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URGENT - FY2019 GDUFA Fees Just

Announced... Increased by 17%

A New ANDA Holder Program Fee Approach Under GDUFA I

Fees

The ANDA Holder Program fee schedule for Fiscal Year 2019 was just published by FDA and fees increased by
17% from last year. Fees due to the FDA by October 1, 2018 are as follows:

Tier ANDAS Owned Fee
Small 1-5 $186,217
Medium 6-19 $744,867
Large 20 or more $1,862,167

This is a significant expense for many firms. Those with a modest number of ANDAs will again be paying substantial
sums for drug products they don’t currently market or that are identified as Discontinued in the Orange Book. For
a small or medium-tier company this can be a dramatic hurdle to retain the assets they worked so hard to own. And,
yes, discontinued ANDAs are still considered approved ANDAs for user fee purposes unless the approval is withdrawn.

In addition, a one-time marketing status report was required to be submitted to the FDA earlier in 2018, identifying
the submission as “MARKETING STATUS REPORT / ONE-TIME UPDATE.” While there has been no guidance as
to what happens to the ANDAs identified as “not marketed”, one scenario may be they will be either moved
to discontinued status or have their approval withdrawn.

Penalties

What is the penalty for not paying the program fee?

1) If the fee is not paid within 20 calendar days after the due date, the parent company will be placed on a
publicly available arrears list.

2) Any ANDA submitted by the applicant or its affiliates will not be received.

3) All drugs marketed pursuant to any abbreviated new drug application held by such applicant or an affiliate
of such applicant shall be deemed misbranded.

A Solution

For the second year, ANDA Repository, LLC. offers significant user fee relief and a solution for companies that
have discontinued ANDAs or drug products not currently marketed. Like with a parking lot, car owners need
space for their cars, whether in use or not. Only here, in exchange for the space (and a fee) car owners transfers
title of the car to the parking lot owner. The former car owners can, with appropriate notice, resume ownership
when they choose to use the car again. Since the parking lot owner has enough cars, this venture benefits for
all the parties involved, and the cars remain safe and secure.

In the example above, the car owner is an ANDA owner, and the parking lot owner is ANDA Repository, LLC which
charges ANDA owners an annual fee that is significantly less than the ANDA Holder Fee that the FDA charges small
or medium sized firms.

There is NO need to pay excessive fees or be forced to withdraw your valued assets
due to short-term market conditions, capacity constraints, APl supplier issues, etc.!

Alternatively, if your choice is to WITHDRAW your ANDAs, we may be interested in purchasing them!

The FY2019 GDUFA Generic Drug Applicant Program Fee
is due October 1 so please contact us soon!

Phone: +1-570-261-1901 Email: info@andarepository.com
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Specialty Supply Chain Decisions

THE DEFINITION OF A SPECIALTY MEDICATION, according to Randy Maloziec, VP of BioPharma
Relations for AmerisourceBergen’s US Bioservices, is a medication that meets at least five of the
following criteria: biotech, injectable, has a mandated FDA REMS requirement, chronic condition,
specialist initiated, special handling, a cost in excess of $6,000 a year, and a limited pharmacy or
wholesale distribution network. Now, specialty medications and specialty pharmacy are two different
things. You don't always need a specialty pharmacy to handle a specialty medication, and specialty
medications don’t always go through a pharmacy. So what is a specialty pharmacy? Maloziec told a
recent audience at CBI's Reimbursement and Access conference that no one really understands it.

ut misunderstandings aside, he said, “It’s

trendy, it’s hot, and everyone wants to

get into it.” There is a lot of activity in

the specialty pharmacy space, which in-
cludes expanding entrants from health systems
and disrupters; consolidation of existing special-
ty pharmacies; technology costs; working cap-
ital limitations; and new and evolving partner-
ships, to name a few.

Further, Maloziec outlined the medical-phar-
macy vertical integration. The large insurers,
Cigna, Aetna, UnitedHealthcare, and Blue Cross
Blue Shield, feature their own PBM—Express
Scripts, CVS Caremark, OptumRX, and Prime
Therapeutics, respectively. Then the specialty
pharmacy aspect is also listed respectively with Ac-
credo, CVS Specialty, BriovaRx, and Alliance Rx.

This issue of Pharm Exec focuses on special-
ty pharmaceuticals, not pharmacy. But in today’s
drug development environment, where orphan
designations are on the rise, more complex cell and
gene therapies continue through the pipeline, and
specialty drug spend grew 9.3% while traditional
drug spend fell 4.0% in 2017, the two are linked.
How a company decides to distribute its drug
through the supply chain requires a discussion that
most likely includes a specialty pharmacy.

In an article from Charlie Bell, a senior director
at Archbow Consulting (see page 21), he states,
“specialty pharmacy brings to mind high-touch
therapies supported by hubs, financial assistance,
free drug programs, home nursing, and dutifully
developed clinical protocols.” But, conversely, the
specialty pharmacy market is seeing more prod-
ucts on the low-end range of specialty drug pric-
es. And, he continues, “that trend is driving the
demand for specialty pharmacy program options
that accommodate lower-cost therapies.”

There is no doubt that supply chain decisions
are paramount in a product launch strategy. At
Veeva Systems Commercial Summit earlier this
year, CEOs from Otsuka and Spark Therapeutics

discussed their launch decisions (see bit.ly/2N-
nGr2c). Otsuka chose a limited launch for its
digital medicine—Abilify MyCite, co-developed
with Proteus—to learn as much as it can about
data handling implications in a challenging dis-
ease state. Spark, with its one-time gene therapy,
Luxturna, is opting for a limited centers-of-ex-
cellence model, where patients travel to the drug,
basically eliminating the need for a complex sup-
ply chain or high-touch ancillary services.

Outside of Spark and Otsuka’s limited distri-
bution choices, other game-changing therapies
require cold distribution in the supply chain,
adding to additional complexities.

How a company decides to
distribute its drug through the
supply chain requires a
discussion that most likely
includes a specialty pharmacy

Game-changing therapies aside, there con-
tinues to be a rough road for what one speaker
at the CBI conference termed the “prescription
journey map.” That is the journey from the pre-
scription to actual medication delivery to the
patient. That process should be as seamless as
possible, which leads to the many enhanced pa-
tient services pharma initiates—including hubs,
stopgap plans, rebates, prior authorization ser-
vice and more.

With the current positioning of HHS Secre-
tary Alex Azar to eliminate rebates, and put more
transparency into the drug pricing process, PBMs
and health plans appear to be the most against
this move. On one hand they want transparen-
cy from pharma, but they don’t want to provide
that same level of transparency themselves.

LISA HENDERSON

Editor-in-Chief
lisa.henderson@ubm.com
Follow Lisa on Twitter:
u @trialsonline
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Specialty Pharma

The Move to Mainstream
Michelle Maskaly, Senior Editor

While definitions for “specialty drug” vary—and distribution and
pricing/reimbursement factors remain complicated—this once-niche
treatment market may be poised to steer the future of prescription
medicine and patient care.

14

Specialty Marketing: Beyond Big Data

Julian Upton, European and Online Editor

With specialty companies getting smarter in applying their big data
insights to product marketing, the true commercial potential of
machine learning and predictive modeling may soon be within reach.

17

Price Accommodation and Access
By Charlie Bell

Can low-cost therapies succeed in the specialty pharmacy channel?
Following these steps gives manufacturers a chance.

21
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Pharm Exec speaks with CSL Limited CEO and

Managing Director Paul Perreault about the realities )
of running the global, Australian-headquartered 17th Annual Industry Audit

specialty biotech—and the new normal for Return Performance

multlna‘tlonal.s n nawgatlng the fast—encrpa(?hlng Bill Trombetta, St. Joseph’s University, Haub School of Business
era of disruptive technologies and new priorities in
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Faced with looming uncertainties triggered by the upcoming Brexit, the United
Kingdom’s life sciences sector, which constitutes one of the last big remaining
bastions of British industry, is not about to rest on its laurels.
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Episode 15: Robotics in Pharma
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robotics and artificial intelligence to enhance patient
care, what the funding landscape is in this sector,
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the forefront of this emerging technology.
bit.ly/2Pk8MqP

Episode 14: Bright Lights, Big Science

Nancy Thornberry, CEO of biotech startup Kallyope,
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Episode 13: Helming a Clinical-Stage Startup
Jeffrey Nau, CEO of Oyster Point Pharma, talks
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plethora of established in-class products, generics,
and biosimilars, acquisitions offer an exceedingly
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FDA Struggles to

Advance Biosimilars

New Action Plan aims to streamline development, but rebates

and reimbursement block market access

JILLWECHSLER is
Pharmaceutical
Executive's
Washington
Correspondent. She
can be reached at
jillwechsler/@gmail.
com

central strategy for en-
hancing access to more
affordable

for the Trump adminis-

medicines

tration, Congress, and FDA in-
volves smoothing the pathway
for the development and approv-
al of high quality biosimilars and
interchangeable biotech thera-
pies. Yet, even though FDA has
approved 12 biosimilars, only
four have come to market since
Congress authorized follow-ons
eight years ago. Those delays
cost American consumers more
than $4.5 billion in 2017, ac-
cording to a recent FDA analysis.
The main culprits are the
lengthy patent challenges and
difficult payment policies that
stymie biosimilar coverage and
prescribing. More complex test-
ing requirements put the cost of
developing a biosimilar at $100
million to $250 million per pro-
gram, much more than the $10
million involved in producing a
new generic drug. Consequently,
biosimilars come to market at
prices only 15% to 20% below
the innovator, which often is not
enough difference to drive reim-
bursement. In several speeches
over the last six months, most
recently in July at the Brookings
Institution, FDA Commissioner
Scott Gottlieb lamented the “ane-
mic” growth of the US biosimi-
lars market, blaming innovator
rebating schemes and contracting
practices for blocking less costly
therapies from patients (see
https://bit.ly/2L6u7kO).

Gottlieb also announced FDA’s
much-anticipated Biosimilars Ac-
tion Plan, which lists a range of
FDA initiatives for establishing a
more efficient review process, in-
cluding greater scientific and regu-
latory clarity for sponsors and
tools for using modern analytical
techniques (see https:/bit.
ly/2ux50Ct). Most observers found
little new in the plan, but acknowl-
edged potential benefits from ex-
panding the Purple Book to make
it more useful and from a possible
data sharing agreement with Eu-
ropean and other regulatory au-
thorities to facilitate increased use
of foreign comparators.

FDA also issued final guidance
on biosimilar labeling, and more
guidance documents are expected
on biosimilar data analysis meth-
ods, managing post-approval
changes, and demonstrating inter-
changeability with a reference
product. To encourage greater
uptake of biosimilars, FDA also
plans more education of clinicians
and patients on biosimilar safety
and efficacy to address miscon-
ceptions that foster reluctance to
prescribe and use these therapies.
Biosimilar makers also anticipate
that an efficient path for demon-
strating product interchangeabil-
ity with brands will help build
prescriber and patient confidence
in switching to the new products.

Challenging rebates

Meanwhile, FDA has set biosim-
ilar user fees for 2019 based on
an expectation that it will assess
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and approve 23 biosimilars in
the coming year, and that more
will come to market as a number
of leading biotech therapies lose
exclusivity protection. As of July
1, more than 60 biosimilar de-
velopment programs to 31 differ-
ent reference products were in
the FDA pipeline, prompting the
Center for Drug Evaluation and
Research (CDER) to establish a
new office to better integrate bi-
osimilar policy and review func-
tions to smooth the regulatory
process.

But FDA efforts to streamline
biosimilar testing and approvals
will have limited effect on the
market so long as “rebating
schemes” or “patent thickets”
continue to deter the entry of ap-
proved biosimilars, Gottlieb stat-
ed in his July speech. Brands
“thwart competition by dangling
big rebates to lock up payers in
multi-year contracts right on the
eve of biosimilar entry,” he com-
plained. And volume-based re-
bates further encourage health
plans to require prior use of a
brand before permitting access to
a biosimilar, a requirement that
the commissioner said has “no
clinical rationale.”

Gottlieb also expects FDA’s
Action Plan will support market
competition by reducing “gam-
ing” of FDA requirements, such
as using risk evaluation and mit-
igation strategies (REMS) to
prevent biosimilar makers from
obtaining reference products
needed for testing. But a main
focus is on publicizing how the
“rebate trap” permits pharmacy
benefit managers (PBMs) and
insurers to profit from the spread
between list price and the actual
rebated price for an innovator
therapy, which can amount to
hundreds of million dollars in
annual revenues for plans. @
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Paul Perreault: The Global CEOQ

Pharm Exec talks with CSL Limited’s top executive about the realities of
running the global, Australian-headquartered specialty biotech company
and sustaining a strong focus in a fast-encroaching era of disruptive
technologies and new priorities in innovation and R&D

By Julian Upton

fter graduating with a psychology degree

from the University of Central Florida, Paul

Perreault joined Wyeth-Ayerst Laboratories

as a sales rep in 1981. At that time, he says,
“I really thought I was going to retire as a sales rep.
I didn’t think about ever being a CEO; I didn’t have
this grand plan to climb the ladder.” But his subse-
quent career path saw Perreault gain experience in
a wide range of industry roles, including training,
management, marketing, operations, and finance; he
took on additional responsibilities and challenges
and pursued opportunities that came his way “even
if it did not mean a promotion.”

After 16 years at Wyeth, Perreault joined Aventis
Behring in 1997, where he held several executive
positions before rising to executive vice president,
worldwide commercial operations, with responsibil-
ity for all commercial and business development
activities globally. The Australian-based CSL Lim-
ited acquired Aventis Behring in 2004; CSL Behring
is now a global leader in the plasma protein biother-
apeutics industry. Perreault became president of CSL
Behring in 2011, and in 2013 was also appointed
CEO and managing director of CSL Limited. Earli-
er this year, The Australian Financial Review named
him 2017 CEO of the Year.

Pharm Exec sat down with Perreault to explore
his leadership style and gauge the day-to-day realities
of running a global specialty biotech company, as
well as understand how he sustains a strong focus
for CSL as new, disruptive technologies make their
presence felt in the industry.

PE: You studied psychology as an undergraduate. It
may be a cliché to say that must have been useful in
dealing with people, but how did it feature in your move
to industry?

PERREAULT: First of all, I needed to get a job. I
Paul Perreault, CEO and managing director, CSL graduated and I had bills to pay, so I started looking
Limited, at CSL Behring’s office in King of Prussia, PA. for one. I was familiar with the pharmaceutical in-
(Photo by Tom Grimes) by dustry a little and I was fortunate to get a position
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in sales with Wyeth. When people
think of psychology, they think of
putting somebody on the couch,
or mind reading or something.
But it’s really about the way peo-
ple behave and understanding
how organizations operate. So, it
was natural for me to want to un-
derstand how people are motivat-
ed and how they have different
desires and goals. And when
you’re in sales, that’s very import-
ant because a doctor is not a doc-
tor is not a doctor. They all come
from different backgrounds, dif-
ferent schools. Like patients,
they’re not all homogeneous.

I would say that psychology
helps with understanding human
behavior and how people operate.
Not that I would analyze people.
However, working in the pharma-
ceutical industry also meant that
I had to gain a broader under-
standing of the industry I was in
and hone skills outside of psychol-
ogy. [ undertook medical training
and courses at University of Flor-
ida medical school on a self-study
program, which covered pharma-
cology, biochemistry, anatomy,
physiology, medical terminology,
etc., and I completed advanced
business management training at
the Kellogg and Wharton schools
of business.

