharma companies, they will evolve and spread to all
corners of the world. If pain is global, so should be the
medical relief of pain, even if all the accompanying
issues apply: abuse, addiction, and let us not forget,
denial of treatment to many who desperately need it.
Some may call it self-interest, but Griinenthal is offering
a well-founded alternative vision of pain as a complex
set of conditions and mechanistic causes. Yet a steep
education curve lies ahead, in Baertschi’s view:

“Pain is penalized; it is regarded almost as a commod-
ity disease, and I'd like to change this perception. There
are still many pain areas that have no medical solution.
We have patient days where we invite patients suffer-
ing from all kinds of pain, and when you listen to them,
you realize there is still so much work left to do.”

Pain patients — people in unbearable and perhaps
intractable suffering — obviously hope someone is
listening. As long as such pain exists, people will look
to the medicine makers for solutions. And Griinenthal
will be one to answer the call. @
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PART 1:

n December 2016, BioBreak and Militia Hill

Ventures brought together about 100 biophar-

maceutical industry executives in Philadelphia

to discuss a rather important topic — corporate
board service. You may recall my touching on this
topic in the “Editor’s Note” in the January 2017 issue
of Life Science Leader, which caught the attention of
a number of readers. One person (a recently retired
manufacturing executive with over 30 years of indus-
try experience) wrote, “For the last eight years I have
held seats on non-profit boards, and I am now very
interested in obtaining an advisory role/board seat.”
He went on to ask my advice on how to go about
pursuing corporate board opportunities, and so we
scheduled a phone call. During our conversation I
found myself referencing the recommendations of
those executives who had served on panels during
the BioBreak event. As the wisdom seemed to reso-
nate with this reader, Life Science Leader decided to
put together a “Journey To The Boardroom” series

LIFESCIENCELEADER.COM
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of articles. In this first installment we explore how
to go about finding corporate board opportunities.
We conducted a Q&A with the following five execu-
tives: Madeline Bell, president and CEO of Children’s
Hospital of Philadelphia (CHOP) and Comcast board
member; Nance Dicciani, Ph.D., former president and
CEO of Honeywell Specialty Materials and former
member of the U.S. President’s Council of Advisors on
Science and Technology (currently on the boards of
Halliburton, LyondellBasell, Praxair, and AgroFresh);
Don Hayden, company board chairman (e.g.,
Gloucester Pharmaceuticals, Insmed, RegenX), and
company board member (e.g., Amicus Therapeutics,
WindMIL Therapeutics, Otsuka Pharmaceuticals);
Kirk Gorman, former CFO and EVP Jefferson Health
Systems and board member of several companies
(e.g., BioTelemetry); and Barbara Yanni, former head
of licensing at Merck and board member of Trevena,
Symic Biomedical, and Vaccinex.
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LIFE SCIENCE LEADER (LSL): Explain your approach
for determining on which boards to serve and why?

DON HAYDEN: In this industry, everyone knows that
more things fail than succeed, so it’s very important
to interrogate the science, as it is the essence of what
a company is built upon. The second thing I look at is
the people (i.e., the management team, and if an exist-
ing board, who and what constitutes the board). In
my experience, and in situations where I have had the
opportunity to help construct a board, the best boards
operate as communities or teams, not families. What
you want is board members with competencies and
experiences to enable the success of the company’s
management team. You want board members who can
work closely together, because often they will be doing
that at long and odd hours of the night, at times that
aren’t necessarily convenient and involving difficult
circumstances. You might join a board believing there
is an opportunity to build a company, but the real test
of a board typically comes in those difficult moments
when a program has failed, or the money’s not there,
or you have to raise money in a market where there
is little or no support. When those difficult moments
arise, you want to be on a board with a group of people
that you not only feel comfortable with but also believe
in. The third thing I look for when assessing a board
opportunity is the challenge. A question I pose to
myself is, “Will serving on this board challenge me,
and can I add value to the work, the science, or the
people who are already there?”

LSL: Some people might think serving on a nonprofit
board could be good experience for serving on a corporate
board. What are some of the differences between the two,
and what advice do you have regarding serving on either?

