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Executive Summary

Confronted with unsustainable costs and inconsistent quality of patient outcomes, the U.S. healthcare segment
has been embroiled in a national debate over healthcare reform. While nearly every division of the industry has
come under fire because of high healthcare costs, one therapeutic area that has continued to win premium
reimbursement is oncology. Historically, cancer drugs have enjoyed premium pricing and widespread off-label
usage because of their designation for patients with generally incurable diseases. Furthermore, new drugs have
been rapidly adopted despite weak clinical evidence and overall questionable value. Thus, it is not surprising that
spending on these drugs in the USS. has risen at twice the rate of total drug spending in recent years.

But the world is changing. As a result of an aging population, significant therapeutic innovation, and increasing
patient survivorship, the cost associated with cancer treatment is rising rapidly. Not only are treatment cost
increases considered unsustainable, questions about new product effectiveness are being openly raised by physi-
cians and payers alike. Market access no longer simply includes the willingness of payers to reimburse, but also the
relative power of provider organizations to enable or restrict adoption of new and existing products. Pharmaceutical
companies are increasingly being expected to demonstrate the overall economic and clinical value (ECV) of new
products to justify the premium payment they are typically seeking as well as product adoption by physicians. With
the unwavering prevalence of cancer, the growing trend towards targeted therapies and the heightened pressure of
increasing treatment costs, manufacturers must ask themselves what the U.S oncology landscape looks like moving
forward?

This white paper frames the changing dynamics of the U.S oncology landscape that manufacturers must adapt to, as
well as the key drivers and barriers associated with current and future market trends. Specifically, the paper explores
the impact of regulatory shifts and healthcare consolidation on oncology market access, as well as the increasing
use of payers'tools to control drug costs in the U.S.
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Environmental Context - Global Landscape

Reimbursement for Oncology Drugs: What U.S. Pharmaceutical Companies Need to
Know About the Global Perspective

With the U.S. facing many of the same macroeconomic challenges as Western Europe, understanding how other
countries have controlled the cost of healthcare is crucial for manufacturers. Reimbursement of cancer drugs
varies across the globe; the causes are multifactorial. With that said, coverage and reimbursement decisions in
many countries are increasingly based on clinical and cost-effectiveness data, especially throughout the European
Union (E.U.). For several years, commercial success for oncology products outside the U.S. has required more than
just gaining regulatory approval. In these developed markets, real world data, patient relevant outcomes, health
economic and budget impact analyses, as well as comparative effectiveness have become the standard for market
access.

Rising drug costs have led many countries, including Canada, Australia, Scotland, England, and New Zealand, to
rely on cost-effectiveness analysis (CEA) to inform decisions. A recent multi-country study evaluating variability

in cancer drug reimbursement found that in countries where CEA was implemented, reimbursement for specific
indications was the lowest (25%-54% of possible indications).! Furthermore, rejected reimbursement submissions
in these countries were largely attributed to the lack of demonstrated cost effectiveness against standard of care.
In contrast, countries that did not perform CEA (e.g. Finland, France, Germany, Sweden, and the United States)
reimbursed cancer drugs at a significantly higher rate (90%-100%).1

A recent illustration of a negative reimbursement decision based on lack of cost-effectiveness evidence comes
from the UK, and involved bevacizumab (Avastin). The oncology drug was determined to be “not recommended
as a treatment for a type of recurrent, advanced ovarian cancer’, according to the latest draft guidance (April 2013)
published by the National Institute for Health and Care Excellence (NICE). According to health officials, while
bevacizumab “may help to delay a person’s cancer from spreading for a few months. .. it does not represent good
value for money for the NHS!

Public payers in other E.U. countries such as Germany and France still consider the cost of new drugs, but place

a much greater emphasis on a product’s added clinical benefit against a specific appropriate comparator.
Companies that demonstrate that their drug is effective in terms of relevant outcomes for the patient are awarded
reimbursement at a reasonable price. It should be noted that even though most oncology drugs have been
reimbursed in Germany to date, manufacturers of oncology drugs have still struggled to achieve premium pricing
by demonstrating significant added benefit. Recently,the German Institute for Quality and Efficiency in Health Care
refused to change its decision on Roche’s vemurafenib (Zelboraf), despite additional data on the grounds that
Roche did not provide any new findings and that their study design did not meet IQWiG standards.