PE: How does your current role and
the culture of CSL continue to mo-
tivate you?

PERREAULT: The main motiva-
tion is the ability to impact the lives
of patients that we serve. We pro-
duce treatments for rare and seri-
ous diseases, therapies that are
important to patients, of which
many may have gone undiagnosed
for many years. I know hundreds
of patients personally. That gets
me going every day because I know
that people are depending on CSL
and the therapies we deliver.

I don’t do that alone, of course.
The organization’s 22,000 em-
ployees have a big impact on what
we do, and what I love about our
culture is that people are engaged
in that process. Obviously, you’ll
hear the commercial people who
engage with patient organizations
talking about patients, but you’ll
also hear people in finance, peo-
ple in R&D talking about pa-
tients. It’s a culture that extends
to our raw material supply, be-
cause a lot of our products are
made from human plasma and
proteins. Special donors come in
every week to donate plasma. We
connect them with patients at the
very beginning; each of our plas-
ma centers runs an Adopt-a-Pa-
tient program. Engaging with
patients permeates throughout
the entire organization. In fact,
we were patient-focused before it
was trendy. That’s the culture
that’s maintained here, and it has
to start with me. I can’t just sit
here and tell a department that
they should be patient-focused.

CSL was started over 100
years ago by the Australian gov-
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core adjacencies and synergies to
grow the organization. It was
about organic growth and doing
those things in which we have
knowledge and capabilities excep-
tionally well. We don’t engage
with M&A just for the sake of
M&A. We continue to reinvest in
the company—Dbecause I haven’t
found a whole lot better to rein-
vest in. We have done a couple of
acquisitions and some licensing
deals, but they are all in our area
of focus. I think that’s what dif-
ferentiates us. We don’t say we’re
going to build an area in oncolo-
gy, for instance, just because 50%
of R&D spend these days is in
oncology. That doesn’t mean it’s
the right place for CSL. You have
to have discipline and focus.

PE: How do you maintain that
strong focus going forward?
PERREAULT: We focus on the
capabilities or the competencies
we have. For instance, we just
moved into transplantation. But
we have current marketed prod-
ucts that have application in
transplantation. We understand

“I know hundreds of patients personally.
That gets me going every day.”

ernment as a not-for-profit agency
committed to bringing essential
medicines to the people of Aus-
tralia during World War I when
the supply chains from Europe
were cut off. That patient focus,
which was the core and founda-
tion of the company at its incep-
tion, still hasn’t changed.

When CSL privatized from the
Australian government and went
public in 1994, it was a small
company and it took an intense
amount of focus to begin the pro-
cess of globalization. But we lev-
eraged our core competencies, our

the products deeply, we under-
stand the mechanisms of action,
and we can see the applicability
in this new area. Transplant is
also an area where you don’t need
a primary care sales force of
2,000 or 3,000. We can do this
within our organization. We al-
ready have the resources and the
assets, we have the knowledge of
the therapies, and we can see how
it’s applicable to what we do.
We have at least three prod-
ucts that we think are applicable
in transplant and can really
change the treatment landscape

WWW.PHARMEXEC.COM
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FAST FOCUS

for these patients. So, when peo-
ple see us moving into a new area,
it’s because we already have ex-
pertise in that area, in the devel-
opment and manufacturing, in
the product profile, or in our abil-
ity to really add value. We’ve seen
other pharma companies go out
and spend a lot of money buying
another company. They grow it
for a year or two, then they have
to grow on top of that. Later you
see them divest, saying “It’s no

]

longer core,” which sometimes
means, “We couldn’t make it
work.” It disrupts the organiza-
tion; it doesn’t add value over the
long term. It’s really a matter of

maintaining that focus.

PE: What is the significance of CSL's
Australian origins and activities on
the way you go about your busi-
ness now?

PERREAULT: When CSL privat-
ized from the government, there
were a few things that the govern-
ment required at that time. One
was that the chair of the board
needs to be an Australian citizen.
Also, two-thirds of board mem-
bers need to be Australian citi-
zens, and the company has to re-
main listed in Australia. Because
of our expertise and our size,
we’re now the fourth-largest com-
pany on the Australian stock ex-
change by market cap.

Australia is a key part of what
we do, but it’s also a market like
the other markets we serve. We

have manufacturing in Australia,
which is part of our global supply
chain along with other plants in
China, Germany, Switzerland,
UK, and the US. The way we op-
erate is to make sure that those
plants are integrated across the
processes and across the product
portfolios as much as possible.
Australia is a key piece of that.

Australia is also our center of
excellence for research and devel-
opment. Our R&D group oper-
ates as a global function, but re-
search in Australia is really the
hub. We have hundreds of scien-
tists in Australia doing our initial
research and then they work with
teams across our other research
sites in Germany, Switzerland,
and the US. It’s kind of a hub-and-
spoke model. We have over 30
university collaborations in Aus-
tralia. If we were in Boston or San
Francisco, we’d be competing with
many others. But in Australia, we
get to have a good look at a lot of
the top science that comes around
and that’s why our research is still
based there. What comes out of
our research labs in Australia has
a big impact on what we do for
our future innovation.

PE: What would you say are the
critical skills for your role, and
how have these changed over the
course of your career?

PERREAULT: The first is to focus
on your strength and synergies
and don’t get distracted. That can

» Before being named CEO and managing director of the parent company, Paul Perreault was
president of CSL Behring, where he was responsible for overseeing operations in more than 25
countries, including major manufacturing sites in the US, Switzerland, Germany, and Australia.

» Perreault was previously chairman of the global board for the Plasma Protein Therapeutics

Association.

» CSL Limited was founded by the Australian government in 1916 and not privatized until 1994.
The company focuses on plasma therapies, recombinant proteins, gene therapy, and vaccines.
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be difficult because you get bom-
barded with so much stuff these
days. Everything is global, every-
thing’s immediate, everybody’s
chasing the next shiny object.
That focus is critical and leader-
ship really needs to maintain that.

The second thing is collabora-
tion. As a company, we have to
act both locally and globally be-
cause we are engaging with glob-
al patient communities. Our part-
nerships with patients and
advocacy organizations reach
across the globe, so collaborating
with and promoting early diagno-
sis and treatment of the condi-
tions and the diseases are critical.

The third strength is commu-
nication. A lot of companies tend
to act more internationally, 1
would say. They focus on the US
and Europe and then everything
else. We actually work globally.
Whenever we do something in
one country, we aim to under-
stand how it impacts everywhere
else. So, someone is on the bad
end of a phone call every night.
It’s one thing to be dealing be-
tween the US East Coast and Eu-
rope, or Europe and Australia, or
Australia and China; but if you’re
dealing with Australia, Asia, Eu-
rope, and the US, somebody’s
going to be up late or up early.
That’s a skillset that some orga-
nizations struggle with.

We do advise people that if
you work here and you’re on a
global team, it’s going to take
some stamina. Everybody knows
the direction of the company and
the culture and the expectations.
You have to know your priorities
and how they align with the core
adjacencies and competencies.
Then you have to execute. Execu-
tion is critical. At CSL, we work
every day like somebody’s life
depends on it, because it does.

The way things have changed
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is the focus you have to have from
an innovation and an R&D per-
spective. I can remember the
1980s and 1990s; they were very
good days in the pharma busi-
ness. But there were a lot of “me-
too” products coming out. In
today’s market, if you try to do
that, you’re not going to get reim-
bursement. You’re not going to
get access, patients won’t get ac-
cess because governments won’t
pay. You have to beef up your
skills in terms of pharmacoeco-
nomics. You have to look at how
the clinical trials are actually or-
ganized so that you get the data
that you need from a pharma-
coeconomic perspective that
shows the benefit to the patients
and to the healthcare system over
time. That’s something that we
really have to focus on as an in-
dustry to make sure that we are
making a real difference and that
innovation wins the day. If you’re
not innovating, get out of the
business, because you won’t be
here for the long term.

PE: LOOKINg to the future, how does
your vision for CSL fit into where
the industry is heading?
PERREAULT: I’'m focused right
now on 2030, and there’s a few
things that give me confidence
that we’re in pretty good shape.
There are not many companies
that have products like ours,
which are basically donated from
a human and go back into a hu-
man. We serve patients now in
over 60 countries, and that trans-
lates to a lot of people with rare
diseases, for instance, hemophilia.
We are getting closer to gene ther-
apy for hemophilia, but currently
75% of the world’s hemophilia
population is either undertreated
or not treated. There are still a lot
of patients to serve around the
globe. There is a strong demand,

especially for our largest portfolio
of products in the immunoglobu-
lin space. But I don’t have my head
in the sand, thinking that this is
going to go on forever.
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in supply chain operations as
much as the consumer sector has
already done. I don’t necessarily
want to be the first cab off the
ranks, as we say, but I also don’t
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“If you're not innovating, get out of the business,
because you won't be here for the long term.”

Our organic growth will come
from sustaining our ability to in-
vest in new therapies. We’re look-
ing at disruption, we’re looking at
new technologies. Last year, for
example, we bought California’s
Calimmune, which is developing
an ex vivo hematopoietic stem cell
(HSC) gene therapy, CAL-H, for
the treatment of sickle cell disease
and beta thalassemia. While the
first area is sickle cell, it’s a plat-
form with potential for treat-
ments for a wide range of other
rare diseases that complement
CSLs business. So instead of chas-
ing down every new and, as I said,
shiny object that comes out of,
say, CRISPR technology, or
choosing a new gene therapy, this
is more of a platform approach,
which gives us optionality.

PE: Does it get easier or harder to
look so far ahead?

PERREAULT: I think it’s going to
get harder because of the technol-
ogies around the delivery of med-
icines, and the transformation of
cells and genes. In 2030, for ex-
ample, will you still be able to be
a researcher, developer, a manu-
facturer, and seller of pharmaceu-
ticals, or is that chain going to be
disrupted somewhere? Is the
black box where all this magic
happens going to be owned by a
GE, for instance, who take the
majority of the value in the chain?

In some ways, this industry
hasn’t progressed as much as I'd
like to see. We’re not innovating

want to be the last cab off the
ranks. I want to be near the front
edge of thinking about these
things, whether it’s AI, whether
it’s blockchain, you name it.
These are things that are happen-
ing and we need to pay attention.

PE: AS you mentioned, being a
leader at CSL takes stamina. How
do your outside interests help keep
you focused?

PERREAULT: I love the outdoors.
I love the fresh air, being in na-
ture, hiking, skiing. Those are the
things I like to do. You fit these
things in as often as you can, but
these roles, at least from my expe-
rience, are pretty all-consuming.
I don’t want my job to become
who I am, though, because it can
all go away in a heartbeat. I try to
get to the gym every day. [ was at
the gym this morning for 45 min-
utes just to get the blood pumping
and get things going, because if
you don’t, it can be pretty drain-
ing. I guess ’'m fortunate that ’'m
used to it and [ don’t need as much
sleep as some other people.

I walk the halls, I do a lot of
managing by walking around. I
was on the road for more than
200 days last year. People in our
company know me. And that’s
because I feel I need to be in the
business. I need to understand
and see what’s happening. [ can’t
just sit in the office and think I
know everything. You have to be
authentic—in leadership, authen-
ticity is vital. @

JULIAN UPTON is Pharm
Exec's European and
Online Editor. He can

be reached at julian.
upton@ubm.com
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Specialty Pharma’s
Move to Mainstream

While definitions and classifications of what constitutes a specialty drug
vary—and pricing and reimbursement factors remain thorny—there is little
argument that this once-niche treatment market may be poised to steer the
future of prescription medicine and patient care

By Michelle Maskaly
sk three people how they define specialty
pharmaceuticals, and you will likely get
three similar, but slightly different answers.
“A [standard] definition of specialty drug
has yet to be adopted,” says Sheila M. Arquette,
executive director of the National Association of
Specialty Pharmacy (NASP). “The FDA, employ-
er groups, health plans, and pharmacy benefit
managers (PBMs) all have their own ways of de-
fining this drug category.”

The NASP views specialty drugs as more com-
plex than most prescription medications and used
to treat patients with serious and often life-threat-
ening conditions. Those include cancer, hepatitis
C virus, rheumatoid arthritis, HIV/AIDS, multiple
sclerosis, cystic fibrosis, organ transplantation,
human growth hormone deficiencies, hemophilia,

and other bleeding disorders. These medicines, in
some cases can be taken orally, but often must be
injected or infused and may have special adminis-
tration, storage, and delivery requirements. Many
of the injectable medications are self-administered
in the patient’s home. Infused specialty drugs are
administered in various treatment settings, such
as a patient’s home with the support of a home
healthcare professional, a doctor’s office, or hos-
pital, says Arquette.

At Cardinal Health, a distributor of specialty
pharmaceuticals, it classifies this type of therapy in
four ways. “Specialty products typically have one
or more of the following characteristics: They are
prescribed to small patient populations with rare,
complex, or chronic conditions; they may be part
of a complex treatment regimen or require ongoing
patient monitoring; they may have special shipping

Garumna/shutterstock.com
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and handling requirements, such as temperature
controls; and they are usually more expensive than
traditional pharmaceuticals,” explains Joe DePinto,
president, Cardinal Health Specialty Solutions.

A growing market

If anyone in your C-suite attended a specialty phar-
ma conference 10 years ago, they might have been
one of a handful of people in the room. But, as the
annual Asembia Specialty Pharmacy Summit in
Las Vegas earlier this year showed, this segment
has grown exponentially.

Although organizers declined to comment for
this article, the growing attendance was the head-
line of a company press release following the con-
ference, boasting that the 2018 Asembia event set
a new attendance record with over 6,500 attend-
ees, and marked the thirteenth consecutive year of
growth. It was also one of the most mentioned
observations when Pharm Exec spoke with attend-
ees, and was brought up during the general session,
where one panelist recalled there being just sever-
al hundred people on-site in the summit’s first year,
with specialty pharma a then-niche market.

What factors are behind the surge in this market?
Quite simply, it’s innovation and money, experts
point out. “This has primarily been driven by ad-
vancement of the science as well as a shift of capital
investment to address patient and market needs,”
says David Rosner, principal and digital life scienc-
es leader, Deloitte Consulting. “In addition to the
increase in the number of specialty-focused pharma-
ceutical firms, nearly all of the major big pharma
manufacturers have added specialty products to their
portfolios and consider them key to their growth.”

Randy Maloziec, vice president, biopharma
relations, at US Bioservices, a part of Amerisource-
Bergen, echoed those observations.

“Nearly every pharmaceutical manufacturer has
specialty therapies in their pipeline and it is univer-
sally accepted that the specialty marketplace will
continue to see significant growth in revenue and
overall pharmaceutical utilization,” he says. “This
growth—real and anticipated—is driving nearly
every stakeholder in the market to develop solutions
or capabilities to support these therapies. This could
be everything from an integrated delivery network
(IDN) opening its own specialty pharmacy to a pay-
er seeking new ways to manage overall spend.”

With so many companies entering the specialty
pharma space, it begs the question, is what was high-
ly specialized and rare now just becoming the norm?

Specialty Pharma s

A challenging environment

Growth is almost always followed by challenges.
“One of the biggest changes is that specialty prod-
ucts continue to become more targeted and patient
populations smaller, particularly as more gene-
based and cellular therapies come to market,” says
DePinto. “These products face unique challenges
in everything from recruiting patients into clinical
trials, to determining how to efficiently distribute
the product, to managing payer and reimbursement
issues. Not only have the products themselves be-
come more specialized, so has the approach to
distributing and commercializing them.”