MADELINE BELL: It’s a very different experience serving
on each of these kinds of boards. On a nonprofit board,
you first need a passion for the mission, and you should
be aware that you are going to be expected to give time
and money. Oftentimes nonprofits don’t have the abil-

ity to hire a deep management team, so you might find
yourself “leaning in” to help in certain areas (e.g., audit
committee, governance committee). And while certain
components of nonprofit board experience can be helpful
in understanding what governance is, it is very differ-
ent from a corporate board where you typically have a
strong management team, and you are there primarily to
represent the shareholders. In a corporate board setting
you are not “leaning in” at the same level to help manage-
ment, and you are certainly not giving money. People
shouldn’t start working on a nonprofit board with the
expectation it will lead to corporate board positions.

DON HAYDEN: Though nonprofits can be a great point
of entry for gaining board context and experience, cor-
porate boards evaluating such experience might give
someone only partial credit when being considered for
a corporate board. And, that credit is usually dependent
on what you did for the nonprofit, as well as the nature
of the organization. Experience at premier nonprofits
is going to be viewed in a different light from experi-
ence at a local or regional organization. Another thing
to think about when evaluating a nonprofit board is
who else is serving on that board, as these people can
be extraordinarily valuable from a networking perspec-
tive. When considering nonprofit board opportunities,
you should have passion for what the organization
does, perhaps gain some board experience, and benefit
from networking with other board members.

LSL: What do you think boards were looking for
when you began seeking/considering corporate board
opportunities?

BARBARA YANNI: As my background is in business
development (BD), I think the board saw that as being
helpful. If you have a very small startup company, it
may not have people with expertise in business devel-
opment, licensing terms, or what to expect when try-
ing to license its technology, which is often what a
small company is interested in doing. Along with my
BD background, boards were probably attracted to
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my finance and tax law experience. This combination
meant I could be someone who could help with licens-
ing from a big picture approach but do so with a small
venture capital burn rate.

LSL: How did you come about your first corporate
board opportunity?

EXCLUSIVE LIFE SCIENCE FEATURE

KIRK GORMAN: When I worked for Universal Health
Services, I was the investor relations finance guy. As
such, I would make a dozen or so presentations a year
at large investor conferences. Being able to explain the
capital markets and M&A activity was highly valuable.
But what truly benefitted me wasn’t necessarily just
having competencies, but being in a highly visible posi-
tion where I was able to articulate and demonstrate
my capabilities. Finally, and most importantly, don’t
underestimate the importance of working for a highly
successful company. Personally, I think it’s hard to get
on a corporate board if you have a record of working
for companies that struggle. For as people look around
and think about who they want to staff their boards,
they often start with people they see within industry
who are doing well. My set of skills (i.e., strategic under-
standing of the delivery system on the service side of
the business, coupled with finance, M&A, and capital
markets experience) not only prepared me for board
service but also positioned me well for being capable
of serving as the audit committee chair (if needed).
Though one of my board opportunities came through
a recruiter, in all the other cases it was the result of
industry contacts. So while I didn’t initially cite net-
working as a skill boards are looking for, this is a skill
you need to possess.

LSL: What were some of the key connections that
facilitated your move toward future board service?

NANCE DICCIANI: There are three key connections that
helped me with securing board positions. The first board
I served on involved being recruited by the same recruiter
who helped me get one of my earlier career-changing
positions. That recruiter was looking for a board mem-
ber possessing a combination of business and technol-
ogy experience. As my background is in chemical engi-
neering and business, it was a natural fit. Whenever a
recruiter calls for advice or leads, I take the time to talk
to them, and would advise others to do the same. Even
if you aren’t interested in a particular opportunity, by
taking the time to consider whether you know someone
who might be, you build rapport with people possessing
marvelous electronic rolodexes, which is a place you
want your name to be. For eventually the conversation
moves from, “Are you interested in this job or do you
know someone?” to your being able to express interest in
finding board positions and the type you'd prefer.

The second contact that proved beneficial for me in
securing board opportunities is trade groups. It is criti-
cal for people who are in decision-making positions
about board membership to get to know you. Getting
involved in trade groups and taking on leadership posi-
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tions within them puts you in front of many c-suite
people who can recommend you to boards, board mem-
bers, and management teams.

Lastly, don’t discount the power of personal connec-
tions and networking, as these too can lead to uncover-
ing board opportunities.

What is your opinion on seeking a corporate
board opportunity while also working full time?

