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Italy.is one of the largest export
markets for pharmaceutical
products and is home to all of
the major pharma companies.

in Europe and is in the top 10 for the gross

domestic product (GDP) in the world.
Economically, Italy relies mostly on services
and manufacturing, with the services sector ac-
counting for almost three quarters of GDP and
industry accounting for a quarter of the coun-
try’s production. Manufacturing is the primary
sub-sector within industry. In terms of size,
Italy’s population is around 59.7 million.

The Italian pharmaceutical industry is one
of the largest in the world, even though its
position in the ranking is decreasing due to
the entry of emerging markets such as China
and Brazil (5th in 2005, 6th in 2013, and
expected to be 7th in 2017), says Anna Baudo,
managing director of Keypharma, part of Pro-
ductLife Group.

Italy ranks No. 1 in the world for exports
— about 70% of Italian production is ex-
ported — and No. 2 in Europe for production
volume, both in absolute and per capita terms.

Italy is the fourth-largest national economy

Italy has a strong clinical studies
framework with proven capabilities
to enroll patients and globally
recognized centers of excellence,
particularly for Phase Il studies.
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The Pharma Market

According to National Institute of Statis-
tics data, Italy has 174 manufacturing produc-
tion units; 62,000 employees; 6,000 engineers
in R&D; 27 billion euros ($30.39 billion) in
sales and 2.4 billion in investments, half of
which are allocated in R&D.

Lorenzo Positano, a consultant, says the
pharma market in Italy is valued at $22 bil-
lion, but compared with other European mar-
kets it’s declining slightly, ranging between
3% and 4% growth on a compounded average
rate until 2020.

“This is mostly due to a decline in sales
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of patented drugs while generics and OTCs
are increasing; OTCs have sales of between
2% to 3% per year and generics at 1%,” Mr.
Positano says. “In particular, generics have had
enormous growth in the past few years due to
fact that generics were severely underrepre-
sented on the Italian market, and in fact still
are — generics account for 25% of the market
in terms of sales and 40% in terms of volume.
This is low compared with other European and
global markets.”
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Carlo Silenzi, managing director, Kantar
Health Italy, notes that the pharmaceutical
market grew by 3% in 2014, driven by pos-
itive growth in the hospital channel (+5%)
and distribution on behalf of local health au-
thorities (+25%), and a negative trend in the
retail channel.

“The decrease in turnover for the retail
distribution of prescription products is due
mostly to the decrease in the average price
and the increase of the generic drugs prescrip-
tions,” Mr. Silenzi says.

Despite a fall in Italy’s GDP between
2008 and 2013, pharmaceutical production
rose by 2% and the productivity rate by 4%
per year, the highest rate of any economic
sector, Ms. Baudo notes. But at the same time
the workforce has dropped by 17% over the
past decade, while still remaining the leading
employer in the Italian manufacturing sector.

Among all of the big pharma companies in
ITtaly, however, Mr. Positano says there are no
big Italian pharma companies akin to France’s
Sanofi or Germany’s Merck KGaA, Bayer, and
Boehringer Ingelheim.

“The biggest pharmaceutical company is
Menarini, which in terms of revenue is $4
billion, but if you look at the ranking of the
pharma companies, it’s only about 38 or 40 in
world,” he says.

M. Positano attributes Italy not having
any truly big pharma companies to the fact
that there has been no government interven-
tion to develop the pharma market.

The R&D Sector

In terms of investment in R&D, pharma is
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the second-largest manufac-
turing sector in Italy, behind
aeronautics and transporta-
tion, accounting for 12% of
total manufacturing invest-
ments, Mr. Silenzi says. He
notes that in 2013 total in-
vestment in R&D was 1,220
million euros, with 5,950
R&D employees, or 9.6% of
pharma employees, a signifi-
cantly higher share compared
with all industries at 0.6%.

“This clearly shows the
importance of the sector
within the Italian economy,”
he says.

However, Mr. Positano says while there
is investment in R&D it’s not consolidated
and companies aren’t investing in large R&D
facilities in Italy.