“Not only have the products
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themselves become more specialized,
so has the approach to distributing

and commercializing them.”

Another key change, according to DePinto, is
the increased focus on security and traceability of
products. Through advanced technology such as
radio-frequency identification (RFID), he says it’s
now possible to ensure supply chain integrity and
to track products at every point from the manu-
facturing plant to the site of care.

That logistical part of the discussion is critical,
especially when it comes to advanced therapies
such as gene and cellular therapy.

“Managing the logistics of CAR-T therapies,
[for example], is highly complex because of their
high value, temperature sensitivity, and the precise
timing in which they must be administered to the
patient,” says DePinto. “It’s important to have a
scalable distribution network that can compliant-
ly and efficiently transport these products to sites
of care nationwide, as well as technology systems
to monitor the exact temperature of each dose of
medicine the entire time it is in transit. The net-
work also needs clear, standard operating proce-
dures (SOPs) to detail how it would handle any
potential logistics risk to the therapy.

“Because of the precise timing requirements, it
is critical for the logistics provider to communicate
with the pharmaceutical manufacturer, the site of
care, and other stakeholders, such as the patient
hub, to ensure that all parties are aligned in their
efforts to get the therapy to the patient at the right
time. Even a minor delay could impact the efficacy
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of the product and reduce the patient’s chance of
experiencing the best outcome.”

Another major challenge facing specialty phar-
ma is the shift from fee-for-service reimbursement
to a value-based care model where physicians are
reimbursed based on the quality of care and over-
all patient satisfaction.

“Under these new payment models, physicians
are rewarded for reducing the costs of care and
demonstrating improved patient outcomes,” says
DePinto. “For specialty diseases, the approach of

“It is not enough for [these] therapies
to be safe and efficacious, they must
also show they can deliver improved

outcomes at a better value.”

managing a patient across an ‘episode of care’ can
be very complex because specialty patients are of-
ten treated with multiple medications and receive
different interventions at multiple sites of care,
making it challenging to track results. For manu-
facturers of specialty medications, it is not enough
for therapies to be safe and efficacious, they must
also show they can deliver improved outcomes at
a better value.”

Adopting proactive digital health practices in a
timely manner; connecting with patients while still
staying HIPAA compliant; the volatile political
climate that impacts regulations; and perfecting
the possibly unachievable balancing act of keeping
therapies affordable while also making a profit,
were also all reoccurring themes at the 2018 Asem-
bia Specialty Pharmacy Summit.

To hear more about these and other challenges,
watch Pharm Exec’s video coverage from the event
at https://bit.ly/2vJkMLa.

Problem solvers

US Bioservices is not a newcomer when it comes
to developing solutions to the challenges of spe-
cialty pharma. For example, the company exclu-
sively dispenses a medication for a rare, inherited
muscular disorder that typically occurs in boys and
causes progressive muscular degeneration. It was
a first-to-market treatment for this condition and
was approved in other countries prior to its clear-
ance in the US. Initially, patients in North Amer-
ica could try the medicine if caregivers facilitated
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patient participation in a clinical trial or expanded
access program, explains Maloziec.

But, when the drug was approved by FDA, sud-
denly patients that were already on therapy con-
fronted questions such as if the new product would
be covered by their insurance and if there would
be medication gaps while going through the prior
authorization process. Even with coverage, pa-
tients still faced affordability and access questions.
Further, the specialists that supported the small
patient population indicated for the treatment
were specialty-naive and unfamiliar
with manufacturer-limited distribu-
tion networks and the prescription
referral and prior authorization pro-
cesses requiring patient and clinical
information.

“Working closely with the manu-
facturer, we designed a program fo-
cused on continuity of care as patient
prescriptions were transitioned and filled through
our pharmacy,” says Maloziec. “The program in-
cludes physician and practice education and a hub
model that is clinically integrated with the phar-
macy to ensure high-touch caregiver support and
integrated data back to the manufacturer.”

According to Maloziec, pharmacy experts help
secure prior authorization approvals and letters of
agreement, as well as copay and foundation assis-
tance, to expedite the start of therapy. “This is one
of many examples of our specialty pharmacy work-
ing in close partnership with the manufacturer and
other healthcare stakeholders to implement a pro-
gram that addresses the unique clinical profile of
the therapy and the specific needs of the patient
population,” he says.

Future outlook

The specialty pharma trend in the life sciences
doesn’t seem like it’s slowing down, or getting any
easier. As scientists continue to innovate and de-
velop novel therapies, the pricing, reimbursement,
and delivery conversations will continue to get
more complex.

“Specialty pharmacy will be the new pharma-
cy,” Arquette told Pharm Exec. “As more drugs
are developed and approved by the FDA as special-
ty drugs and the focus of these medications is the
treatment of diseases that have been historically
managed by small molecule therapies, specialty
drugs will be the mainstay of prescription drug
therapy.” @
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Beyond Big Data: Meeting the
Specialty Marketing Challenge

With specialty companies getting smarter in applying their big data insights
to product marketing, the true commercial potential of machine learning
and predictive modeling may soon be within reach

By Julian Upton

A s we advance to an age where almost every

new drug entering the market will be a spe-

cialty drug, the word “specialty” itself may
eventually become redundant. The theory and
practice of pharmaceutical marketing, however, is
being strongly guided and shaped by the tactical
and technological advancements brought about by
the challenges of communicating and commercial-
izing specialty treatments.

Connecting with healthcare professionals
(HCPs), care providers, and experts in multiple
therapeutic areas is facilitating a more delicate bal-
ance of technology and human insight, and how
marketers think about “traditional” patient pop-
ulations is changing dramatically. Companies are
striving to speak more effectively to individual
patients with messages that are more relevant and
personalized. In the next few years, predicts Sarah
Alwardt, vice president of health and informatics
and health and economics outcomes research at
McKesson, pharma will move to catch up with the
activities of companies like Amazon by providing
“ultra-targeted messaging” driven by predictive
modeling on big data sets.”

The further advancement of specialty pharma
marketing depends on the smart use of data. While
data has been available and accessible to pharma
for a long time, with data sets becoming far more
sophisticated, “the hard part,” says Paul Shawah,
Veeva’s senior vice president of commercial strat-
egy, is piecing the data sets together and matching
them around an HCP or care provider and, ulti-
mately, a target patient population.

Specialty companies are using a wider volume and
variety of data to optimize their route to market. In
some specialty treatments, the number of patients
that exist for certain diseases is very small, and even
in broader patient populations a drug treatment or
therapy may only be relevant to a subset of that pop-

ulation. “The trick is identifying where those patients
are and intervening at the right point in time,” Sha-
wabh told Pharm Exec. “To do that, you have to stitch
lots of different data sets together so that you can
identify patterns and then quickly shift your resourc-
es based on those patterns.”

For orphan diseases with very limited patient and
prescriber populations, “there isn’t really any room
for error,” says Remy Sukhija, senior vice president
of commercial operations, Otsuka America, Inc. “As
an industry, we are not poor when
it comes to the amount of data we
have. What we need as a next step
is to improve our ability to shift
from descriptive insights—which
tell us what happened yesterday,

4

V3 last week, last month in the mar-
Sarah Alwardt

ket or with a customer—to a di-
agnostic approach.”

Sukhija believes that data needs to inform not
only about “what happened?” but “why did it hap-
pen?” as well. “The highest value after that would
be using the data at our disposal to arrive at a
predictive state, which would allow us to make
better judgments about our resources, and to de-
liver the right information to the right customers
at the right time through their preferred channel
of communication,” he says.

Navigating the data oceans

Bringing data together, making sense of it, and
then acting on it quickly has been a process that
the industry has struggled with for a long time. But
Alwardt sees large pharma companies advancing
with their efforts in this area. Many companies are
establishing centers for data competence with their
own internal groups to focus on the big data sets,
she says, making them less dependent on external
partners or marketing consultancies. Having the
right people on hand to analyze the data is anoth-
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er longstanding challenge that Alwardt believes the
industry is starting to overcome. “I tend to think
that the people who generate the data know the
data best,” she says. “Bringing in people who re-
ally understand particular data sets can accelerate
the insight that comes from that.”

However, custom-built data warehouses can
be costly and time-consuming and outside the
reach of smaller companies. Re-
sources such as Veeva Nitro, an
industry-specific commercial
data warehouse in the cloud,
offer an alternative. Nitro is
built on Amazon Redshift—a
cloud-based, petabyte-scale data
warehouse infrastructure—to

Remy Sukhija

“ensure the highest levels of
scalability and fast-query per-
formance, even on the largest data sets,” according
to Veeva’s publicity. “It makes it easier for the
industry to bring together their data sources in a
single place in a way that’s ready for analytics and
for more sophisticated technology like artificial

»

intelligence (AI),” says Shawah, allowing “what
took companies one or two years to build previ-

ously to be done literally overnight.”

“It's now about transitioning
from big data to ‘the right data’”

Regardless of the route a company takes to pro-
cess and analyze its masses of data, one thing cer-
tain is that the data will continue to grow at an
unprecedented scale. “We used to talk about data
ponds and data lakes, now we have data oceans,”
Alwardt told Pharm Exec. “We’re far beyond even
big data. It’s now about transitioning from big data
to ‘the right data’.”

Such a transition requires a more informed un-
derstanding of the strengths and weaknesses of the
data in question. “The data itself used to be
enough. You could put it in a PowerPoint slide and
it would tell you everything about the market,”
says Alwardt. “But now you have to think about
whether the questions you’re asking of the data can
be answered in the data sets you’re looking at.”

And there are concerns such as the velocity of
the data. It’s not uncommon for a data set to be
two or three months old when it’s purchased or
received. That can make a big difference to the

SEPTEMBER 2018

questions that can be asked of it and can have ma-
jor implications if a product is new to market.
“Some data partners, such as McKesson, can give
faster data,” says Alwardt, “but it’s also about ask-
ing the right questions upfront and making sure
that whoever you’re associating with for your data
needs understands them.”

The role of the rep

In primary care marketing, says Otsuka’s Sukhija,
“a pharmaceutical product could be considered suc-
cessful if 50-60% of physicians prescribe it.” The
orphan disease space, however, requires a different
approach. There are fewer prescribers, which makes
each one extremely important. Pharma manufac-
turers in the orphan drug space need to develop a
highly targeted approach to determine the unmet
needs for each prescriber and their patients.

“Data allows us to understand the unmet med-
ical needs a prescriber is facing beyond what sales
reps understand,” says Sukhija. “Using data and
analytics properly enables the potential to educate
more effectively and help them treat their patients
with appropriate therapies.”

Smarter analysis of the data moves things beyond
the sales reps’ understanding, but rather than dilute
or even remove the human element in sales and mar-
keting interactions, the advance of technology is
likely to facilitate a further evolution of the rep’s
role. “We’ve been saying for about 5-10 years that
the sales rep model in pharma/biotech is going to
change, and to some extent it has,” says Sukhija.

Data is empowering reps with the understand-
ing of what prescribers need “so that they’re more
effective and more valued and more relevant,”
notes Sukhija. As Shawah explains, if a company
cannot present the most relevant information or
offering for a customer in a way they care about,
“it’s meaningless.” He adds: “Patients are hu-
mans, doctors are humans, providers are humans.
They like to talk. Customers may have known
reps for a long time, particularly in the specialty
markets, where they offer both professional and
personal value.”

The thinking that “all you need to do is to take
the data, bring it together, and run a machine
learning or intelligence program on it” is misguid-
ed, says Shawah. “Data still needs a lot of tuning,”
he contends. “It will still need a human to help
educate others about how it should be used.” And
there remains a need for human beings to think
about things that are not incorporated into the
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data, “such as a potential extension to a label or a
new indication, or a competitive launch that’s
about to hit the market place, or a shift in the
payer environment that the data isn’t smart enough
to know even exists yet.”

But change is happening in the rep space. Sha-
wah notes that, on the specialist side, reps are in-
creasingly required to display a new set of more
specialized and targeted skills. What customers
are demanding from a scientific information stand-
point is becoming more advanced. “Your data may
help you discern what is important to this or that
customer, but you need someone to deliver the
message who is credible and trusted,” says Shawah.
“As such, we’re certainly seeing a shift toward
more scientific engagement.”

On the orphan drugs side, for Sukhija, the field
roles in pharma/biotech need to continue to evolve
with prescribers’ needs. “Our customers’ needs go
beyond just the efficacy and safety messaging,” he
says. “For example, they are more interested in
making sure their patients can access the therapies
they’ve prescribed without unnecessary obstacles.”
To address these unmet needs, pharma and biotech
companies have a variety of field-based roles that
interact with the same prescribers, with the goal
of answering their questions and delivering a seam-
less prescribing experience for both the prescriber
and the patient.

“As this trend continues, it is difficult to see the
traditional ‘reach & frequency’ sales model remain-
ing the primary way pharmaceutical companies
interact with prescribers in the field,” says Sukhija.

Specialty Pharma
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A new frontier
Where the traditional goals of pharma were around

patient adherence and drug utilization, the com-
plexity and cost of specialized drugs has required
more of a value- and outcomes-based approach.
The shift, says Shawah, is toward “How do I get

the patient better?” rather than
“How do I get the patient to use
' ‘ my drug?” Again, technology is
Akt helping pharma become more

¢

precise about how and when a
drug should be used, and which
candidate patients are likely to

(£

have the best outcome. “By go-
ing back to the data and under-
standing the most appropriate and meaningful use

Paul Shawah

of your drug, you can start to achieve value,” he
says. An organization’s data sets were once very
siloed—for example, serving either the marketing/
commercial or the health economics and outcomes
research (HEOR) departments—but they are be-
coming more connected, and the insights being
generated can be compared to effectiveness, effi-
cacy, cost economics, and real-world outcomes.

For Shawah, this cross-functional approach—
across sales, medical, marketing, market access,
etc.—presents “the new frontier” in the commer-
cial application of Al and big data. We will start
to see more leading companies apply this ap-
proach in the next three to five years, he says.
“While AI has been around for some 60 years,
we’re still in the early stages of its impact on the
commercial process.” @
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Banking on Progress in CF

Advancements in the treatment of
cystic fibrosis (CF) in recent years
have been significant. In fact, a
quick scan of the “milestones”
page on the Cystic Fibrosis
Foundation website will show
several approvals of new therapies
by the FDA, specifically starting
around 2010.

And while that trend is
hopeful for individuals like Emily
Kramer-Golinkoff, it can get a bit
frustrating. Kramer-Golinkoff has
the rare nonsense gene mutation
of CF, and none of the approved
therapies were able to help her. That was
the case then, and is still the case now.

“Back in 2011, there were some really
exciting new therapies in the pipeline,”
says Kramer-Golinkoff, who currently has
35% lung function
and spends countless
hours a day going
through breathing
treatments. “There
were drugs that
targeted underlying
causes rather than
just treating symptoms. All these exciting

Kramer-Golinkoff

advancements were wonderful, but
because of a specific genetic mutation,
| fell into the 10% of the CF community
that, unfortunately, they were not poised
to treat.”

It's the reason why the now-thirty-
something, who received a bachelor’s
degree in communications and a master’s
in bioethics from the University of
Pennsylvania, started Emily’s Entourage
in December 2011. Emily’s Entourage is
a nonprofit organization that fast-tracks
research for new drugs and a hopeful cure
for nonsense mutations of CF.