DON HAYDEN: During my biopharmaceutical industry
career, I was approached for a number of corporate
board opportunities which I declined. While perhaps
there are things I could have done differently, I remain
convinced that I did not have the time necessary to
serve on a board, do my job, and do both well. Since
retiring from full-time employment, I have served on a
number of boards at the same time. In my experience, it
is a substantial requirement to join a board (more so for
public than for private companies), and is a discontinu-
ous experience. Sure, you have a set of planned meet-
ings that you can build a schedule around. But the most
important work for a board is often done around a busi-
ness development opportunity where you need to have
15 board calls in a 10-week period, or when a program
crashes and you have to have 10 board meetings in two
weeks. It’s important to understand that you need to
be available when needed. If you are in a full-time role
and you want to join a public or private for-profit board
always think about why you are joining, as well. Is it a
development opportunity for the role you are currently
in, or is it something you desire to do in preparing for
something in the future? Either way, you need to make
sure you not only have your company’s approval for
taking on this board opportunity, but also that you
have the full support of senior management. For there
will be moments when you will need to ask for grace
around some of the things you will be doing. The people
I have seen benefit the most from serving on a board
while working full-time did so because they had a plan
for how board service would benefit them personally
and professionally, and they had senior-management
support.

What pre-work should a candidate do when con-
sidering if a board is the right fit?

BARBARA YANNI: For me, I'm only interested in bio-
technology board positions, because that’s my back-
ground. I approach being offered a board position the
same way I deliberate over accepting a job, with the
most important driver being whether the company

EXCLUSIVE LIFE SCIENCE FEATURE

has interesting and viable science. Now, [ am not a
scientist, but I have friends who are. So I consult with
them when considering board opportunities. A second
driver when weighing board opportunities is how I feel
about my interaction with the people. I want to meet
the other board members and the management team.
While this tends to happen rather automatically as
part of the consideration process, the length of time in
these interactions can often be very short, so be highly
attentive when having the opportunity to engage, and
take advantage of additional opportunities, if provided,
to engage as much as possible.

What advice do you have for people interested in
serving on a corporate board?

MADELINE BELL: If you want to join a public board,
expect long cycle times from the time you first hear
about a board opportunity until the time you actu-
ally join (e.g., six months to a year). There will be
background checks and many interviews for which you
should prepare. And although “fit” is important and
something you can’t necessarily prepare, you should
have an understanding of the company’s values and
history and the board members’ backgrounds.

NANCE DICCIANI: Approach joining a board the way
you would when seeking a job, because in many ways
it is. Make sure your résumé is appropriate and distinc-
tive, and be sure to highlight your key characteristics.

KIRK GORMAN: First and foremost is to be successful
in whatever it is you are doing. Second, strive to be
visible, especially among bankers and lawyers in your
industry so people can find you. I've never looked for
a board seat, but they have found me. Work for suc-
cess in your personal life and career and what you're
building.

DON HAYDEN: Develop examples of resiliency, because
your ability to be resilient will be necessary on a regular
basis when serving on a board. Your ability to work
through some really tough times and being able to
demonstrate that you enabled your group, department,
or company to come out in a better place than where
they were will be critical. Lastly, network early, often,
and broadly, because you never know where or when
the right board opportunity will turn up.

BARBARA YANNI: Serving on boards is all about net-
working and what it is you bring to the company as
a board member. Figure out what you can bring to
a board and be able to clearly articulate that when
approached for potential board opportunities.
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The Uphill Battle Of A Biotech
That Switched Its Focus

DAN SCHELL Editorial Director

When Roger Crystal, M.D., says that he understands the importance of being
“flexible” in the business of biotech, he’s not spouting typical ambiguous
CEO-speak. In his case, he’s referring to his company’s willingness to pivot,
to “pause” a path that they had invested years of time and resources to and
choose a new core objective. That’s not an easy decision to make, and its
ramifications stretched the definition of “flexible” for Crystal and his team

at Opiant Pharmaceuticals.

AN INCREASED NEED AND A NEW MARKET

In 2009, the small biopharma company was working
on developing a naloxone nasal spray for binge-eating
disorder (BED), which is America’s most common eat-
ing disorder. “The problem was — and is — a substantial
one, and there is a serious need for improved treatment,”
Crystal says. The plan was to use naloxone as a pharma-
cological therapy to block the reward from bingeing.

But during the next few years an opioid epidemic
in the U.S. continued to spiral, seemingly out of con-
trol. For instance, in 2014, an estimated 1.9 million
people had an opioid-use disorder related to prescrip-
tion pain relievers and an estimated 586,000 had an
opioid-use disorder related to heroin use, according
to the Substance Abuse and Mental Health Services
Administration. Even more disturbing was the fact that
the rate of overdose deaths involving opioids — includ-
ing prescription opioid pain relievers and heroin — had
nearly quadrupled between 1999 and 2014, according
to the U.S. Department of Health and Human Services.