“There are a few pockets of excellence
but we don’t have the investment levels of
expertise to compete with other innovation
labs across the world or in other countries in
Europe,” he says. “The government is trying
to take steps to support the life-sciences sector
but at the moment there is no specific govern-
ment initiative.”

Ms. Baudo says more than 90% of pharma-
ceutical research in Italy is funded by pharma-
ceutical companies.

“The Italian R&D pipeline is financed
by the industry, mainly by small- to medi-
um-sized enterprises in the early stages of de-

Italy’s Market at
Glance

The pharma industry is
located mainly in five ‘

regions: Lombardia, Lazio, % ‘

Global size of market — $23.1 million

Toscana, Emilia Romagna, Veneto

(20.8 million euro)

Investments in production and R&D: 3.3
billion euros

Global percentage of market :3.3%

Outcome Clinical Trial
Refusal 33
Interruption

Withdrawal 6
Source: AIFA.

For more information, visit agenziafarmaco.com

More than 90% of
pharmaceutical
research in Italy

is funded by
pharmaceutical
companies.

ANNA BAUDO
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velopment — 112 projects out of 154 — and
then in Phase II and III studies by big pharma
companies — 204 projects out of 249,” she
says.

percentage — 81% — of companies perform-
ing innovative activities, a statistic that places
the country second in Europe again, behind
Germany, says Silvia Ondategui-Parra, M.D.,
Ph.D., partner, MED healthcare & life sciences
leader and global market access & reimburse-
ment leader at EY.

According to Gilbert D’Ambrosio, head of
commercial business development for Southern
Europe, Quintiles, the biotech sector is highly
productive and expanding rapidly. Overall,
the biopharmaceutical pipeline includes 403
products — 44 more products compared with
last year — 108 of which are in the preclinical
phase; 46 in Phase 1; 126 in Phase II, and 123
in Phase III of clinical trial development.

In addition there are also 67 projects in
the discovery phase, Mr. D’Ambrosio says. He
adds that almost half of the projects are bio-
tech products (45%), such as monoclonal an-
tibodies (26%), recombinant proteins (10%),
products for cell therapy (3%), gene therapy
(49%) and regenerative medicine (2%).

“The main therapeutic area for biotech
research is oncology, with 40% of projects
in clinical development, followed by auto-
immune and inflammatory diseases, 13% of
projects; neurology, 9% and metabolic, he-
patic and endocrine disorders, 9% of projects,”
he says.

In 2013, Europe granted marketing autho-
rization to the first product resulting from the
research by an Italian biotech company. This
product, defibrotide, is a life-saving drug de-
veloped by Gentium, used in the treatment of
severe hepatic veno-occlusive disease (VOD) in
patients undergoing hematopoietic stem cell
transplantation (HSCT) therapy, Mr. D’Am-
brosio says.

Dr. Ondategui-Parra says while the coun-

The pharma sector in Italy has a very high ‘

The healthcare system in Italy is
decentralized; coverage for patients —
largely free of charge — is provided at
different levels.

GILBERT D’AMBROSIO
Quintiles

try has a strong domestic pharmaceutical
industry, there are some factors that have re-
portedly negatively impacted the investment
in pharmaceutical R&D.

“Among the many factors that might
render the Italian market less attractive to the
major multinational players when launching
new pharmaceuticals are the more difficult
launch requirements compared with other EU
players, including the strict pricing regime,”
she says. “Moreover, many multinationals be-
lieve the climate is still unstable, as a con-
sequence of the economic crisis, and remain
uncertain about investing in the country.”

Access to Medicines

According to Dr. Ondategui-Parra, expen-
diture on new drugs is lower in Italy than in
other major European markets. Public phar-
maceutical spending is more than 25% lower
than the average across large EU countries at
270 compared with 370 in per capita terms.

“Only 35% of the medicines approved
by the EMA between 2011 and 2013 were
available for reimbursement in Italy, compared
with 69% in Germany, 66% in the U.K., and
an average of 52% throughout Europe,” Dr.
Ondategui-Parra says.