To date, Emily’s Entourage has raised
over $3 million and led worldwide
efforts to drive high-impact research
and collaboration. One example is
the sponsorship support from Eloxx

Pharmaceuticals, a global biopharma
company focused on discovering and
developing novel drugs for the treatment
of rare and ultra-rare premature stop
codon diseases. Premature stop codons
are point mutations that disrupt protein
synthesis from messenger RNA.

by scraping a patient’s
intestinal stem cells,
and then growing them
in a petri dish to figure
out which drugs might
work in patients with rare
mutations. New drugs are
tested on custom-made
organoids in the lab, and if
the “mini organs” puff up,
it's a sign that the cells are
now correctly balancing salt
and water, a major issue
in CF.

Kramer-Golinkoff
has been donating her stem cells to
the Organoid Biobank, created by the
Netherlands-based HUB foundation, in
hopes of helping researchers. In fact,
Kramer-Golinkoff says she was the first CF
patient from the US to send her organoids
to the biobank. She encourages others

Organoids are created by scraping a patient’s
intestinal stem cells, and then growing them
in a petri dish to figure out which drugs might
work in patients with rare mutations.

Eloxx's lead product candidate, ELX-02,
is targeting CF and cyctinosis patients with
diagnosed nonsense mutations on one
or both alleles. In clinical data released
in June, ELX-02 demonstrated to restore
transmembrane conductance in and
promote forskolin-induced swelling of CF
patient organoids carrying homozygous
and compound heterozygous CFTR
nonsense mutations. The early results are
not just potentially good news for patients
like Kramer-Golinkoff, but on a personal
level, also serve as a confirmation that her
experience is making a difference in the
lives of others, she says.

Eloxx is using organoids, a new frontier
of personalized medicine, to predict drug
response in CF. Organoids are created

to donate theirs as well, to help build a
“toolbox” of cells for researchers.

“We are very excited about organoids
as a platform for testing new drugs,”
Kramer-Golinkoff told Pharm Exec.

Eloxx gets its organoids from the
HUB biobank. The donations, which are
anonymous, are a critical component to
Eloxx’s research and a potential game-
changer for CF treatment, according to
Dr. Pedro Huertas, the company’s chief
medical officer. “The use of patient
organoids from the HUB is rapidly being
adopted as a potential surrogate marker
likely to predict potential clinical benefit in
cystic fibrosis patients by industry, payers,

and regulators,” he told Pharm Exec.
— Michelle Maskaly
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The ‘Spare-No-Expense’ Alternative

How low-cost drugs can succeed in the specialty pharmacy channel

By Charlie Bell

he phrase “specialty pharmacy” brings to
mind high-touch therapies supported by

HUBs, financial assistance, free drug pro-
grams, home nursing, and dutifully developed
clinical protocols. As such, it makes sense that
manufacturers faced with launching a therapy in
the specialty space would consider including many
of the above program features in their planning.
In fact, most manufacturers begin their launch
planning with the directive to build a best-in-class
service model that fully supports the providers,
patients, and caregivers who use their product.
“Spare no expense!” they often say.

But what about therapies where “sparing no
expense” is not an option? The market is seeing
more products on the low-end range of specialty
drug prices. This trend is driving the demand for
specialty pharmacy program options that accom-
modate lower-cost therapies.

At the core of the issue is the payer reimburse-
ment mechanism. Reimbursement to specialty
pharmacies is tied to the price of the therapy, which
can result in a reimbursement that doesn’t cover
the costs to fill a prescription. Meeting the chal-
lenge of fitting lower-cost therapies into the spe-
cialty channel requires a highly organized and
cost-conscious approach to program design. Dis-
tributors, third-party logistic (3PL) providers, spe-
cialty pharmacies, clinical services, and free drug
offerings each have their own costs. To find success
in these circumstances, manufacturers must:

» Understand the value of offering a specific ser-
vice for a specific therapy.

» Eliminate overlap and unnecessary features.

» Practice smart contracting with specialty phar-
macies and other involved vendors.

Why low-cost medications end up in specialty
There are two main scenarios when a therapy is
dispensed primarily through the specialty pharma-
cy channel:

1. A manufacturer restricts the distribution chan-
nel to limit product access to those pharmacies that
offer certain capabilities. In practice, this means

specialty pharmacies—which do have the needed
capabilities—dispense the therapy.

2. Even if a drug is available to any pharmacy
willing to dispense, payers mandate the therapy
must be filled at specialty pharmacy by only cover-
ing prescriptions filled in that manner.

It should be recognized that very few manufac-
turers set out to develop and market a therapy that
would go through the specialty channel at a price
below what would reasonably support the econom-
ics of the channel. Often, the drug was designed to
compete with lower-cost medications in the retail
channel but forced into the specialty channel due
to product characteristics or unforeseen clinical
mandates.

No matter the reason, once a manufacturer is
faced with the challenge of launching a low-cost
therapy into the specialty channel, a carefully
planned approach that considers all financial driv-
ers must be developed and executed.

Smart program design for a

low-cost specialty therapy

When planning the distribution channel and sup-
port services structure for a low-cost therapy, a
manufacturer must be a cost-conscious shopper.
There can be no redundant services and each con-
tract needs to be negotiated aggressively.

Of course, negotiating too aggressively can be
counter-productive. The incentive for your vendors
to work hard on your behalf diminishes when
they’re not being properly compensated. Deep, di-
rect experience with this type of contracting is
critical when walking such a fine line.

Unlike planning for higher-cost specialty ther-
apeutics where discounts and amounts are gen-
erously rounded and redundant services between
HUB and pharmacy are common, planning for
a low-cost therapy requires that services be
mapped in great detail. Each contract should be
negotiated with a detailed understanding of spe-
cialty pharmacy, specialty distribution, and HUB
dynamics.

Continued on Page 31
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Return Performance

With less than half of companies in our latest review producing increases
in shareholder value, those that did stand out from the pack—particularly
the drugmakers who added strong showings in the most critical measure
of management performance, return on invested capital, which this year

brings a new wrinkle to the prevailing industry question: value vs. cost

By Bill Trombetta

elcome to Pharm Exec’s 17th Annual
Industry Audit. We present a unique fi-
nancial performance analysis of the top
23 publicly traded biopharmaceutical
companies based on sales revenue. The Audit fo-
cuses on a number of financial performance met-
rics, particularly critical metrics such as growth in
shareholder enterprise value, enterprise value to
sales, and return on invested capital. Regarding
the latter metric, this year the Audit is introducing
a new measure—the impact of weighted average
cost of capital (WACC). WACC adjusts return on
invested capital (ROIC) by assessing the difference

between ROIC and WACC. Another new feature
introduces the ratio of executive compensation to
median employee worker wages.

Methodology

This year’s Audit relies on secondary reported in-
formation for the 2016-2017 time period. The
metrics are also weighted reflecting their relative
importance in assessing a company’s performance.
Some metrics are more important than others. For
example, sales growth is important, but sales
growth can occur as a result of mergers and acqui-
sitions and in-licensing. So, it takes a back seat to
the crunch metric, ROIC, which measures how well
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a company is managed, including
margin management (the profit
and loss or income statement)
and asset management (use of
assets on the balance sheet).

Three metrics are included
that are not weighted: sales, gen-
eral and administrative (SGA),
or overhead; profit per employee;
and, new for this Audit, execu-
tive compensation compared to
median employee wages.

The higher a company per-
forms on a metric is reflected in
a ranking based on the number
of points it receives. The highest
placing for each metric is 23
based on the number of firms in
our Audit, and the lowest is one.
For example, if a company plac-
es 22 (second highest) on the
critical metric enterprise value to
sales (EV/S), it receives 66 points
on that metric (22 rank x weight
of 3 = 66). In another example,
if a company comes in at a rank-
ing of five (five places from the
bottom) on the metric gross mar-
gin (pricing power), its total
points would be 10 (5 ranking x
weight of 2) on that metric.

Each of the 23 company’s
points-based placement per met-
ric are totaled to arrive at an over-
all ranking to determine which of
the 23 receives the most points to
become this year’s winner.

Indices

Basic indices are the growth of
the US economy and inflation. A
company has to be able to grow
faster than the US economy:
slightly below 3% in 2016 and
higher than inflation as measured
by the Consumer Price Index
(CPI)—about 2% for 2016. Then
there are more specific indices
related to economic performance
such as the Dow Jones, Standard
& Poor’s, Nasdaq, and other
“macro” benchmarks.

Annual Sales

Johnson & Johnson 23 $76.45B $71.94 B 6.32%

Pfizer 52.55B 52.82B (0.53)
Merck & Co. 3998 B 39.50 B

GlaxoSmithKline 38.87 B 37.63B

Gilead 2614 B 30.32B (13.79)

Amgen 22.78B 22.68B

Teva 22.38B 2190B

Novo Nordisk 16.94 B 16.61 B

Shire 15.16 B 11.40B 39.38
————

Mylan 11.91B 1112 B
————

Valeant 8.72B 9.67 B (9.82)
————

Endo 3.47B 4.01B (13.51)
————
Table 1

Sales growth
Table 1 above shows sales in US

companies. But that’s easier
said than done for companies

dollars along with sales growth
for 2016-2017. It is good to
grow, especially organically,
compared to just acquiring

at absolutely high sales levels,
such as Johnson & Johnson,
Novartis, and Roche. The post-
er firm for growth is Amazon.

Audit Data Sources & Table Key

() Denotes loss
B = Billions of US$
M = Millions of US$

Figures are rounded up where appropriate

Sources: FactSet; EvaluatePharma; New York Times; Wall Street Journal; Business Week; Fortune;

Forbes. Financial data are found primarily through FactSet, which was accessed in April 2018 for the

2016-2017 full-year time period.
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Enterprise Value

P t

rics, e.g., corporate responsibil-
ity; sustainability; the best plac-
es for women and minorities to
work; etc, but our focus is finan-

Abbvie 23 $210.0 B $133.2B 50.30%
cial performance.
____ EV is the sum of 4 company’s
Novartis 23558 212.08 10.80 market capitalization; then add
____ in debt and subtract a firm’s debt
AstraZeneca 9718 B 88.75B after adjusting for cash and oth-
Lilly P P is tbe market value of an organi-
zation. At present, two firms are
____ fighting it out for the highest
Pfizer 235.5B 227.2B company value on earth: Apple
e S T S i
Biogen 62.5B 64.80 B 3.7) ly eclipsing $1 trillion in market
cap and Amazon approaching
____ that milestone.
Valeant 30.64 B 33.60B 01 Table 2 shows that the phar-
____ ma with the highest EV is J&]
Roche 209.20 B 234.50 B (10.6) at $359 billion, with an average
o e wmemesma mebmdon o
The company that grew its EV
Merck & Co. 162.30 B 191.60 B (11.7) the most is AbbVie, with a
____ 50.3% growth rate. To put that
Regeneron 33.90B 40.83 B (17.5) in perspective, the average EV
Allergan 78.0B 105.0 B (25.7) $118 billion, vs. $105 billion

Celgene

69.61B

103.30 B (47.8)

Table 2

Amazon’s profits pale in com-
parison to their competitors,
such as Walmart, but its enter-
prise value (EV), or market cap,
is the envy of its peers, less
stellar sales growth, notwith-
standing.

The average dollar sales for
our pharma 23 was $26.87 bil-
lion in 2017, vs. $25.90 billion
in 2016, a growth rate of 3.7%.
That rate outpaced the US econ-
omy and inflation and the For-
tune 500. Five companies’ sales
decreased last year.

Assuming Shire is categorized
as a biotech, given its thrust to-
ward orphan diseases, biotechs’

growth rates exceeded the pack,
with Shire, Regeneron, Celgene,
and AbbVie at the top. For the
so-called big pharma,
GlaxoSmithKline, Lilly, Bris-
tol-Myers Squibb, and J&J set
the pace.

The sales growth winner for
generics was Mylan, followed by
Teva, and then with a negative
growth rate, Endo.

Enterprise or shareholder
value and growth

This is the first of the three
crunch metrics. EV/sales and
ROIC are the others. There are
other worthy performance met-

for 2016, a growth rate of
12.3%. Only nine firms on our
list increased shareholder val-
ue, while 14 experienced de-
creasing EV. Novo Nordisk
comes in at number two with
an impressive 17% EV growth
rate, but AbbVie’s rate was
three times greater.

Our 23 pharmas’ average
shareholder value of 12.3%
compares to other indices as fol-
lows:

» 28.2% Nasdaq Composite

» 25.1% Dow Jones Industrial
Average

»20.0% S&P 500 Healthcare

» 19.0% S&P 500

These indices performed
better in 2017 compared to
2016, but the bleak EV show-
ing for the majority of our 23
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Enterprise Value to Sales

EV/S EV/S

Gross Margin

Compan Gross Margin | Gross Margin
pany 2017 2016

Novo Nordisk 23 714 5.52 Celgene 93.80% 92.50%
(Regeneron 22 677 789 ___
Celgene 21 6.48 8.8 Novo Nordisk 21 83.69 84.17
Abbvie 20 643 508 Gled 20 870 85
Biogen 19 6.33 6.16 Amgen 19 82.14 81.70
Amgen 18 523 460 Astrazencca 18 8160 7580
Allergan 17 5.18 6.51 Biogen 17 78.04 82.28
Johnsongonson 6 51 433 AbbVe % 7590 7730
Bristol-Myers Squibb 15 4.85 5.03 Lilly 15 73.50 73.40
Pfzer 4 458 420 GrisobMyersSqubb 14 7280 7461
AstraZeneca 13 4.35 3.90 Valeant 13 70.79 45.38
Nowerts 12 434 402 Roche 12 7026 7038
Lilly " 4.31 4.02 Pfizer 1 69.95 69.80
‘Merck&Co. 10 424 43 Merk&Co. 10 6854 6677
Shire 9 4.21 716 Johnson & Johnson 9 67.20 69.90
Glead 8 4l 502 saofi 8 6680 6307
Roche 7 413 4.23 GlaxoSmithKline 7 65.70 66.10
veleant 6 395 682 Novats 6 6503 638
Endo 5 3.21 5.32 Shire 5] 55.82 55.01
Myen 4 3man T 4 4836 AU
Sanofi 3 273 3.14 Allergan 3 40.43 42.90
Glaxosmithine 2 Mylan 2 0w 4289
Teva 1 ?T Endo 1 36.21 34.30
Average (Average  7300%  672.09%
Table 3 -_ Table 4

»

pharmas suffered in compari- ue

stocks—those stocks for

mas’ decreasing EV/S. At the top

son the past year. Other than
Novo Nordisk and Gilead, big
pharma performed better than
biotech. The three generic com-
panies came in negatively, with
Mylan experiencing the least
loss.

Enterprise value to sales

EV and EV growth are very im-
portant performance metrics.
EV to sales supplements that
metric by assessing which firms
are still climbing, vs. companies
whose best performance is be-
hind them, via so-called “val-

widow and orphan drugs that,
if not growing in value, still pay
noteworthy dividends.