As illustrated by these real world examples, demonstrating the overall value of a new oncologic agent is particularly
challenging. Cancer treatment is complex, and new drugs may only have incremental clinical benefit for a subset of
the patient population. Moreover, it can be difficult or impossible to accurately predict a drug’s effectiveness for a
given patient in a “real world" scenario before it is administered. Therefore, national health authorities in the E.U. and
other developed markets are increasingly “hedging” their reimbursement decisions with risk sharing agreements
(RSAs), pricing controls, or negotiated price cuts in order to control costs.

RSAs in particular are increasing in frequency around the world. The concept is similar to a money back guarantee;
RSAs provide an assurance of quality and confidence. Some consider risk-sharing (also known as outcomes-based
contracting or performance-based agreements) as simply a way to cut costs. In the UK, for instance, risk-sharing
deals have helped NICE reduce cost per patient.

The best known examples of these schemes include those agreed for Pfizer's Sutent (sunitinib malate) and Onyx/
Bayer's Nexavar (sorafenib) anti-cancer drugs. Other examples include Celgene’s Revlimid (lenalidomibe) for patients
with multiple myeloma who have received prior therapy. Under this scheme, the manufacturer pays the cost of

the drug if more than 26 cycles are needed for any patient (approximately 2000 patients in the UK.) -- equating to
any patient needing more than 2 years of therapy. It is important to note that while the number of RSAs has grown
recently, the impact of such agreements on reimbursement has not been fully assessed.
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Reimbursement for Oncology Drugs in the U.S. - Moving from Open Access to Value-

based Coverage

In the United States, the comparative-effectiveness and cost-effectiveness evidence that is required in the EU and
other countries has not hitherto been typical. Historically, cancer drugs have enjoyed "special status”because they
are used to treat patients with generally incurable diseases whose life expectancies are often measured in months.
This “special status”has permeated clinical medicine where new drugs and biologics have been rapidly adopted,
even when the scientific rationale is weak. It has also affected regulatory approval processes, marketing authori-
zation, and reimbursement policies. Therefore the cost of new cancer treatments has rarely been questioned.
Payers have typically deferred to oncologists in their network when establishing coverage and reimbursement
policy. Policy and common practice have traditionally provided mostly unlimited access to drugs and biologics, as
most of these products would only be used for very short periods of time - often only providing marginal benefits.

However, as the result of an aging population, significant therapeutic innovation, and increasing patient survi-
vorship, the costs associated with cancer treatment in the US have skyrocketed over the past two decades. With
more than 950 unique medicines and vaccines in clinical testing as of 2012 (see Figure 1), the cost of cancer
therapeutics is expected to continue growing at more than 20% annually over the next few years.>* New products
and increased spending on treatments, however, have not always resulted in significant improvement in patient
survival rates*® According to Giuseppe Rosano, an expert member of the main national authority responsible for
the regulation of pharmaceuticals in Italy, “The majority of oncology products are approved on progression-free
survival without any hint into the possible benefit on overall patient survival” As a result, national, regional, and
local authorities in countries outside the U.S. have attempted to manage the impact of cancer drug costs on their
budgets in recent years by requiring data on new drugs’ cost-effectiveness -- not just safety and efficacy -- before
agreeing to reimburse them. Payers and providers in the U.S. are also acknowledging the disconnect between drug
prices and value. “We simply can't afford to pay these very, very large amounts for drugs that offer most people very
small benefit...and | find that concerning,’ explained Dr. Leonard Saltz, chief of Memorial Sloan-Kettering's gastroin-
testinal oncology service.