There are also significant market access de-
lays in Italy, she says. The overall time to mar-
ket for new medicines is more than two years.

As a country, Italy has one of the highest
number of regulatory hurdles to overcome,
which slows access to the market, and as a
result Italy registered the lowest number of
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1e largest share of the Italian
tech market — 73% — is
centrat d in the health
sector, with a strong focus on
Icology, d%agnostics, and

neurosciences.
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The pharma market in Italy
is valued at $22 billion,

but compared with other
European markets it's
declining slightly, ranging
between 3% and 4% growth
on a compounded average
rate until 2020.

patients and it has globally
recognized centers of excel-
lence particularly to man-
age Phase II studies, says
Antonio Irione, EY Italy
life sciences leader.

A total of 3,387 clinical
trials were started in Italy

Pharma is the second-largest
manufacturing sector in
Italy, behind aeronautics

and transportation,
accounting for 12% of total
manufacturing investments.

new drugs launched in EU countries between
2001 and 2013.

“The process from EMA approval until the
medicine is actually available on the Italian
market takes on average 427 days, compared
with 80 days in Germany, 109 in the U.K,,
and an average of 221 days throughout Eu-
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rope,” Dr. Ondategui-Parra says. “Even after
market access, new products are penalized by
several restrictions.”

On the other hand, medicines in Italy are
priced approximately 15% lower than in the
U.K., Germany, Spain, and France, Dr. On-
dategui-Parra says.

Ms. Baudo points to a number of steps
being taken to improve time to market
through legislation that creates a new class
of drugs, named Cnn (class non-negotiated),
which could be included within 60 days of
approval, allowing companies to launch after
notification to AIFA of the price they intend
to apply. Subsequently, companies can apply
for Pricing & Reimbursement (P&R).

In the case of highly innovative products,
orphan drugs, and products targeted to exclu-
sive hospital use, the P&R application can be
submitted before the marketing application,
following approval by the Committee for Me-
dicinal Products for Human Use (CHMP) or
AIFA approval (depending on the procedure).

Moreover, the so-called 100-days proce-
dure allows fast-track approval for the P&R or-
phan drugs and products showing exceptional
therapeutic importance.

“To date, timelines imposed by law are
not 100% respected, but the trend is positive
and AIFA cancelled the massive backlog that
negatively affected the time to market of the
majority of product launches in Italy until few
years ago,” Ms. Baudo says.

Clinical Trials

Italy has a strong clinical studies back-
ground with proven capabilities to enroll
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between 2009 and 2013,
65.9% of which were spon-
sored by the pharmaceuti-
cal industry — for-profit
studies — and 34.1% of
which were publicly sponsored studies, Mr.
D’Ambrosio.

But meeting timelines can be a challenge,
which Mr. Irione says is mainly due to delays
by the ethics committees. Italian legislation
requires that any clinical trial must be sub-
mitted and approved by an ethics committee
before getting the green light to go ahead.

“To improve efficiency many regions are
currently reviewing these procedures and try-
ing to establish a faster process with particular
regard to those trials already approved at
regional level and for those hospitals meeting
specific excellence criteria from a trial per-
spective,” he says. “This new operating model
would limit delays while maintaining a qual-
ity approach.”

Mzr. Positano says while Italy has a large
number of clinical facilities in terms of hos-
pital beds — No. 2 or No. 3 in Europe — in
terms of clinical studies per beds, Italy is only
fifth or sixth in Europe, so it is not making
optimum use of its clinical facilities.

He adds there has been a slight decline in
clinical trials initiated in Italy, declining 3%
to 4% per year.

“This is probably because Italy is costly
for doing clinical studies — we rank fourth or
fifth in terms of cost per patient in the world;
for example, it’s less expensive to do trials in
the United States than in Italy,” Mr. Positano
notes.

McKinsey

LORENZO POSITANO

CARLO SILENZI
Kantar Health

However Mr. D’Ambrosio notes that the
decline in clinical studies is in line with the
general trend in Europe, adding that Italy has
an EU market share of 17.2% in interventional
drug research.