Table 3 lists EV to sales. The
average EV/S for 2017 is 4.60, a
decrease from 2016’s 5.00, shad-
owing the drop in EV growth.
Compared to the Fortune 500,
our 23 pharmas’ EV/S numbers
are higher. Plugging in the For-
tune 500’s market cap to sales,
an approximation for EV/S,
shows the figure for 2017 at 1.68,
vs. 1.55 for 2016; but the Fortune
500 numbers increased over the
year, in contrast to our 23 phar-

is Novo Nordisk, increasing from
2016’s 5.52 to 7.14. Similar to
Table 2, only nine companies in-
creased their EV/S ratios; the
higher the ratio, the more likeli-
hood the firm’s performance is
going to get better. The top six
performers are biotechs, although
Regeneron and Celgene went
backwards.

Of the big pharmas, J&]J, Pfiz-
er, AstraZeneca, Novartis, and
Lilly showed respectable num-
bers. Endo’s EV/S was the highest
among the generics, followed by
Mylan and Teva, respectively.
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Sales to Assets

Gilead 23 54.80% Novo Nordisk 23 112 118
(NovoNordisk 22 4320 Regenern 22 075 077
Amgen 21 42.00 Roche 21 0.69 0.66
‘Bogen 20 4010 BrstobWyerssqubb 20 062 059
AbbVie 19 37.00 Lilly 19 0.55 0.57
‘Regeneron 18 3540 Glaosmithkine 18 052 050
Johnson & Johnson 17 33.00 Johnson & Johnson 17 0.51 0.52
‘Roche 16 2830 sogn 16 047 048
Pfizer 15 27.50 Merck & Co. 15 0.44 0.40
Brstokwyerssquibb 14 2700 Celgene 14 044 04
Lilly 13 26.60 Gilead 13 0.41 0.56
(Celgene 12 2480 Abbvie 12 041 043
Shire " 22.40 Valeant " 0.4 0.21
Merck&Co. 10 2000 Nowrs 10 0¥ 036
GlaxosmithKline 9 18.90 AstraZeneca 9 0.36 0.37
Nowerts 8 870 Tew 8 03 030
Teva 7 17.50 Mylan 7 0.34 0.39
samofi 6 e samofi 6 03 033
Endo 5 14.10 Pfizer 5 0.31 0.31
Myan 4 130 Amgen 4 029 030
Astra Zeneca ) 11.50 Endo 3] 0.27 0.24
valeant 2 620 she 2 RO
Allergan 1 (1.8) Allergan 1 ? 0.11
(Average 2510 Average - oso
Table 5 Table 6 -

Gross margin

Yes, there is net-net and list
price vs. net price, but at the end
of the day, there is gross mar-
gin, which is tantamount to
markup. As Warren Buffet
would call it, “the moat around
your castle.”

Gross margin is total revenue
minus cost of goods sold from
the income statement. This is
quintessential margin manage-
ment: how price is managed
while simultaneously managing
operating costs to produce net
income. The higher the gross
margin is, the more a firm is able

to cover operating expenses, in-
cluding SGA. Table 4 (see page
25) shows Celgene at the top,
with a nose-bleed gross margin
of 93.80%, increasing from
2016. The biotechs rule pricing
as they have ever since the first
PE Industry Audit in September
2002. According to The Wall
Street Jourmal’s William
Galston, between 1980 and
2016, US firms have increased
markups by 42%; for biotechs,
the markup growth has been
419%.

For the big pharmas, Lilly
ranked at the top in gross mar-

gin, followed by BMS, Roche,
Pfizer, Merck & Co., and J&]J.
The average gross margin for
2017 was 73%, up from 67.09%
the year before. Nine companies
grew their gross margins.

For the generics, Teva’s mar-
gin was highest, followed by
Mylan and Endo, but of the
three, Endo was the only one to
increase its output in this metric.
The biggest increase in gross
margin goes to Valeant, whose
figure went from 45.38% in
2016 to 70.79% a year later,
within stalking distance of bio-
tech Biogen’s margin of 78.04%.
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Return on Invested Capital

Weighted average cost

Net Profit
to Employee

Novo Nordisk 23 80.20% 7.54%
Roche 21 207 453 Novartis  $403,867
AbbVie 19 1370 8.22 (Celgene  $393372
Celgene 17 1363 671 Pfizer  $236208
Glaxosmithkline 15 10.22 4.7 ‘shire  $184582
Shire 13 840 7381 ‘Amgen  $95140
sanofi 1 506 5.42 BristolMyers Squibh  $42,439
Merck & Co. o 399 6.03 Johnson & Jofnson  $9.701
data available.
Mylan 7 2.55 6.03
Lilly 5 (0.93) 1.96 priced, over-the-counter prod-
PAGTEETI NG N ucrs. The biggest increase gocs
Endo 3 (12.60) 3.38 to Lilly at 20%.
Tea oz @en agz o Aerlesosi oo ok
the highest in operating income,
Valeant 1 NA NA followed by Endo, which saw its
PAverage N IS a0 SSE  numbers increase by more than
Table 7 20%, and Mylan.

Operating income
Staying with margin manage-
ment, Table 5 (see facing page)
shows operating income, or
profit to sales. Again, the high-
er gross margin is, the more that
contributes to improving oper-
ating income. Operating income
consists of total revenues minus
cost of goods sold and minus
operating expenses related to a
firm’s typical business. It ex-
cludes one-time gains and loss-
es, dividend income, and inter-
est income.

At the top in this metric is
Gilead at 54.8%, a drop from

60.7% in 2016. Still, most com-
panies would envy that number,
which for the majority of firms
would be their gross margin, not
net income. The average operat-
ing income for 2017 was 25.1%,
a slight drop from 25.9% in
2016. Only five companies saw
their operating incomes increase
for the year. Not surprisingly,
given their staggering gross mar-
gins, the biotechs reside at the
top of the operating income
pack. The big pharmas are led
by J&J at 33%, 30% above av-
erage, but no mean feat given its
large sales volume from lower-

Sales to assets

Gross margin and operating in-
come have to do with margin
management; sales to assets has
to with asset management. If a
firm is at $70 billion in sales, it
won’t be doubling revenue any-
time soon. If the company has
also curtailed SGA and dis-
posed of assets, it won’t be cut-
ting operating expenses in half
anytime soon either. Then it
turns to asset management to do
a better job making use of, not
necessarily owning, assets.
When you multiply profit to
sales (operating income) by
sales to assets (asset manage-
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General & Administrative
Expenses to Sales

GA E/S 2017 | GA E/S 2016

Endo 22.01% 22.96%

Gilead 2793 24.83

Shire 33.47 37.93

Amgen 37.01 39.50

AbbVie 38.28 3912

Roche 41.41 40.34

Allergan 42.22 47.46

Sanofi 44.30 4313

GlaxoSmithKline 46.87 41.81

Merck & Co. 48.53 39.60
uy o s sa

Regeneron 56865 64.30
(Celgene 970 526

AstraZeneca 70.12 60.29
Average 4248 4247
Table 9

ment), you get a far more important measure:
return on assets. A firm can have a relatively low
profit margin with a relatively high sales-to-assets
ratio that will result in a better performance in
terms of ROIC. For example, Regeneron’s profit
margin is lower than J&]J’s; but its sales to assets
is considerably higher, so its ROIC is higher than
J&J’s.

Asseen in Table 6 (see page 26), Novo Nordisk’s
sales-to-assets ratio is 1.12. For every dollar invest-
ed in assets, Novo Nordisk gets back $1.12 in rev-
enue. Conversely, Allergan’s ratio is 0.13. For every
$1 invested in assets, the company gets back only
13 cents. Novo Nordisk is substantially more pro-
ductive in managing its assets.

One would expect the generics to lead the pack
here, but that is not the case. Teva, Mylan, and

PHARMACEUTICAL EXECUTIVE SEPTEMBER 2018

Executive to
Employee Wages

CEO Comp/
Regeneron 529 /1 12
Allergan 393/1 13
Pfizer 313/1 6
Endo 171 /1 14
AbbVie 144 /1 1
Amgen 127 /1 10
Gilead 94 /1 5
Celgene 62 /1 15

Table 10. Note: Data was not available for the eight-non-Us-
based companies.

Endo’s sales-to-assets ratios come in at 0.35, 0.34,
and 0.27, respectively.

Return on invested capital

Now we come to the mother of all metrics: ROIC.
ROIC is net income left over to shareholders as a
percent of debt and common stock. According to
longtime organizational consultant Mark Van
Clieaf in The New York Times, the best measure
of business performance is ROIC—how much is
a company generating on its capital investments,
plant and equipment, minus the cost of that cap-
ital, debt, or equity? Combine this with our new
Audit addition, weighted average cost of capital
(WACC). Management should be providing value
that exceeds its cost of capital, Van Clieaf con-
tends. For example, two companies can have an
ROIC of 10%; but company 1 has a WACC of
12% while company 2 has a WACC of 7%. The
first firm is destroying shareholder value while the
second is creating shareholder value.

Prior to the mid-1980s, the conventional wisdom
was that debt had a cost (the rate paid for borrow-
ing), but issuing stock was free. But what if the peer
groups a company competes with have a higher
ROIC? Even though the firm shows a profit, it is
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destroying shareholder value if its
profit is below its peers’ average.
What return could an investor
get by investing in a company of
equal risk? This was the brain-
storm of Stern Stewart, a consult-
ing firm based in New York City.

My source for WACC relies on
three years of income statements
and balance sheets to arrive at a
company’s WACC percentage.

Table 7 (see page 27) shows
Novo Nordisk far out in front
with an ROIC of 80%. Second
place goes to Pfizer, at 21.76%.
For the generics, Mylan is the
only one with a positive ROIC,
at 2.55%, with negative numbers
for both Endo and Teva.

To avoid overstating the im-
pact of ROIC, we use the ROIC
number to come up with the
rankings on this metric. But the
inclusion of WACC in Table 7
tells an interesting story. The
greater the difference between
ROIC and WACC, the greater the
return to shareholders. And,
again, Pfizer has an ROIC of
21.76% but a WACC of only
4.48%. With the exception of
Pfizer, the biotechs dominate the
creation of shareholder value. Ten
companies had higher WACCs
than ROICs, resulting in loss of
shareholder value for those firms.

Net profit per employee

This metric, presented in Table
8 (see page 27), is not weighted
in the rankings. But it is interest-
ing to show how profitable the
pharma sector is. Of our 23
pharmas, Gilead produces the
most profit per employee, at
$462,800 per employee. That is
quite a drop from 2016’s $1.5
million total, but not bad com-
pared to Apple’s profit per em-
ployee in the same range. Only
14 companies had net profit per
employee data available.

And the Winner is...

m

Novo Nordisk 348

Regeneron

Celgene

Pfizer

Gilead

Roche

AstraZeneca

GlaxoSmithKline 185

Merck & Co. 166

Mylan 125

Valeant

Endo 52
Table 11

Selling, general and
administrative expenses

to sales

SGA is another metric that does
not impact the rankings. None-
theless, it is still important be-
cause the expenses in this catego-
ry are necessary to run an
organization and constitute rou-
tine spend such as rent, salaries,
advertising, marketing, legal, and
more. Laying off and firing work-
ers costs money in severance be-
fore it begins to pay off. It’s also
important to keep in mind that
this is a one-year comparison. A
firm can be making investments
in advertising, training its sales
force, etc., and that will pay div-

idends down the road. One swal-
low does not a season make.
For example, according to a
recent article in Fortune, Costco’s
SGA is 10% compared to
Walmart’s 20%. That partly en-
ables Costco to operate on a
markup of 11% to Walmart’s
24%. Opportunities exist to cut
advertising costs by being more
efficient with agencies and re-
vamping supply chains. Also,
SGA can increase, but it is the goal
for sales growth to grow faster,
thereby lowering the SGA-to-sales
ratio. Ballooning overhead leaves
a firm inefficient and less produc-
tive than it otherwise could be.
Table 9 (see facing page)
shows the generics are lean and
mean on this metric, with Gilead
the third lowest of our 23 phar-
mas. The average SGA for 2017
was 42.48% of sales, vs. 42.47%
for 2016. GSK, Merck, and As-
traZeneca had the biggest year-
to-year increases in SGA to sales.
And, again, this may have much
to do with new product launches
and investment in sales training
and education. AstraZeneca’s
SGA/sales is the highest, at
70.12%. If AstraZeneca were
able to lower SGA/sales to the
42.48% average, this would add
about $5 billion to retained
earnings or to invest in R&D.

Executive compensation to
median employee wages

As mentioned, this measure is
new for this year’s Audit. From
a larger societal perspective, we
are seeing, globally, an increase
in the top 1% of income com-
pared to the average worker. The
Gini coefficient measures this
increasing wealth distribution
disparity. A score of 1.0 reflects
high income inequality; a score
of zero reflects no inequality.
The lower the Gini coefficient,
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the more equal the distribution

of wealth; the higher the score
and closer to 1.0, the rich get
richer and the middle class and
the poor get poorer. The Scandi-
navian countries tend to hit more
equitable distributions of wealth.
Mexico and South Africa are
among the highest scores, re-
flecting very unequal differences
in wealth, with the US moving
more in that direction.
Analogously, there is a similar
interest emerging in the differ-
ence between executive compen-
sation and the median wages of
workers. This year, for the first
time, thanks to the Dodd-Frank
Wall Street Reform and Consum-
er Protection Act, companies are
disclosing what their CEOs make
vs. the median wages of their em-
ployees. Recent research from
two academics reveals that the
average CEO/median worker pay
ration has soared from 30 to 1 to
more than 300 to 1 over the last

40 years. According to The Wall
Street Journal’s Patrick Thomas,
the median CEO pay in 2017 for
25 biotech, pharma, and life sci-
ences CEOs was $16.08 million,
above the overall median of
$12.1 million for all S&P 500
companies.

Recently, The New York
Times published the Equilar 200
Highest-Paid CEO rankings.
Equilar is an executive compen-
sation consulting firm. Table 10
(see page 28) shows the rankings
for 15 US-based pharma firms;
no executive compensation was
available for the eight-non-US-
based companies. The high-
est-paid CEOs aren’t necessarily
associated with outstanding fi-
nancial performance. The high-
est ratio was Regeneron, at 529
to 1; the company came in 12th
out of the 15 US-based biophar-
ma firms in our Audit in terms
of EV growth. Celgene had the
lowest ratio, at 62 to 1; the com-

pany also generated the lowest
growth in EV. The organization
with the highest growth in EV
was AbbVie, at 50.3%, while its
CEO had a compensation/work-
er ratio of 144 to 1, which
ranked 9th.

Final tally

Table 11 (see page 29) reveals the
winner of this year’s Audit:
Novo Nordisk. AbbVie comes in
second, followed by Regeneron,
Biogen, and Celgene rounding
out the top five. We are in good
company recognizing Novo Nor-
disk’s performance. Evaluate-
Pharma, in its World Preview
2018, also lauds Novo Nordisk
on its investment in R&D and
M&As, along with its focused
strategy resulting in superior re-
turn on investment. BMS, Pfizer,
J&J, and Lilly lead the big phar-
mas in point totals in our Audit.
Mylan beats out Teva and Endo
for the generics honor. @
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Continued from Page 21

Distribution channel

There are a number of combinations of 3PL pro-
viders, wholesalers, and distributors that a manu-
facturer could employ to get finished goods into
specialty pharmacies. As a general rule, the fewer,
the better. The first question to be addressed is
whether the drug will be limited to specialty phar-
macies or if it will also be available to retail and
pharmacy benefit manager (PBM) mail order phar-
macies. If the therapy will be limited to just special-
ty pharmacies, then a combination of a 3PL and
one or more specialty distributors will suffice. If it
is the latter, a manufacturer will need to consider
one or more large wholesalers.