Figure 1: Medicines in development for cancer*

Bladder
Brain

Breast
Cervical
Colorectal
Head/Neck
Kidney
Leukemia
Liver

Lung

Lymphoma u All Phases
Multiple Myeloma ® Phase Il or later *

Other
Ovarnan
Pancreatic
Prostate
Sarcoma
Skin

Solid Tumors

Stomach

0 50 100 150 200 250 300
Number of Medicines in Clincial Studies **

Source: PARMA 2012 report
* Includes medicines with the following development status: phase Il, phase Il /lll, phase Il completed, phase lll, and phase lll completed
** Some medicines are listed in more than one category

6 \ eyeforpharma: Oncology Market Access For more pharma business intelligence visit www.eyeforpharma.com
FC Business Intelligence Ltd © 2013



It's important to note that there are new oncology treatments that are truly changing cancer survival. Rosano added
that “for these disease modifying products, reasonably high prices [may be] justified” However, even these new
oncology products are not immune to the growing global focus on overall economic and clinical value. The advent
of new and more expensive treatments has led a range of stakeholders (patients, clinicians, payers, policy makers,
and patient advocacy and professional associations) to join the debate on the value of new treatments in oncology.
Demonstrating economic and clinical value to each of these stakeholders will be critical, and represents the next
step in the evolution and maturation of evidence-based medicine (EBM). The focus on economic and clinical

value has important implications for the future of successful drug and biologic development... and innovation in
oncology.

Demonstrating value is about more than just managing drug costs. The emergence of the value discussion

in oncology is part of a broader debate around the quality of cancer care, access to treatments, and changing
stakeholder expectations. The value of a treatment is already being examined in the context of HTAs, predictive care
paths, bundled payments and certain types of insurance policies. In the U.S,, patient care is slowly shifting from the
traditional fee-for-service reimbursement model to new approaches that attempt to build cost-effectiveness into
the decision-making process. According to Dr. Toby Cosgrove, President and CEO of the Cleveland Clinic, healthcare
in the U.S. is becoming less focused on the number of patients doctors can treat or the number of tests they can
order and more data-driven. It is now more about quicker patient recoveries and fewer readmissions, and achieving
these outcomes at reduced costs.®“In other words, it [is] about value. And that is good”

What do all of these changes mean for manufactures seeking market access for new oncology products in the US.?
Historically, manufacturers have been held to a less-demanding reimbursement standard in the U.S. because of the
large role of private insurers. While there are still some unique forces at play in the U.S market, including the recently
passed Affordable Care Act, differences between developed markets are rapidly closing. As such, manufacturers
should expect oncology to be treated by payers no differently than other diseases, especially with the arrival of key
generics and biosimilars. Essentially, payer management will become more restrictive, and new treatment coverage
decisions will be based on the demonstration of measurable value.

The U.S. Reimbursement Landscape

In the United States, drug coverage and reimbursement for approved oncology indications has been virtually
assured. Medicare is required to cover all on-label indications, and has limited ability to control pricing for patented
drugs. Additionally, Medicare covers off-label applications included in various compendia. Although the laws

vary by state, commercial payers often have more flexibility to restrict access in the off-label setting by requiring
preauthorization or large co-pays for high priced drugs.

The FDA also offers a number of options to manufacturers to expedite a product’s regulatory approval process
based on certain criteria, including unmet clinical need as well as preliminary clinical evidence. Novartis'Gleevec
(imatinib mesylate) was approved in just two and a half months as a result of the accelerated approval process, and
Millennium Pharmaceuticals'Velcade (bortezomib) went through the accelerated process even more quickly, in only
two months. In 2012, the FDA's Breakthrough Therapy Designation was enacted to provide yet another mechanism
to accelerate the path of critical therapeutics to market. The regulatory agency has so far awarded 33 designations,
with cancer drugs accounting for 12 (46%) of these products.” Notably, Roche’s and Johnson & Johnson’s cancer
drugs obinutuzumab and ibrutinib respectively, recently became the first two drugs to gain regulatory approval
through this program.