One trend that has emerged is a move to
specific agreements between pharma compa-
nies and regions, Mr. Irione says.

“Such agreements enable both a specific
number of clinical studies to take place in the
region as well as for the process from national
to hospital approval to be accelerated in that
region,” Mr. Irione says.

The Healthcare and
Reimbursement Environment

The Italian healthcare system, much like
the Spanish one and as opposed to all other
countries in Europe, is decentralized. It op-
erates on three levels: national, regional and
local, Dr. Ondategui-Parra says.

Healthcare expenditure as a percentage of
GDP is roughly 20% lower than in other large
European countries, and for pharma spending
the gap is about 30%, she adds.

According to Ms. Baudo, the low spending
on health is despite the fact that Italy’s popu-
lation is older than the EU average.

“This is the result of the multiple cost-con-
tainment measures put in place since the early
1990s, which ranged from delisting some



drugs to price cuts, discounts, reimbursement
limits, risk-sharing agreements, per-product
and company annual sales caps, and conse-
quent clawback mechanisms, just to list some
of the measures adopted,” Ms. Baudo says.

In terms of product approval, products are
either approved at the EU level or at a national
level, in which case companies apply through
the Italian drug agency, AIFA, Mr. D’Am-
brosio says. Italy can also act as the reference
member state or the concerned member state
for applications through the decentralized and
mutual recognition procedures.

Italy’s healthcare system is highly regional.
Mr. Silenzi notes that while healthcare policy
(Piano Sanitario Nazionale, PSN) and reim-
bursement are determined nationally, the re-
gional governments implement the PSN with
their own resources and can make adjustments
to suit the specific needs of the region, includ-
ing setting patient co-payments.

Pharmaceutical companies negotiate with
ATFA on the prescription criteria and then re-
imbursement, Mr. Irione says. More and more
reimbursement is based on pay-per-perfor-
mance criteria, for example with the company
having to make payments if the drug fails
to meet therapeutic goals, or a capped level,
whereby sales exceeding an assigned cap must
be paid back to AIFA.
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Scott Norlund

The methods used in Italy to determine the
pricing and reimbursement level of new drugs
have changed markedly over the years, Mr.
D’Ambrosio says.

“Before 2004 the pricing and reimburse-
ment system was based on two systems: the
European Average Price (EAP), determined
according to criteria defined by the Inter-Min-
isterial Committee for Economic Planning
(CIPE), part of the Ministry of Economy, and
the calculation derived from the weighted
average of the prices of most packages sold in
EU with the same active molecule and way of
administration,” he says.

After the Jan. 1, 2004, the prices of all
the medicines reimbursed by the National
Health Service (NHS) have been defined by
negotiation procedures established by CIPE in
2001. In addition, pharmacoeconomic criteria,
such as positive cost/efficacy ratio, a favorable
benefit/risk profile, economic impact on the
NHS, and market share of the medicinal prod-
uct have been taken into consideration, Mr.
D’Ambrosio notes.

Once a product is approved by AIFA, the
drug needs to be included in regional therapeu-
tic formularies before it is allowed to be sold.

“Different regions have different regis-
tration criteria procedures,” Mr. Irione says.
“Regions could apply additional restrictions to
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drug both in terms of authorized prescribers
and access to patients.”

Mr. Positano says Italy has 21 regions that
are responsible for healthcare expenses so com-
panies have 21 stakeholders to manage.

After that, a new drug must also be listed
within the hospital formulary before it can be
sold. Some regions are now defining some fast-
track registration criteria to accelerate drug
availability to the patients, Mr. Irione says.

“Southern Italy has comparatively little
economic development compared with the
north,” Mr. Silenzi says. “Northern Italy is
part of the ‘blue banana’, the main corridor of
economic activity in Europe.”

Mz. Silenzi says that significant differences
between north and south ate seen in health-re-
lated impairment both at work and at home.