It’s an important question because if a manufac-
turer does not need distribution to retail pharmacies
nationwide, there is no reason to pay for that level
of service. By using a 3PL, a manufacturer can
achieve significant cost savings by selling directly
to specialty pharmacies and further utilizing one or
more specialty distributors to sell to hospitals and
other institutions as needed.

Specialty pharmacy network

When determining the size of a specialty pharma-
cy network, the primary consideration is the size
of the patent population for the therapy. Analysis
of specialty pharmacy contracts reveals that the
fewer specialty pharmacies in the network, the
better the pricing a manufacturer can obtain. Lim-
iting distribution allows specialty pharmacies to
have greater volume and also greater negotiating
power with payers related to reimbursement. Spe-
cialty pharmacies pass these financial benefits
along to manufacturers in exchange for inclusion
in limited networks.

Based on this financial dynamic, a specialty phar-
macy network should include as few specialty phar-
macies as reasonable based on the patient popula-
tion. The argument against limiting the number of
specialty pharmacies in a manufacturer network is
based on payer coverage. A health insurer will have
its own specialty pharmacy network—sometimes
with just one specialty pharmacy. If a referral for a
specialty therapy goes to a pharmacy that is not in
the health insurer’s network, there will be some
delay for that patient to receive their drug.

Generally, the more patients a specialty pharmacy
can serve without any out-of-network hurdles, the
more efficiently and cost-effectively they can serve the
providers and patients using a manufacturer’s therapy.

Specialty Pharma s
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There are hidden financial forces
that can subvert the commercial

success of these products

When negotiating a contract for a low-cost spe-
cialty therapy, it is critical to have a detailed under-
standing of the core services offered by each spe-
cialty pharmacy being considered. Knowing what
the specialty pharmacy will provide as a core service
informs the contracting process and eliminates the
mistake of paying for a service that might be offered
for free and guides the smart design of any addi-
tional services required. Additional services need to
be carefully considered; if they are not necessary,
then a manufacturer should avoid them for low-cost
therapies.

HUB services

Many traditional specialty therapies employ what
are commonly referred to as HUB services. These
are financial, clinical, and other support services
provided to patients and caregivers by a third par-
ty that is separate from the specialty pharmacy—
though some HUB service providers share common
ownership with specialty pharmacies. No matter
the ownership structure, these services should al-
ways be operationally and contractually separated
from the services a specialty pharmacy or distrib-
utor will provide.

HUBs typically charge manufacturers on either
a full-time equivalent (FTE) or a transactional ba-
sis. Either way, each service the HUB provides will
end up costing the manufacturer. Because many of
the core services at specialty pharmacies are per-
formed at no additional expense to the manufac-
turer, with lower-cost specialty products it is espe-
cially important to ensure that the HUB does not
duplicate these services. In general, a HUB is a
luxury for low-cost specialty therapies and the ser-
vices provided by the HUB should be minimal or
potentially even eliminated in the interest of man-
aging costs.

Low-cost therapies can be successfully dispensed
in the specialty pharmacy channel. However, there
are hidden financial forces that can subvert the com-
mercial success of these products. It is vitally im-
portant to understand the fundamental complexities
that need to be overcome in order to not only fa-
cilitate the availability of a therapy in the specialty
channel but also ensure financial success. @

CHARLIEBELL is a
Senior Director at
Archbow Consulting
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HEALTHCARE

LIFE SCIENCES

REVIEW

UK

Britain’s GBP 64 billion (USD 83 billion) life science market has long ranked proudly as one of the most alluring pharma prospects within Europe not
just courtesy of a very decent 3.3 percent growth rate, but also because of the country’s heavyweight medical science infrastructure and a well-honed
reputation for elite innovation.

“I think one of the tremendous advantages we enjoy here in Britain is that we possess three world-leading assets: our iconic National Health Service
(NHS), a thriving life sciences ecosystem, and a formidable academic research base. Each one is recognized as a world-beater in its own right,” resolutely
declares parliamentary under secretary of state for health Lord 0’Shaughnessy. “And, so long as we can bring this triad of actors together in concert, we
can establish a truly extraordinary and highly-optimized public health scenario,” he adds.

Meanwhile the sector’s value to the national economy stands uncontested. “I consider it absolutely no exaggeration to say that the life sciences sector
constitutes one of the last big remaining bastions of British industry. Many of the other traditional heavyweight industries have been gradually hollowed
out and relocated to other parts of the globe, but with life sciences, the hub remains staunchly implanted within the UK,” remarks Terry 0’'Regan, Biogen
vice president and managing director of the UK and Irish affiliates.

Yet the overarching vibe is hardly one of a local industry content to rest on its laurels. “With the NHS celebrating its 70th anniversary, a fiercely
ambitious and forward-looking Life Sciences Industrial Strategy (LSIS) entering into force; and a historic opportunity to take our sector global with the
advent of Brexit, these are profoundly exciting times for anyone involved in the British pharmaceutical or biotech community,” muses Mike Thompson,
CEO of the Association of the British Pharmaceutical Industry (ABPI).
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HEALTHCARE & LIFE SCIENCES REVIEW UNITED KINGDOM

ENDURING APPEAL

The UK’s perpetual attraction for multinational pharma thus tran-
scends matters of market dynamics, notwithstanding resilient con-
sumer demand and the country’s 66.5 million-strong population,
and also reflects its defining characteristics as a fertile ground for
drug discovery and trendsetting. “The UK is an important country
for Gilead, not just because of its size as an attractive pharmaceuti-
cal market, but because of the power of the UK to shape and influ-
ence trends across the world. The UK has
a tremendous science base and a thorough
understanding of how to value healthcare
innovation. This makes us uniquely posi-
tioned from a global perspective,” concedes
Hilary Hutton-Squire the company’s gener-
al manager covering the British Isles.
Indeed, a number of acclaimed insti-

tutions stand out for their pioneering and
Lord O’Shaughnessy,
parliamentary under
secretary of state
for health

ground-breaking spirit. For instance, Brit-
ain’s national genome apparatus is busy
sequencing some 100,000 whole genomes

from NHS patients with rare diseases, and
their families, as well as from patients with
common cancers. “My expectation is that
we will ultimately be credited with creat-
ing a dataset of de-identified whole genome
sequences matched with clinical data at a
scale absolutely unprecedented in the en-
tire world.... simply no-one other than the

British is operating at scale in a real health
system yet,” reveals Sir John Chisholm, ex-

Simon Stevens,
CEO, NHS

ecutive chair of Genomics England.

Then there are certain therapeutic nich-
es in which the UK is blazing new trails, while the uniquely central-
ized structure of the NHS helps to secure sufficient critical mass to

SPECIAL SPONSORED SECTION

build up hubs of expertise. “For conditions like neurodegenerative
disease, Britain’s Institute of Neurology is generally regarded as a
global pioneer and this stems partly from the clinical structure of
our country. Due to the way our NHS is organized, anyone afflicted
with a rare neurological disease in the southern half of the country
is referred to this particular hospital which has been invaluable in
enabling us to ramp up our knowledge base,” points out John Har-
dy, professor of neuroscience at University College London.

Nor can one overlook the UK’s distinctive enabling ecosystem
for biotechs. Not only does Britain possess the so-called ‘Gold-
en Triangle’ — the third largest technology cluster in the world
outside Silicon Valley and Boston — but no less than three of the
world’s top ten leading universities. “All in all, Britain offers a
pretty compelling proposition for life sciences entrepreneurs and
researchers wanting to operate at the bleeding edge of new drug
discovery. If we consider funding, the UK has consistently ranked
as the most active country for biotech capitalization in Europe,”
ventures Steve Bates, CEO of the Biolndustry Association (BIA).

PUTTING DOWN DEEP ROOTS

Given this context, it is perhaps little wonder that many multina-
tionals have developed extensive R&D footprints on the ground.
“Amongst J&J’s 5,000 UK employees, approximately 1,000 are
dedicated to Janssen, with some 500 active in R&D-related func-
tions rendering us the largest single foreign investor in life sciences
in the UK. Moreover, the J&J Innovation Centre based in Lon-
don constitutes our European hub and is one of only four global
research centres responsible for identifying and accelerating early
stage external innovation by establishing unique collaborations,”
details Janssen’s Mark Hicken.

Amgen meanwhile maintains a 300-strong local R&D team,
which coordinates clinical trials across Europe that account for
over 60 percent of the company’s total world volume. “This
work plays a significant role in advancing our innovation and
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securing European approvals for our medicines. Many of our
UK R&D team hold global and international roles and contrib-
ute to Amgen’s global R&D strategy. I know that Amgen has
always recognized the value of the UK in providing access to
world class science talent and now that I have had a chance to
work alongside them, I can see why,” exclaims newly appointed
vice president and general manager, Chris Fox.

Then there is Roche, which invests more than half a billion
pounds in early R&D in the UK annually. “I think there are two
reasons why Roche has been committed to the UK. Firstly, there
is great talent here, we are able to attract and retain the best staff.
Our people are ultimately what make us a great company. Sec-
ondly, the UK has some of the world’s greatest institutions across
science and clinical medicine and it is great to be able to access
that expertise,” explains its country manager, Richard Erwin.

What’s more, the investments continue to flood in. Ipsen, an
ambitious French mid-cap player that has globally been con-
verting a classic business model into a commercial powerhouse
and efficient launch machine in oncology, has been deepening
its UK R&D presence. “Our British operations nowadays con-
stitute one of three strategic focal points for the company glob-
ally, and encompass an R&D facility on the outskirts of Ox-
ford, commercial capabilities in Slough and a manufacturing
site in Wales that generates our neuroscience drug Dysport®
for global distribution... All in all, this is a pretty substantial
commitment with about 600 employees, and 200 patents filed
from our R&D site,” recounts Ewan McDowall, general man-
ager of Ipsen UK & Ireland from July 2014 to June 2018.

“Qur strategy is consciously to leverage the UK’s status as a
global life sciences epicentre looked up to by the rest of the world,
by mobilizing great partnerships with academia and thought lead-
ers and through making full use of the opportunity to attract top
talent,” he adds.

HEALTHCARE & LIFE SCIENCES REVIEW UNITED KINGDOM

Mike Thompson, chief executive, ABPI; Steve Bates, CEO, BIA;
Sir John Chisholm, executive chair, Genomics England

LSIS: BLUEPRINT FOR THE FUTURE?

Ever-attentive to the need to preserve and extend the UK’s competi-

tive leadership, in August 2017, the British government unveiled its
Life Sciences Industrial Strategy (LSIS) — the product of a compre-
hensive, independent cross-sector review into the long-term future
of the industry led by Sir John Bell — the recommendations of which
were subsequently codified with a far-reaching “Sector Deal” be-
tween industry and the state.

Alongside calls for an increase in con-
ventional research funding, initiatives to
boost home-grown pharma manufactur-
ing and a target of importing an addition-
al 2,000 discovery scientists from around
the globe to work in domestic laborato-
ries, the LSIS has raised eyebrows for
proposing to set up a Health Advanced

Research Programme (HARP) to invest
Ewan McDowall,

general manager,
Ipsen UK & Ireland
(July 2014-June
2018)

many hundreds of millions of pounds in
high-risk, high-reward “moonshot” proj-
ects. The aim would be to “create two to
three entirely novel industries over the
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next ten years” around emerging disciplines such as the deploy-
ment of artificial intelligence (Al) and virtual reality to transform
pathology and imaging.

“Essentially we are seeking to emulate the Americans who
have proven to be very good at this... They perform the research
and deploy that as a way to then dominate an entire sector. They
have already done it very effectively with satellites and GPS and
managed to generate many multiples of what was initially invest-
ed,” reasons Bell.

“I really believe in the LSIS. I think it is something the
UK is capable of delivering and should be a clear priority for
the industry and government. We have long been strong ad-
vocates of seeing accelerated strategies implemented in the
British approach to the life sciences,” declares Bryan Morton,
executive chairman and founder of EUSA Pharma, a speciali-
ty drug developer focused on oncology and rare diseases.

He believes that the LSIS can go a long way towards help-
ing Britain realize its full life sciences potential. “Firstly, I
hope these initiatives will inspire a public market that is more
receptive to, and understanding of health technologies, and
secondly that they will improve its speed of translating great
ideas from the academic field into robust commercial oppor-
tunities. Previously, British industry has created dynamic

HEALTHCARE & LIFE SCIENCES REVIEW UNITED KINGDOM

Laurent Abuaf, country president UK marketing company, Astra
Zeneca; Terry O’Regan, vice president and managing director UK
and Ireland, Biogen; Hilary Hutton-Squire, general manager UK and
Ireland, Gilead

companies only to subsequently sell them on to big American
corporations. This is something I believe can change so long
as we can construct several British healthcare companies with
significant size and value. In order to do that, we have to do
a better job not only at mentoring British entrepreneurs to be
more global, but also to improve funding with experienced,
focused investors,” he muses.

Some actors have voiced concern, however, about the proper
financing and implementation of the proposals and will not have
been reassured by a House of Lords Science and Technology
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Select Committee hearing in April which
judged the government’s execution of the
LSIS to so far be “both incoherent and
inadequate.”

Roche’s Richard Erwin is forthright
about tempering expectations. “We are

moving in the right direction. I am con-
Richard Erwin, vinced it is hugely important that gov-
general manager,

Roche Products Ltd

ernment listens when British business
points out what has to be improved.
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We are in need of a committed plan, and the LSIS was a
start, but it is just a start.” Gilead’s Hilary Hutton-Squire
agrees, noting that “The government has done a lot of work
to understand how to position the UK as a hub for the life
sciences industry, and the LSIS is a great output of this. It
now needs to be implemented.”

THE NHS: PRIDE OF THE NATION

Many commentators are quick to point out the linkages
between Britain’s enduring leadership in life sciences and
the existence of as remarkable and exclusive an institution
as the National Health Service (NHS). “Within the UK,
the NHS is a source of immense national pride and for a
very good reason... unlike equivalent apparatuses in Ger-
many or France, genuinely free healthcare is administered
to all citizens from cradle to grave without anyone ever
receiving a doctor’s bill in the post,” enthuses AstraZene-
ca’s Laurent Abuaf.

Moreover, “when you consider that the UK boasts quite
a unique ecosystem — a N'HS that is universal and free at the
point of delivery, thus one of the most advanced and compre-
hensive health data sets —it is hardly surprising that the UK has
achieved worldwide acclaim for its innovation in early phase
drug discovery,” points out Biogen’s Terry O’Regan.

Indeed, according to Sir John Chisholm, it is absolutely
no coincidence that the UK ranks as the only market world-
wide to date with a working genomics structure. “The initial
premise behind establishing Genomics England was that we
possess something in this country that frankly does not exist
anywhere else: a single payer market and a nationwide, ful-
ly publicly-funded healthcare system that attends to citizens’
health needs over the entirety of their lifespan... The strong
advantage of working in this country is the extraordinarily
strong coherence emanating from the commanding heights and
pervading the entire apparatus,” he exclaims.

“Because we remain one NHS, our health system is sin-
gularly placed to become the most advanced health system in
the world — one where technology addresses the user need —
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making care better for patients, but just
as importantly making life better for
staff,” agrees newly appointed secre-
tary of state for health and social care,
Matthew Hancock.