Taking these programs into account, it is not surprising that cancer patients in the United States receive faster
access to more oncology drugs to treat their disease than patients in other countries. For instance, new oncology
drug approvals in the U.S. outpaced European approvals by 33% between 2000 and 20118 The U.S!leadership in
authorizing the use of cancer drugs also reflects the fact that it has been a laggard in implementing cost-containing
measures and ensuring that the value of these products justifies their premium price. "Although more oncology
drugs are available in the U.S., and the costs for a higher share of them are reimbursed, the evidence-based
approach adopted by European systems have improved the affordability of drugs in Europe that are considered

to be cost-effective, says Dr. Joshua P. Cohen, Deputy Director of the Center for the Evaluation of Value and Risk in
Health, an organization tasked with analyzing the benefits, risks and costs of strategies to improve healthcare.

A recent report from the Institute of Medicine (IOM) emphasized that cancer care in the U.S. is in crisis, largely
attributed to poor coordination of care, lack of evidence-based medicine (EBM) care paths, inconsistency in
treatment, and accelerating costs.” Such criticism has spurred more public and private payers to adopt Dr. Cohen's
perspective, as evidenced by the fact that oncology management is becoming a key priority within their business
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approach. However, payers have quickly learned that managing such a complex disease is not an easy task. ‘I don't
think anyone has the complete answer to how to solve this problem today," says Dr. Lee Newcomer, senior vice
president of oncology services at UnitedHealthcare. But this has not deterred them from trying. For example, a
few years ago the Centers of Medicare and Medicaid Services (CMS) decided to reject AstraZeneca's Iressa (gefitinib)
from Medicare Part D formularies because it showed no impact on survival among non-small cell lung cancer
(NSCLQC) patients. While management of cancer drugs in this sense has been the exception, not the rule, improved
IT capabilities combined with increased competition have driven managed care organizations (MCOs) and other
payers to use a variety of tools to affect oncology costs and trends (see Table 1)."° These tools include but are not
limited to requiring prior authorization and/or companion diagnostics, the use of clinical pathways, and establishing
alternative payment models.

Table 1. Tools Used to Control Oncology Drug Costs and Trends

Percentage of MCOs reported to use

Tool tool with respect to cancer drugs

Prior authorization protocols 87.5%
Drug quantity/days’supply limitations 79.2%
NCCN guidelines as source of policy coverage 60.4%
Improved drug reimbursement (e.g., AWP-, ASP-,or WAC-based) 56.3%
Step therapy 53.1%
Closed specialty pharmacy network 40.6%
Specialty drug benefit design recommendations 35.4%
Limited first fill (e.g. short fill) 27.1%
Medical claims repricing 16.7%
Member incentives to use preferred therapies 16.7%
Other (e.g. clinical pathways, reduced reimbursement for buy and bill) 12.5%

Source: Genentech Oncology Report (2012)

Targeted therapies represent a major focus of cancer research today. In fact, four of the drugs approved in 2013 alone
are indicated for patients that have a specific genetic mutation."" As personalized medicines continue to establish

a stronghold in the oncology space, indications for available treatments have become narrower and drug labels are
more complex. Consequently, payers are now more likely to restrict market access of these products through prior
authorizations (PAs) and companion diagnostics.“The FDA labels for specialty medications are becoming increasingly
detailed. We try to manage these medications in line with their approvals, so prior authorization is expanding,’says

Dr. Estay Greene, director of pharmacy programs at Blue Cross Blue Shield of North Carolina. Dr. Green's statement is
supported by Genentech’s findings listed above, as well as by a recent study reporting that 93% of the 47 major health
plans examined routinely employed PA to manage utilization of oncology agents.'