“Those currently residing in the Mezzo-
giorno, the south, had 28% higher health-re-
lated work impairment than those residing in
the north,” he says. “Across the entire popula-
tion residents of southern Italy were 19% more
impaired in non-work activities.”

Ms. Baudo also notes that the fragmented
reimbursement procedures result in a multi-
tude of regional and local access gates, and a
creative list of access processes that slow down
a drug’s commercialization, which has an im-
pact on budgets.
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CEIn the last decade, the continued
evelopment and refinement of
_(personalized medicine (PM) has offered
gan opportunity to revolutionize medical
ractice and improve outcomes by
groviding treatments for patients with
he notion that “this drug is for you.”
he promise of personalized medicine
@holds allure for patients, providers, and
<payers alike by improving quality of
“acare by targeting therapy, predicting
isease course, mitigating risk, and
educing waste of scarce resources.
"Cf-lowever, several barriers remain which
inder adoption of PM across the
globe, including industry incentive,
egulatory pathways, reimbursement
Ipolicies, and physician habits. In this
'érticle, we'll focus on the U.S. market,
‘Texamine some of the challenges related
gb reimbursement, and suggest steps
=manufacturers can take to overcome
-gthese barriers as they work with fellow
S‘takeholders to unlock the full potential
Cof personalized medicine.

&Vhile there are many different
efinitions, the President’s Council of
Advisors on Science and Technology
-aPCAST) defines PM as “the tailoring of
nedicine to the individual characteristics
of each patient” based on “the

O uability to classify individuals into sub
populations that differ in susceptibility
to a particular disease or their response
to a specific treatment.”" In many cases,

. Rights do not include promotional use.
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UNLOCKING THE PROMISE OF
PERSONALIZED MEDICINE

SPONSORED CONTENT

PM consists of a pharmaceutical
product (or a medical device) coupled
with a predictive companion diagnostic
to help elucidate the right patient
for treatment. The U.S. Food and
Drug Administration describes such
companion diagnostics as in vitro
diagnostic or imaging tools that provide
information that is essential for the safe
and effective use of a corresponding
therapeutic product?. These tools
generally consist of assay tests for
molecular or genetic profile of the
patient to determine if mutations exist
within the genome or proteins which
could have an impact on the efficacy
of pharmaceutical treatments for the
disease. Such predictive tests help
improve clinical outcomes by focusing
treatment on those who benefit most,
and they may even lead to cost savings,
with the goal of avoiding unnesessary
treatment in patients who are unlikely
to benefit3. Thus, companion diagnostics
are a mainstay of PM, because without
accurate diagnostic information to
guide treatment, the full potential of
the targeted therapy is lost.

Perhaps more than any other
therapeutic area, oncology has been
shaped by advances in PM. One well
publicized example exists in breast
cancer. The BRCA gene provides
instruction for making a protein that
acts as a tumor suppressor. For patients
who carry a BCRA gene mutation,

the protein or the gene itself may be
disabled, increasing risk of breast and
other cancers dramatically. Patients
identified with a PM diagnostic test as
having this mutation may opt for early
or aggressive prevention or treatment
in order to avoid lengthy, costly and
painful treatment later. Another less
well known example exists in non-small
cell lung cancer. For patients whose
tumor is ALK positive, treatment with
Xalkori has been shown in studies to
outperform chemotherapy®. But it is
imperative that patients with a lung
cancer diagnosis are tested for the
ALK-gene mutation prior to a provider

deciding a course of treatment. In both
of these cases, before a physician

can make a treatment recommendation,
the patient must have access to the

PM diagnostic:

But all too often patients’ access to
the promise of personalized medicine
is limited by lack of coverage or
affordability. As more targeted drug
therapies enter the U.S. market, the
level of interest in reimbursing and
managing biomarker diagnostics is
growing quickly among payers®. But
payers may not always be prepared
to properly evaluate coverage for
companion diagnostic tests. Research
conducted by Xcenda, a strategic
consulting firm that is part of
AmerisourceBergen, revealed

the following:

e Only 55% of U.S. pharmacy and
medical directors rated their
knowledge of oncology biomarkers
as moderate to high (4 or above on
a scale of 1-7)

e Nearly half of the payers surveyed
were unfamiliar with how many
requests for elective biomarker
or diagnostic tests their plan
receives or how often those
requests were approved®

e U.S. payers prefer to cover
diagnostics separately from the PM
therapy itself, reiterating that there
is still work to be done in the U.S.
to get the companion diagnostic
and the treatment covered together