“Faced with the scale of this crisis, my colleagues
[the company had three employees at this point] and
I had a choice: We could continue on the project we
had originally embarked on with BED, or we could
reassess our priorities and attempt to fill the need for a
new opioid antagonist treatment for opioid overdose,”
Crystal recalls.

At the time, injectable naloxone was already approved
for the treatment of opioid overdose, but even in the

hands of trained first responders, there was concern
because of the risk of needlestick injuries, often the need
for users to assemble the injection, and the potential
for variation of absorption depending on the patient’s
body mass. Opiant’s plan was to offer naloxone as a
simple-to-use nasal spray that initially would be for first
responders, but could be coprescribed with every opioid
painkiller prescription. “We felt there was a huge market
we could access if we could provide a safer and easier
approach to delivering the naloxone,” explains Crystal.

As a surgeon, Crystal had dealt with several overdose
patients in the ER, so he understood the importance
of delivering naloxone to a patient as quickly as pos-
sible rather than waiting for paramedics to arrive at a
scene. “Every minute’s delay in receiving naloxone can
determine whether the patient survives,” he explains.
Also, through his management consulting and industry
roles, he understood how to expand into new markets
and the value proposition a naloxone nasal spray would
offer once in the hands of patients, friends, families,
and other first responders.

To further reinforce the decision to pursue this new
drug, Opiant contacted and interacted with a lot of key
opinion leaders and experts at the National Institute on
Drug Abuse (NIDA) and harm-reduction organizations.
Ultimately the company confirmed that the market
potential was far greater than what currently existed
for the injectable. Thus, in 2012, Opiant decided to
make the switch.
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Although the company’s small size enabled it to be flex-
ible enough to shift focus, that same size hampered its
ability to quickly execute on such an ambitious new
goal. Opiant needed help, and it would get it from three
sources: the FDA, NIDA, and another specialty pharma
called Adapt Pharma.

“To an extent, we were venturing into the unknown
because there was no precedent,” Crystal recalls. “We
wanted to develop the first FDA-approved naloxone
nasal spray, so accessing investors who could appreci-
ate the market potential was challenging. If this were
another breast cancer drug, for example, then it would
have been much easier for an investor to benchmark.”

The first thing they did was hire a CMC (chemistry,
manufacturing, and controls) consultant to oversee
manufacturing and a regulatory consultant to oversee
all interaction with the FDA. During this same time
period, Crystal and his colleagues decided that having
the support of a major stakeholder would be an impor-
tant endorsement — particularly to investors — of their
new program. So, they established a clinical trial agree-
ment with NIDA in January 2013.

Representatives from NIDA also accompanied Opiant
to the initial pre-IND (investigational new drug) meet-
ing with the FDA. “We needed to get the FDA to support
our drug development plan,” Crystal says. “The FDA
‘confirmed’ that the development route was 505(b)(2),
but also agreed with our development program that
resulted in the rapid approval.” This pathway allows a
company to rely on the FDA's findings of safety and effi-
cacy for a previously approved drug — naloxone in this
case — so that the number of clinical studies required
for approval is reduced along with time to market.

NIDA was able to sponsor a clinical study of three
to four weeks duration to evaluate the pharmacoki-
netic properties of the new formulation of naloxone
in human subjects. The study confirmed that the new
novel formulation could be absorbed as quickly as
injectable naloxone. “Having that information allowed
us to explore all potential areas where a nasal spray
could be used: schools, all first responders, addicts/
needle exchange clinics, methadone clinics, etc. We
even could explore opportunities for coprescribing it
with any opioid painkiller prescription, because even
patients who don’t abuse opioids are at risk of an over-
dose and could benefit in having access to the nasal
spray at home,” explains Crystal.

The data from the clinical trial was made available
in December 2014, and the product was launched in
February 2016. “We had to wait for more stability data
on the product before the NDA could be submitted,”
he explains. “Still, that time frame was significantly
shorter than what’s typical regarding the road from
clinical studies to commercialization.”

Again, Opiant’s leaders knew the company’s small size
would require them to partner with a larger player to
bring the nasal spray to market. That’s where Adapt
Pharmaceuticals comes into the picture.

Being a small
company enabled us

to transition quickly
to our new business objective.