Simultaneously, payers are requiring more companion diagnostic tests before approving certain therapies in an
effort to focus expensive drugs on the most appropriate patients.“The ability to avoid the unnecessary adminis-
tration of expensive therapies - which can cost upwards of $10,000/month or more -- that will provide no clinical
benefit and may incur a lot of side effects (and even ER or hospital visits) provides tremendous opportunities for cost
savings to plans and to the overall healthcare system, so there’s a lot of interest in this,"adds Dr. Michael Kolodziej,
national medical director for oncology solutions for Aetna. Kolodziej also warns manufacturers that as premium-
priced oral cancer drugs continue to penetrate the market, PAs and companion diagnostic requirements become an
even greater access barrier for these products; “With these two drivers in place, many community oncologists have
been less willing to prescribe oral oncolytics when a suitable IV option exists.

The rise in oral oncologics production is also forcing payers to reevaluate the payment model for reimbursing physicians.
In an effort to move away from a buy-and-bill system that rewards oncologists for prescribing higher-priced drugs, payer
organizations such as UnitedHealthcare have begun to experiment with episode payments for cancer therapy, including
drug administration. These payment systems are designed to identify and reward best practices while decreasing
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overall costs through standardization and improved quality of care. Thus, with payers directly paying for cost of the drug,
physicians are now incentivized to use products with high economic and clinical value as opposed to more expensive
medications. According to Newcomer,”In the old system, the physicians would have made a lot more money, but that
doesn't happen in this program. Everyone knows the drug profit model is going away and this model offers a unique way
to increase physician payments!” Episode payments represent just one of several strategies payer groups are looking into —
“It will be a tool in a big tool chest”of payment approaches in the future,'added Newcomer.

Healthcare Provider Landscape in the U.S.

Payers are not the only stakeholders looking for ways to improve cancer patient care quality and reduce medical
expenditures. Provider organizations (e.g., hospitals and physician groups) in the U.S. are becoming increasingly
focused on costs as well — a trend that is largely driven by declining reimbursement rates, the enforcement of
financial penalties related to clinical metrics, and increased regulations. The Patient Protection and Affordable Care
Act (PPACA), also known as the Affordable Care Act (ACA) or“Obamacare”has a number of provisions baked in that
propose to address cost and efficiency in healthcare. As example, the ACA includes demonstration and implemen-
tation of new payment and care delivery models (e.g., accountable care organizations, or ACOs). With the ACA's
endorsement of and focus on ACOs, there is a clear focus on moving more risk associated with the quality and costs
of healthcare to the provider. Healthcare providers are being forced to adapt to such external pressures and are
choosing to do so, at least in part, through consolidation and the implementation of care pathways — both of which
have major implications for manufacturers.

Since 2007, there have been more than 430 hospital M&A deals announced, involving 835 hospitals. Moreover,
hospital ownership of physician practices has more than doubled to 49% of practices in the last 10 years.”* Not only
is there an increase in the number of hospitals that are acquiring other hospitals and physician practices to become
entire health systems, payers are also becoming more involved by creating partnerships with hospitals (see Table

2). Forinstance, Florida Blue recently partnered with two separate healthcare institutions, including Moffitt Cancer
Center, and launched initiatives aimed at better integrated, higher quality care and improved patient outcomes.
These trends are predicted to continue with the full implementation of the ACA in 2014.

Consolidation in healthcare is having significant implications for manufacturers selling into the delivery sector.
With respect to purchasing power, fewer, larger health systems increase the leverage of buyers with all suppliers,
including pharmaceutical companies. Beyond that, the integration of insurers with delivery organizations poten-
tially increases the power of administrative perspectives in purchasing decisions relative to clinical perspectives.
The likely consequence here is accelerated pricing pressure. Massive consolidation also poses a threat to product
adoption. Treatment decisions that historically were made at the physician level are being institutionalized, with
management’s role growing at the expense of clinicians. Enterprise-level senior executives and hospital adminis-
trators increasingly are making decisions about what drugs will be on the formulary, and which will not.

Table 2. Innovative Payer/Provider Cancer Care Initiatives in the U.S.

Focus of Initiative

Partnership Constituents (Payer / Provider)

Oncology-specific
ACOs

Florida Blue / Baptist Health South Florida &
Advanced Medical Specialties Oncology

Florida Blue / H. Lee Moffitt Cancer Center

Promotes better health outcomes at lower costs
by creating evidence-based treatment regimens
and advancing care planning.