The advent of Al-based diagnos-
tics is perhaps a case in point. “NHS

patient records can be seen to be es-
Chris Fox, vice
president and
general manager UK
and Ireland, Amgen

pecially suited for driving the devel-
opment of powerful algorithms that
could transform healthcare,” muses
Sir John Bell. “Considerable value
lies in the datasets used to train algo-

rithms on tasks ranging from speech
recognition to diagnosing disease. As
the world’s largest publicly funded
health service, the NHS finds itself
blessed with one of the most compre-
hensive health datasets in existence.

\\

Chris Stirling,
chairman and
partner of global life
sciences practice,
KPMG

Akin to what Google is doing in oth-
er sectors, Britain actually possesses
an equivalent unique position in the
health space,” he exclaims.

SPECIAL SPONSORED SECTION

CHAMPION OR IMPEDIMENT?

The LSIS, of course, assigns the NHS a role as lead protagonist
and primary vehicle for materializing the UK’s ambition as a
world leader in life sciences. “We require the NHS to be embrac-
ing new technologies that come through the R&D base here; not
just adopting innovation initially, but actually harnessing it in
full and mainstreaming it,” posits under-secretary of state, Lord
O’Shaughnessy. However, many analysts remain sceptical that
the institution can ever really become a proper agent of change.
A longstanding and commonly voiced refrain has been that
Britain’s healthcare apparatus is too underfunded and stressed
to shoulder such an onerous task. “The NHS appears to be very
fatigued. When you talk to people who work there and sit across
from healthcare professionals at any level, you get a sense that it
is very labour-intensive for them to deliver care to patients. The
cost constraints and what they need to spend their time on makes
daily business very tricky. They are working for a good cause but
finding it rather difficult to bring that value to fruition. We try to
be sensitive to that and offer solutions which will ease some of that
strain where possible,” candidly observes Amgen’s Chris Fox.
Fortuitously, the recent announcement of the British govern-
ment that the NHS will be receiving an extra GBP 20 billion (USD
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26 billion) a year in real-terms funding (once inflation is taken into
account) by 2024, representing an average increase of 3.4 percent
every year on the GBP 114 billion (USD 148 billion) budget for the
next five years, goes a long way to alleviating the worries relating
to the institution being too undercapitalized to deliver on its ob-
jectives. In the words of Simon Stevens, the institution’s CEO: “As
the NHS turns 70, we can now face the next five years with re-
newed certainty. This multi-year settlement provides the funding
we need to shape a long-term plan for key improvements in critical
services and the execution of our vital function.”

Nonetheless structural hurdles still abound and there are
many indicators that an organization that was conceived in the
post-war, welfare state period is struggling to keep up with the
times. While many of contemporary society’s daily activities are
now conducted online - from shopping to socialising - the NHS
remains heavily reliant on older, often obsolete, technologies
with the service infamous for its status as the biggest purchaser
of pagers, fax machines and stamps in the world!

“The UK is in a truly amazing position and second only to the
US in terms of science and technology; however, we are still wait-
ing to see whether the NHS is serious about championing innova-
tion... in order for companies to continue to see incentive to invest,
I think there has to be a vision of sorts. The NHS has to visualise

HEALTHCARE & LIFE SCIENCES REVIEW UNITED KINGDOM

that healthcare will look very different in five years’ time and act
accordingly. We can already see that younger generations are eager
to adopt new ways of accessing care, and many initiatives are un-
der way, but the NHS is a 70-year old structure and henceforth in-
trinsically resistant to change,” shrewdly concludes Chris Stirling,
chairman and partner of KPMG’s global life sciences practice.

NHS-INDUSTRY COLLABORATION

This is, however, precisely an area in which industry can assist.
Already, medtech companies are working hand in hand with the
NHS to introduce state-of-the-art diagnostic devices and recon-
ceptualise care pathways with a view to rendering healthcare
provision more effective and sustainable. “J&] has established
a partnership with Bart’s Hospital to run their orthopaedic
department. Medtronic, meanwhile, have managed to strike
a similar deal in cardiology at Hammersmith Hospital, while
Leica and Philips have been participating in the establishment
of a centre for digital pathology harnessing Al capabilities. The
state’s ambition is to apply the same sort of methodologies to the
relationship with pharma companies at a moment when drug
developers are demanding a deeper level of interaction than hith-
erto the case,” notes Lord O’Shaughnessy.
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Indeed, examples of this nature are also becoming increas-
ingly widespread. Santen, for instance, has been collaborating
to rationalize eyecare. “In some parts of the UK, we are already
working in tandem with the NHS to modify treatment path-
ways. We aim to avoid referring to hospitals people with mild
conditions, but require GPs, optometrists and pharmacists to be
more confident in assessing conditions,” recounts general man-
ager, Craig Wallace.

SPECIAL SPONSORED SECTION

Mylan, meanwhile, has been delivering up compelling value
propositions from its generics portfolio which help free up suffi-
cient finances for the NHS to afford cutting-edge, latest generation
treatments such as costly, but effective CAR-T cancer therapies.
“We strongly believe that Mylan is well positioned to be a solution
provider and partner to the NHS. The launch of our generic ver-
sion of Seretide® for asthma patients three years ago is an example
of savings generated to the system. Today, it is generating between
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GBP ten and 12 million (USD 12.7 and 15.3 million) in savings to
the NHS, just by providing patients with another treatment option
with the same molecule,” explains the company’s managing direc-
tor, Jean-Yves Brault. “Every generic we introduce in the market
provides healthcare professionals with a new option and creates
more access for patients while taking off pressure on NHS’ bud-
get management. That is how we believe we can be perceived as a
solution provider to the challenge of healthcare... The recent intro-
duction of our Glatiramer Acetate 40mg/ml is yet another example
of Mylan’s contribution to improving access for patients, providing
more treatment options for healthcare professionals and helping
the NHS optimise the available funds,” he adds.

INNOVATION: SLOW ON THE UPTAKE

While the UK has firmly established itself as a global power in
basic science and research, when it comes to actually bringing

state of the art technologies to the domestic market, the path is
strewn with hurdles.

As AstraZeneca’s Laurent Abuaf points out, “the UK has what
it takes to be a global life sciences leader, from a scientific capital
perspective, from an infrastructure perspective and, more recent-
ly, from a political intention perspective — but this political inten-
tion needs to transform into real decision-making.” Lord Philip
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Hunt of the Labour opposition describes improving uptake of in-
novation as “the one issue above all else that I would tackle as a
Health Minister ... We know that we are a little bit slow to adopt
new ideas, despite the fact we are brilliant at developing them.”

Making an international comparison, Roche’s Richard Er-
win laments that, “for many, the UK market is seen as one of
the most challenging in healthcare. Not in terms of sheer size,
such as the US or China, but in terms of market access and
uptake of innovative new products. In Germany, for example,
access is often rapidly granted, and uptake of innovative break-
through products guaranteed; however, the UK ranks low in
international comparisons for access to new medicines. Some-
times, even when access is granted, uptake can be slow.”

Terry O’Regan of Biogen — the manufacturers of Spinraza,
an innovative treatment for spinal muscular atrophy — points
out that despite an expanded access program for the drug be-
ing implemented, patients still struggled to receive it. He recalls
how “despite the provision of free drugs; infrastructure and
capacity challenges still needed to be overcome before patients
could receive them. It was, quite frankly, seriously heart-break-
ing to hear that a breakthrough therapy with the potential to
fundamentally change the course of disease was not immedi-
ately available, but, resolution was found, and many children
are now being treated through this program.”

Pioneer in Rare Diseases

Sobi is an international
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MSD’s managing director, Louise Hou-
son, believes that industry needs to partner
more with authorities to counter this slow
uptake of innovation. She posits that, “for
the UK to remain a very attractive market
in post-Brexit times, we have to ensure rap-
id uptake. I believe the solution lies in part-

nerships. The aforementioned challenges
Louise Houson,
managing director
UK and Ireland,
MSD

concern the industry, as well as the NHS,
NICE and the Department of Health and
Social Care (DH). We have a responsibility
to partner to overcome the current afford-
ability challenge faced by the NHS to work
towards a more flexible system with rapid
uptake at its core.”

AstraZeneca’s Abuaf strikes a similar
chord: “we have to figure out, as an in-
dustry and together with academia and
officials, how we can strike the perfect
balance between ensuring that the best

innovation reaches patients in an afford-

Haseeb Ahmad,
country president,
Novartis

able manner and encouraging innova-
tion on the other side. There is no easy
answer, but I see that the foundation for
discussion is here in the UK and that ulti-
mately, everybody has the health of patients on their mind. This
will lead all of us to make the right decisions moving forward.”

PRICING: AT THE LIMIT!

The main obstacle facing pharmaceutical companies operating in
the UK is, however, the country’s pricing structures. Neil Dugda-
le, vice president and general manager of UK and Ireland at Sobi,
opines, “prices in the UK market have been driven down signifi-
cantly over recent years. While this is a good thing for taxpayers

SPECIAL SPONSORED SECTION

and should mean greater access to innovative medicines for pa-
tients, it has a sum of negative repercussions. First and foremost, we
have to ask ourselves, how long is such a system with constant price
cuts sustainable? The looming threat is that, at some point, compa-
nies will have to make the decision not to launch highly innovative
products in the UK, because it does not make sense financially.”

Otsuka’s Stewart Pearce agrees on the difficulties of navigat-
ing the UK’s pricing structures. “It is hard to get through NICE
without drafting out confidential discount schemes,” he notes.
“As a reference market, we display a gross price, visible to other
markets, in addition to the net price required for NICE negotia-
tions. To us, the barriers we have to surmount to bring a product
to the UK are hence twofold as we need to consider reimburse-
ment just as much as the impacts our pricing in the UK will have
on other markets we want to launch in.”

Roche’s Richard Erwin is even more pessimistic. He asks, “we
do ask how a country like the UK can justify having some of the
lowest thresholds for ICER (incremental cost-effectiveness ratio)
amongst developed nations. As a British citizen, I find this unac-
ceptable; the value the UK places on a year of life gained is one of
the lowest in the developed world.” Erwin continues, “the current
ICER thresholds are challenging to navigate. In some cases, we
have offered free access to our medicines, but this just is not a sus-
tainable business model.” AstraZeneca’s Abuaf adds that, “NICE
cost-effectiveness thresholds are some of the lowest in Europe and
have not changed since 1999, despite inflation, which can be chal-
lenging when trying to bring innovative medicines in the UK.”

Gilead’s Hilary Hutton-Squire pinpoints the main discrepan-
cy in pricing thusly: “Today, I see an issue arise because there
should be a difference between the areas where it is easiest for
procurement bodies to drive down costs, and the areas where
we value innovation the most,” she moots. “However, we often
see that the areas where it is easiest to drive down costs are the
areas where we value innovation the most, in new medicines and
innovations. As opposed to medicines that have been around for
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a long time, they are medicines in highly specialized areas and
often one-off treatments as opposed to chronic treatments.”

PRICING WOES FOR RARE DISEASES

For rare disease specialists, the situation is particularly difficult.
Biogen’s Terry O’Regan outlines the alarming figures: “Of the
143 rare disease therapies approved within the EU, a mere 68
were available on the NHS in 2016. Equally concerning is the
fact that it takes on average two and a half years for approvals
to be attained.” Sobi’s Neil Dugdale adds, “within NICE, there
is a ‘one-size-fits-all’ approach to treatment appraisal, as it was
designed to analyse the cost-effectiveness of products treating
thousands of patients. In rare diseases, however, we see patients
gaining access to treatments — treatments that could either cure
or extend their life substantially with a good quality of life — sig-
nificantly later than in most other developed economies.”
Dugdale elucidates that, “in rare diseases, patients have to wait
an average of five years to get a diagnosis and many of these patients
are children. These families with sick children have been stressed
and traumatised for an average of five years. Some are then told
that there is either no diagnosis or that there is a diagnosis but that
no treatment exists. The best case is a diagnosis and a treatment.
However, with the current appraisal process, the treatment might
be delayed significantly compared to other developed economies;
my fear is that some may never reach the market if an agreement
cannot be reached with the NHS. Furthermore, a company may
decide to prioritise supply to countries that do not insist on the low
prices demanded by the NHS. The situation where a family has
to go through the extreme stress of non-diagnosis, to the relief of
a diagnosis and a suitable existing treatment, to then learn that it
is not yet available in the UK, is just not acceptable for a top five
global economy, considering its science base and global leadership.”
O’Regan does, however, see signs of positive change in terms
of the authorities’ attitudes to rare diseases. “NICE and NHS

HEALTHCARE & LIFE SCIENCES REVIEW UNITED KINGDOM

England responded favorably to our re-
quest to sit around the table and decide on
a workable solution in the interests of pa-
tients,” he notes. “The fruit of these discus-
sions was a common agreement on how to

move forward. The critical issue now is to
A » prevent any clock stoppages along the way.
] — I am, however, genuinely optimistic about

how everything is panning out. We are wit-

Neil Dugdale, vice
president and
general manager UK
and Ireland, Sobi

nessing an unprecedented degree of flexibil-
ity being shown by the authorities and that,
in itself, appears to herald a new dawn.”
Dugdale is, though, less optimistic,
gloomily opining that “the challenge we
encounter in the UK is that often the focus
is on cost reduction and not innovation
and not a free choice for healthcare profes-
sionals to utilise all treatments for the ben-
efit of their patients. Recently, in Ireland’s
assessment of haemophilia treatments, a

Bryan Morton CBE,
executive chairman
& founder, EUSA
Pharma

large proportion of the criteria considered
for reimbursement were clinical outcomes.
In the UK, 85 percent of criteria for the
haemophilia A tender process were based
on cost alone with no weighting at all for
innovation or patient outcomes. Therefore, the majority of the
people in the UK living with haemophilia A continue to be treat-
ed with conventional factor replacement products that have not
changed significantly for 20 years.”

GENERICS: RACE TO THE BOTTOM?

The UK has the highest percentage of generics penetration in
Europe, at 86 percent. However, this does not naturally make
the British market a playground for generics companies; indeed,
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as Tim de Gavre, country head of Sandoz, sums up, the UK mar-
ket can be categorized as, “highest penetration, lowest prices,
lots of competition.” Otsuka’s Stewart Pearce is even blunter:
“Sometimes, the UK really feels like it is a race to the bottom
once generics come in,” he sighs.

Because of this, many generics companies are attempting to
diversify into higher margin areas in order to remain profit-
able. Ben Ellis of Lupin explains that, “we have about 30 prod-
ucts in our UK portfolio, implying that we have reduced our
product range significantly as we are trying to get away from
‘vanilla generics,” where there is very little margin at all in the
UK.” Mylan’s Jean-Yves Brault documents how, “several gener-
ic companies remain pure generic players, others, like Mylan
have ventured into diversification, and some have walked down
the path even further. I see biosimilars as being tomorrow’s big

game changer and those companies that will count biosimilars
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within their portfolio will most likely benefit from it.”

As a counterpoint, Thomas Broeer of Indian generics spe-
cialist Aurobindo, does not feel that pricing pressures for pure
generics are too severe in the UK. He proffers, “the high rate
of genericization in the UK market means that brand loyalty in
the generic sector is less impactful; the importance is, therefore,
competitiveness and ensuring the possibility of supplying the
market sustainably. For Aurobindo, the UK operates as a lev-
el-playing field in which our cost-leadership and vertically inte-
grated structure are given the opportunity to shine. Pricing is not
necessarily aggressive if you take into consideration all aspects
of a market structure before entry.”