ROGER CRYSTAL, M.D.
CEO, Opiant Pharmaceuticals

o

“We were introduced to them by an advisor,” Crystal
says. “We needed a partner with a similarly nimble and
entrepreneurial mindset to ourselves accompanied by
deep commercial expertise in the U.S. in CNS specialty
pharma. Adapt shared our passion for the product
and has a great track record at Azur Pharma, their
previous spec pharm business that was acquired by
Jazz Pharma.” He adds that the company did have sig-
nificant interest — including a term sheet — from other
larger pharma companies, but they weren’t convinced
that those companies understood the product poten-
tial, were committed to ongoing innovation around the
product, or were willing to invest significantly in its
commercialization.

Through the licensing deal with Adapt, Opiant could
receive potential development and sales milestone pay-
ments of more than $55 million, plus up to double-
digit royalties. Today, NARCAN (naloxone HCL) Nasal
Spray is the first and only FDA-approved nasal form of
naloxone for the emergency treatment of a known or
suspected opioid overdose.

“Looking back, I am convinced making this transi-
tion was the right choice for our company,” Crystal
concludes. “Being a small company enabled us to
transition quickly to our new business objective, but
we also couldn’t have done it without the cooperation
of the FDA, NIDA, and Adapt. In the end, our flexibility
paid off.”
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Lack Of Real Estate

Prompts Life Sciences To Get Creative

ROGER HUMPHREY

Curing diseases and other groundbreaking innovations are all in a day’s work for
life sciences companies. But that innovation mindset goes well beyond the lab; it
helps industry executives find creative solutions to some of their biggest business
issues. Attracting and retaining talent is one such challenge.

he search for highly specialized talent is

why life sciences companies tend to cluster

around top research universities and why

finding facilities in the top clusters can be
very difficult. It’s no surprise that seven of the top 10
U.S. biological science programs are at graduate univer-
sities located in the top life sciences clusters of Boston,
the Bay Area, and San Diego.

In these cities, office and laboratory space opportuni-
ties can be few and far between — so a little innovation
is needed to find locations that connect talent with top
companies. The space crunch is real; across the country;,
vacancy rates remain unfathomably low in top clusters
while rents continue to climb. For example, in Boston’s
East Cambridge submarket, the average rent for office
and lab space of $70 per square foot isn’t scaring away
life sciences companies — the area has a vacancy rate
of just 0.8 percent. On the opposite coast, the Bay Area’s
North County is experiencing a 0.5 percent vacancy
rate with rent at $58 per square foot. Up-and-coming
life sciences markets, such as Denver, Seattle, and
Chicago, are seeing an uptick in leasing activities and a
growing shortage of life sciences facilities.

As detailed in JLL's 2016 Life Sciences Outlook Report,
expensive and competitive real estate markets are forc-
ing life sciences companies to explore nontraditional
real estate options to ensure innovation and produc-
tivity in their workforce. The lack of available space,
particularly in urban clusters, is driving real estate
solutions from new development to creative renova-

LARGEST CLUSTERS BY
RENTABLE LAB SPACE*
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HOW RENT AND VACANCY COMPARE IN TOP SUBMARKETS

2016 VACANCY

East Cambridge (Boston) $70.12 PSF 0.8%
North County (Bay Area) $57.84 PSF 0.5%
I-287 West (Westchester) $52.00 PSF 11.0%
Torrey Pines (San Diego) $47.40 PSF 3.3%
Lake Union (Seattle) $43.87 PSF 2.6%
CBD (Philadelphia) $28.00 PSF 1.5%

tions of existing space. Meanwhile, fierce competition
for top talent is increasing the influence of employee
needs in real estate decisions, including site selection,
infrastructure, and amenities.

MOVING TO THE SUBURBS

Thanks to high demand and low interest rates, develop-
ment of laboratory space is at an all-time high. However,
the rising cost of labor and materials has made it
increasingly expensive to develop sizable facilities, par-
ticularly the build-to-suit projects most favored by com-
panies in need of highly customized laboratory space.
With no space to be found in crowded urban clusters,
the neighboring suburbs are welcoming life sciences
companies as well as offering a similar talent pool.

Thanks to high demand & low interest

rates, development of laboratory
space is at an all-time high.

In Greater Boston, for example, life sciences tenants
have recognized the added value the suburbs provide.
In contrast to Cambridge — Boston’s life sciences epi-
center — where what little space is available may well
be in older buildings, the suburbs provide the