New Payment Model

United Healthcare / Five oncology practices
throughout the U.S

Aetna / Texas Oncology/Innovent Oncology

Implementation of redesigned payment system
(episode / cost sharing) accompanied by the use
of clinical pathways, improved HIT capabilities,
and care coordination

Oncology-specific
patient-centered
medical home

Wellpoint of California / Wilshire Oncology

Priority Health / Physician Resource
Management

Center for Medicare and Medicaid Services
(CMS) / Seven oncology practices throughout
the U.S.

Horizon Blue Cross Blue Shield of New Jersey /
Regional Cancer Care Associates

Encourages physicians to direct disease
management, engage and educate patients,
coordinate patient care thereby improving care
quality, cost, and patient satisfaction

Source: Genentech Oncology Report (2012)

For more pharma business intelligence visit www.eyeforpharma.com
FC Business Intelligence Ltd © 2013

eyeforpharma: Oncology Market Access \ 9




eyeforpharma

Payers are already demanding data from manufacturers that demonstrates a product’s economic and clinical value
in guiding reimbursement decisions. Moving forward, hospital administrators with decision-making power will

rely on published evidence as well as the experience of their clinical teams to determine a product’s value. In fact,
this is already happening. In 2012, in an unmistakably public event (the editorial page of the New York Times),
oncologists at Memorial Sloan-Kettering Cancer Center (MSKCC) decided not to include Sanofi's Zaltrap in their
treatment protocols because, they said, it wasn't worth the cost. The available data indicated that Zaltrap was no
better at extending life than the product currently used (Avastin) and it cost twice as much (511,063 on average for
a month of treatment vs. approximately $5,000). These actions eventually led to a 50% reduction in the product’s
price. Even Pharmacy Benefit Managers (PBM) like Express Script and CVS/Caremark have recently removed some
of Big Pharma’s newest growth prospects from their formularies due to a perceived lack of value. While no oncology
agents were removed this time around, Express Script's CMO, Steven Miller, warned that “five specialty classes [were]
included in the exclusion and that “this is just the beginning of a multi-step process over the next several years”to
rein in Costs.

Structural reorganization in healthcare through M&As and partnerships is not only changing the way treatment
decisions are made, it's also promoting the collection and use of big data as a means to determine value. Recently,
key stakeholders including payers and providers have been exploring innovative alliances and investing significant
resources to design applications and analytical tools that will help produce insights into the best courses of
treatment. Providers are investing in data warehouses to conduct research, including comparative effectiveness
research (CER), safety monitoring, and long-term studies. Specifically with respect to oncology, in early 2013,
tech-giant IBM joined with WellPoint and MSKCC to train a supercomputer in processing and interpreting oncology
data. According to Dr. Harlan Levine, executive vice president for comprehensive health solutions at WellPoint, such
technology "will bring the best clinical information about effectiveness to the doctor’s office...and empower the
doctor with the collective knowledge of the oncology community.

Separately, the American Society of Clinical Oncology (ASCO) recently initiated the development of a ground-
breaking health information technology (HIT) project to achieve higher quality, higher value cancer care with
better outcomes for patients. Dr. Clifford Hudis, ASCO'’s president and chief of the Breast Cancer Medicine Service
at MSKCC, believes these initiatives will dramatically change cancer care by improving post-market drug safety
research. According to Hudis,”...adverse patterns may flag a problem in a matter of weeks!” He adds that by using
this system, "Health services and other researchers could potentially investigate patterns of care, health economics,
and comparative effectiveness.” While many of these efforts are still in early stages of development, each of these
stakeholder groups have expressed interest - and invested resources - in additional data analyses, making it likely
that these groups will use data to influence treatment decisions. If recent developments are a sign of things to
come, one way providers, payers and other stakeholders are planning to do this is through the development and
implementation of clinical pathways.
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Clinical Pathways in Oncology

Clinical decision-making represents one of the last bastions of costs that have remained untouched by adminis-
trators. Hospitals have typically operated with a strict division of activities such that decisions impacting clinical care
were exclusively made by clinicians, and all other decisions were made by administrators. As organizations seek to
manage shrinking profit margins due to falling reimbursement rates, their ability to reduce costs has become even
more critical. What was once considered “off limits” - clinical decision making -- is now a legitimate and necessary
target. Only by addressing the clinical and cost implications of physician decision making can clinicians and
administrators maintain organizational growth and ensure future viability.