SURVIVAL STRATEGIES

This backdrop of slow uptake of innovation and difficult pricing
structures has pushed companies to develop a wide mix of coun-
try-specific strategies. As Haseeb Ahmad of Novartis astutely
notes, “this is a market where you need to be able to transform
and perform at the same time. It takes individuals that can mas-
ter agility and organizations with the ability to pivot rapidly to
succeed here.”

For Otsuka, this means sagacious product selection. “Otsuka
has a smart strategy: it will never bring to market a ‘me too’ prod-
uct,” explains Stewart Pearce. “Aligned with our global mission
of truly improving healthcare, we focus on complex products in
areas of high unmet medical needs. By bringing products through
our pipeline that are truly innovative and
very specific, you have of course better
chances of success.”

Lundbeck has chosen to focus on sec-
ond and third-line treatments, rather than
the crowded first-line treatment market.
Thomas Bo Bjorn Klee, managing direc-
tor UK and Ireland, clarifies: “I looked at
Jean-Yves Brault, our market potential and the challenges

country manager,
Mylan

we faced. For example, in depression, first
line treatments are now mostly generic

and so we are looking at entering the mar-

ket with either second and third line treat-
ments. Similarly, generics are dominating the first line treatment of
schizophrenia. Our biggest challenge was to translate our global
strategy — showing the essence of the new Lundbeck — into a local
strategy; one that focuses on offering second and third line options
that make a difference to patients while responding to the finan-
cial pressures within the NHS.”

Other companies have adopted even more unconventional
business models. Clinigen, in the words of its CEO Shaun Chilton,
“expands and extends the true value of a pharma or biotech part-
ner’s product’s lifecycle. Our uniqueness stems from our ability to
manage different commercial and access situations for our partners.
Whether these companies want to retain rights but improve access,
divest or license their products to us, we find a solution nonetheless.
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We see it as our responsibility to ethically manage access to difficult
to procure medicines, mitigating the risk of counterfeit medicines
entering a company’s supply chain and thus ensuring that the health
and safety of patients are not compromised.”

Bristol Labs, which has grown into one of the UK’s leading
generics manufacturers since its foundation in the late 1990s, has
focused on bolstering its productivity to ensure success. Tembal-
ath Ramachandran, the firm’s founder and chairman notes that
“when you are going head-to-head with low labor cost countries
such as China or India, and wages in the UK market are on aver-
age ten times more expensive, it is essential to absorb that differ-
ence in operating costs through much higher productivity. That
comes about partly through doing our research and coming up
with an optimum selection of products. We have to be very atten-
tive in our initial identification of which molecules to run with. Be-
yond that, our great track record on productivity hinges upon the
excellence of our manufacturing equipment and our streamlined,
rationalized operating procedures.”

Ramachandran continues, “we have invested substantially
in developing our Luton site into a state-of-the-art, MHRA-ap-
proved facility that is highly automatized. This has entailed in-
stalling the best possible machinery for pharma manufacturing
which in turn enables us to produce a great many types of tab-
lets, capsules, and sachets. Moreover, our high-speed packaging
machines markedly reduce turnaround time and generate greater
efficiency in the working style of the staff. Much emphasis is also
given over to the training of the personnel and to automation. You
have to make sure the operator or technician has effectively un-
derstood the process and has the wherewithal and resourcefulness

TOP 15 PHARMA COMPANIES IN THE UK

TOTAL MARKET (INCLUDING OTC), MOVING ANNUAL
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Thomas Bo Bjorn Klee, managing director UK & Ireland, Lundbeck;
Shaun Chilton, CEO, Clinigen Group; Tembalath Ramachandran,
chairman and managing director, Bristol Laboratories

to be able to optimize it even more when

the opportunity arises.”
Swiss-headquartered  gastroenterolo-
gy specialist, Tillotts Pharma, has built
its success in the UK on a perspicacious
in-licensing strategy. Jeremy Thorpe, the
company’s managing director points out
that “the UK is full of such opportunities,

Jeremy Thorpe,
managing director,
Tillotts Pharma

and Tillotts is very interested in products
that other companies might look to divest
whether this is on national, regional or
global scale. A big pharma company may
lose interest in a legacy product as it approaches the end of its
patent life even though it may continue to address patient need
or may simply find that a gastrointestinal product does not fit in
their broader portfolio anymore, so they lose interest and ignore
the brand. We are, as a globally-acting company, interested in tak-
ing on these products particularly those with projected annual UK
sales in excess of GBP four million (USD five million).”

Thorpe also highlights that not only is Tillotts offering prod-
ucts at a lower price than its Big Pharma competitors, but also
outdoing them in terms of added support. He says, “the NHS
was already cash-strapped in 2012, and we aligned ourselves
with the new NHS strategic requirements, providing Octa-
sa 400mg tablets as a high-quality lower-priced alternative to
Asacol 400mg tablets. From total annual sales of GBP 230,000
(USD 293,161) in our first year in 2012, we took Octasa 400mg
tablets to GBP 4.75 million (USD six million) in 2013. I believe
this was because we had the most interesting value proposition to
the system both in terms of financial savings and through a real
passion for supporting patients with IBD.”

THE BREXIT EFFECT

Naturally, the UK’s impending withdrawal from the Europe-
an Union is the topic on everyone’s lips; especially in terms of
how Brexit might impact both existing local market dynamics
and the country’s lofty ambitions to consolidate its position as
one of the world’s great life sciences powerhouses.

Many MNCs are concerned about the implications of reg-
ulatory de-alignment with EU norms and what this might
mean for product launch timelines and approval frameworks.


http://PHARMABOARDROOM.COM/

Quality
Consistency
Excellence

Committed

to Quality

We are one of the leading
pharmaceutical companies in the UK.
We develop, manufacture, market
and distribute a wide range of quality
g generic medicines and consumer
healthcare products. We are
committed to improving the health
and well-being of people through
the continuous expansion of our
product pipeline, to enable the
increased accessibility and availability
of effective pharmaceutical products.

bristol-labs.co.uk

BristoL LABORATORIES


http://bristol-labs.co.uk/
http://bristol-labs.co.uk/

HEALTHCARE & LIFE SCIENCES REVIEW UNITED KINGDOM

Sanofi’s chairman of the Brexit committee and UK market man-
aging director, Hugo Fry, for example, bemoans that, “were the
UK to end up requiring a separate regulatory submission, the
market will automatically sequence behind America and the EU
for product launches in much the same way as we see for oth-
er mature markets that possess their own distinctive regulatory
frameworks such as Canada, Australia and Switzerland... this
means market entry for new products will likely occur later than
in the past with the result that patients will have to wait longer.”

Tim de Gavre of Sandoz very much concurs. “Even in a robust
and professional market like Switzerland, for example, just having
an additional layer of bureaucracy slows down the process and
delays how products launch. For some of our biosimilars, they are
now close to six to 12 months behind the UK,” he warns.

Others are uncertain about the possible logistical complexities
around having two parallel jurisdictions. “Many people do not
appreciate that so many products come through the EU regulatory
process and products manufactured outside the EU are tested and
quality released in EU laboratories. It is not clear what is going to
happen going forward and whether these activities need to happen
in the UK specifically or in any EU member state which is cur-
rently the case. This leaves companies like ours having to try and
second guess a hard or soft Brexit and put in contingency plans
to cover a broad range of eventualities,” asserts Lupin’s Ben Ellis.

“If we have a ‘Hard Brexit’ [ anticipate that changes will be nec-
essary as the regulatory status of products in the UK will change.
Marketing authorisations held in Europe will have to be transferred
to the UK, and visa-versa, batch release will have to be conducted
in the UK and there will be VAT implications as the customs sta-
tus will change, there may also be delays at customs clearance and
disincentives to supply the UK,” confides Tillotts’ Jeremy Thorpe.

In most cases, however, insiders are tending to downplay the
risk of widespread disruption. Bristol Labs’ Ramachandran re-
flects that, “companies like ours will not be any weaker after
Brexit, but clearly we will have to adapt to certain changes. For
example, we used to employ a lot of East European workmen in
our factories but are witnessing that particular talent pool dry-
ing up in the wake of the Brexit decision so we will have to source
affordable staff from elsewhere in the future.”

Roche’s Richard Erwin is equally serene. “The impact on Roche
is likely to be limited. We manufacture in Switzerland and the US
exclusively, so we are already importing our products from a third
country with very high-quality standards. Our role in the UK consists
of ensuring we have continuous supply and we are confident that, by
working closely with government, this can be achieved,” he laughs.

Clinigen’s Shaun Clinton is also sanguine on the country’s fu-
ture prospects, noting that, “irrespective of what is going on around
Brexit, the UK is still a fantastic source of innovation and talent and
a great base for building successful international companies.”

Nor do British-based biotechs appear particularly flum-
moxed. “It is possible for biotech companies to be pragmat-
ic about upheavals such as Brexit, by our very nature we are
constantly going through change. In order to survive, we have
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to embrace such change.,” confesses TC
BioPharm’s Michael Leek.

Meanwhile the government has been
at pains to reassure industry that any dis-
turbance will be kept to a minimum and
that stability will be maintained. “In terms
of our relationship with Europe, our inten-
tion is to secure an associate membership
of the EMA, which would mean a conti-
nuity of the kind of relationships that we

Erik Nordkamp,
managing director,
Pfizer

have now, albeit on a slightly different le-

gal basis,” declares Lord O’Shaughnessy. “I
am confident that the reasons that companies will want to come
to the UK in the future will be the same: namely that we possess a
terrific, high-performance life sciences ecosystem, and world-lead-
ing academic institutions combined with an ingrained attitude of
wanting to drive uptake, plus the recognition that that is something
that really does need to happen,” he opines. Any member of the
scientific community fretting about being cut off from EU research
funding can also rest easy from the news that the UK government
will match or better any available grants.

Equally confidence building is the reality that Europeans
and Brits alike have strong motives to continue to align closely.
“Quite frankly, fracturing the European life sciences industry as
a result of Brexit would be damaging to the industry across Eu-
rope. That’s why it is in the interests of the EU to ensure the UK
remains integrated as far as possible to the European life sciences
eco-system, which would also be in the best interest of European
patients,” reasons the ABPI’s Mike Thompson.

SPYING THE OPPORTUNITIES

Moreover, an increasing number of actors are now starting to
identify likely opportunities for the post-Brexit period. “As a
nimble and agile player with rapid reaction speeds, we calculate
that Brexit can help us create a better commercial environment
for inward investment from the government and for commercial
return,” reveals Eisai’s Gary Hendler.

Others speak of Brexit as injecting a certain level of momen-
tum and energy into the industry. “What is making the UK partic-
ularly relevant right now is the pressure it is under to really think
about its future. This reality combined with the need for the NHS
to transform generates an impetus that forces creativity and pre-
pares the ground for innovation to thrive,” enthusiastically asserts
Pfizer’s Erik Nordkamp.

Haseeb Ahmad of Novartis also feels that opportunities are
there for the taking. “Juan Manuel Fangio, one of the best racing
drivers of all time, once explained his superior win ratio with the
words: when I see an incident up ahead, while all the other driv-
ers take their foot off the gas, I put the foot to the floor because
I view that as my opportunity to lead. Well, I tend to look at
Brexit in a similar way,” he recounts. “This could be an excellent
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chance to take British life sciences global
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verybody’s doing it. Hir-

ing Chief Innovation Of-

ficers. Looking for ways

to “disrupt.” Trying to
reinvent or reimagine their busi-
ness though they’re not sure what
that means or where to start. Are
these initiatives just passing fads
or actually a smart investment for
companies, particularly those in
the pharmaceutical industry?

The short answer: it depends.
When design thinking is incorpo-
rated into the business model, and
when innovation itself is not the
singular goal but a measurable
benefit of a pursuit, pharma busi-
nesses can truly differentiate them-
selves and recognize a valuable
impact. Design thinking is an
emerging practice that helps orga-
nizations take a fresh and honest
look at innovation and improves
how companies identify and meet
their clients’ needs. Design think-
ing can revolutionize an innovation
agenda and, in turn, a company.

Rather than traditional meth-
ods of product and solution devel-
opment that begin with an end
state already in mind, design
thinking centers on empathy and
achieving a true understanding of
the target audience. A design
thinking-led approach acknowl-
edges and addresses existing pain
points and works from those to
improve user experiences. Design
thinking brings forward break-
through frameworks, tools, and
processes that start with a client’s
needs, not just the needs of the
business. It challenges companies
to put themselves in the shoes of
their clients/patients to understand
their perspective, rather than only
what a business feels it needs to
stay competitive. For example,
companies rush to build flashy
apps—but is that really what the
customers want to improve their
user experience? Design thinking

WWW.PHARMEXEC.COM

Design Thinking in Pharma

How industry can benefit from this new view on innovation

challenges companies to start with
the why instead of the how or
what, to not just jump to innova-
tion for the sake of innovation.
Pharma stands to benefit from
design thinking in a number of
different ways as illustrated by the
following applications:
» Onboarding a new pharmacy
for the pick-up and distribution of
a new drug traditionally entails
mountains of paperwork. How
can manufacturers and distribu-
tors make this process easier for
those purchasing their products
and encourage them to remain a
long-term client? Through obser-
vation of the onboarding process
from the client’s perspective, a
clear and thoughtful understand-
ing of needs could significantly
improve a user’s experience.
» With the constant pressures of
R&D costs, demanding share-
holders, and watchful Wall Street
analysts, pharma executives are
challenged to cover costs and move
product. Taking a design thinking
lens requires leaders to see sky-
rocketing drug costs from the per-
spective of a newly diagnosed pa-
tient facing what seem like
insurmountable medical expenses.
Might your company consider
alternate ways for patients to pay
to help alleviate financial anxiety
while facing a serious illness? This
is clearly not a simple problem to
solve, particularly with drug theft
making its own negative impact,
but a more empathy-driven, hu-
man-centered approach changes
the dynamic of the issues at hand
and helps break down silos through
a common cause. It may be possi-
ble to streamline access to critical
treatments while still meeting busi-

ness and shareholder objectives.

» Serialization is typically seen
solely as a cost by pharma execu-
tives who must now devote time,
resources, and budget to track-and-
trace compliance requirements.
Viewing this process as an oppor-
tunity rather than a regulatory
exercise opens the doors to multi-
ple ways to improve business oper-
ations. Once implemented, drug-
makers will have access to a
tremendous amount of data, in-
cluding the status of each sellable
unit, how long a product remains
at each supply chain node, and how
quickly it moves from manufactur-
ing to packaging to third-party
logistics (3PL) to distributor. By
using the outputs of serialization,
emerging data, and feedback from
supply chain employees, compa-
nies can help to identify areas for
operational improvement and even
help to optimize the entire supply
chain network.

When people hear the words
innovation, disruption, and design
thinking, they often think of the
Apples and Ubers—new genera-
tion, consumer-facing giants that
are changing how we live our
lives. But real success comes not
only from sleek new products or
apps but from an understanding
of a customer’s needs and prefer-
ences across a wide range of cli-
ent-facing ways. That’s why a
challenge-based, empathy-led busi-
ness approach applies just as much
to Bridgewater, NJ, and Ra-
leigh-Durham, NC, as it does to
Silicon Valley. In fact, no industry
is riper to benefit from instilling a
design thinking mindset than phar-
ma, and many have already em-
braced the shift in perspective. @

isa
Partner and Head of the
Life Sciences practice at
Navigate
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