A second Xcenda market research
survey asked 60 U.S. payers what
factors influenced coverage of oncology
biomarker diagnostics’. This study
found that when payers considered
making coverage decisions for oncology
biomarkers, the top two factors were
effectiveness and the ability to reduce
the use of other expensive clinical tests.
Also, in lieu of standardized guidelines
or compendia directing use of
companion diagnostics, U.S. payers were
more likely to cover biomarker tests as
the proven predictive ability increased.
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ERISOURCEBERGEN IS COMMITTTED

TO ADVANCING THE PROMISE OF PERSONALIZED MEDICINE.

Despite the cost-efficiency of more
targeted treatment, barriers to access
continue to exist, specifically for the
companion diagnostics that play

a critical role in ensuring the right
therapeutic option, is recommended
to the right patient, at the right time.
So how can diagnostic manufacturers
overcome these barriers?

e Payers rely on diagnostics
manufacturers to understand
how a diagnostic aids in patient
management with evidence that
validates the predictive ability
of the test and provides real-
world learnings so they can adapt
utilization management measures
accordingly. Generating
a combination of clinical and
genomic/genetic data provides
stronger rationale to payers
for approval and use.

e Providers, from community
practices to large health systems,
need regular education about new
diagnostics, clinical evidence to
demonstrate the effectiveness of
targeted therapies, and technology
solutions that make it easier to

e And patients dependon
reimbursement and financial
assistance support programs to
overcome challenges related to
coverage and affordability.
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-“AmerisourceBergen is committed to

édvancing the promise of personalized

‘Onedicine. With knowledge of all

.Urelevant stakeholders, we have

Sggregated expertise from across

Cour network and designed unique
solutions to expand access and integrate
personalized medicine so it can reach its
full potential — improving outcomes for

integrate PM into practice workflow.

patients while driving efficiency across
the healthcare continuum.

e Manufacturer solutions drive
product commercialization:

» Premier Source guides diagnostic
innovators every step along
the path to commercialization
including creating and
implementing pricing, coding,
payer coverage, reimbursement
and billing strategies to ensure

the greatest likelihood of success.

» Xcenda implements evidence
based strategies that utilize
health economics and outcomes
research to demonstrate the
value of personalized medicine
treatments-as well as their
companion diagnostic and
provide actionable data to guide
their utilization

» Lash Group partners with
pharmaceutical companies to
design patient access strategies
that reduce affordability and
access barriers so patients start,
and remain, on therapy.

e Provider solutions drive clinical
adoption and practice efficiency:

» ION Solutions gives providers
tools like Nucleus Connect that
manage workflow to make
treating patients with targeted

Endnotes:

therapies seamless and more
cost effective.

IntrinsiQ collects real-world
market intelligence that links
genetics and clinical data through
agreements with member
practices through billing and
clinical data from electronic
medical records (EMRs), such as
proprietary EMRs like Urochart
and Meridian-Specialty.

P

2

e Patient solutions expand access
to community-based cancer care:

» Innovation Cancer is a community
of world-class oncologists that
provides innovative, personalized
care, close to home. Rather
than taking a one-size-fits-all
approach, whenever possible,
Innovation Cancer oncologists
employ personalized medicine
to customize cancer treatment.

While personalized medicine faces
significant hurdles to mainstream
adoption, AmerisourceBergen has

the knowledge, reach, and partnership
to successfully commercialize these
innovative technologies and their
related biopharmaceutical treatments.
For more guidance on how to unlock
the promise of personalized medicine,
download our white paper at http:/bit.
ly/personalized-medicine-XcendaWP.
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