It's not surprising, then, that payers, provider organizations, and professional societies have all shown growing interest in
establishing treatment guidelines and developing pathways as a way to ensure greater consistency and use of evidence-
based medicine. In addition to reducing variability of treatment between facilities, guidelines and clinical pathways may
also reduce overall costs by decreasing the use of less effective therapies. Since 2012, ASCO has been publishing recom-
mendations as part of its “Choose Wisely”initiative, intended to improve quality and reduce costs by eliminating overuse
of specific tests and therapies." ™ While these are offered as recommendations now, it's likely that they will be used as a
rationale by some payers for limiting or denying reimbursement for products and services at some future point.

The term “oncology clinical pathway”has long been disregarded by oncologists who have viewed this as nothing
more than an effort by payers to control how medicine is practiced by limiting physician choice. Payers have
responded to such criticism by offering incentives to secure physician participation and motivate continued
adherence. Providers' recognition that the current model of cancer care is unsustainable, paired with these incen-
tives have led oncology clinical pathways to become a significant and growing presence in oncology practices.
Increasingly, provider and payer groups are actually working together to either independently create clinical
pathways based on nationally recognized guidelines or establish alliances with national pathway vendors.

Several pilot programs between pathway vendors and payers/providers have been initiated and a few have begun
yielding results. Last year, it was reported that an alliance between Cardinal Health Specialty Solutions and CareFirst
BlueCross BlueShield helped reduce overall breast, lung and colon cancer treatment costs by 15%." The decline in costs
was primarily attributed to fewer emergency room visits, shorter hospital stays, increased use of generic drugs, and more
appropriate use of chemotherapy. Importantly, reimbursement to physicians increased for both branded and generic
drugs, despite the fact that overall drug expenditures were reduced. "When implemented collaboratively, with physician
input and buy-in, clinical pathways can create a new paradigm for the delivery of cancer care — one in which all stake-
holders can win,"maintains Dr. Bruce Feinberg, vice president and CMO of Cardinal Health Specialty Solutions.

It's expected that these collaborative efforts will continue as physicians are increasingly employed by hospitals and
healthcare systems, and payers apply pressure to reduce cost and increase quality. In the short-term, manufacturers
may find comfort in the fact that although the method of arriving at a clinical pathway may vary, to-date pathway
regimen selections have typically been considered by placing a greater emphasis on a product’s efficacy and safety
profile, and not its cost.'” Thus, clinical pathways may include costly oncologics, but only those with perceived clinical
value. However, as the use of clinical pathways becomes more commonplace in oncology practice and as products’
competitive sets become more extensive, cost will become more of a driver in the decision making process. Janene
Culumber, senior vice president of finance and CFO for Moffitt Cancer Center suggests that treatment decisions based
on cost are already taking place at her institution. Essentially adding cost to the treatment decision is an increasingly
common situation and one that is driving behavioral change among physicians.

The Emergence of Oncology Biosimilars and Risk-Sharing

Two other market forces that manufacturers in the oncology space should recognize include the availability of
biosimilars and the use of risk-sharing agreements (RSAs). Although no biosimilars have received regulatory
approval in the U.S. to date, biosimilars are available in the E.U. and Canada because regulations permit their
approval. Importantly, even if biosimilars are approved, stakeholders speculate that their adoption by oncologists
may be compromised if they are not labeled as interchangeable. Nevertheless, Dr. Newcomer believes that if the
FDA deems a biosimilar interchangeable, decision-makers will spend little time debating the merits of the biosimilar
and will make the switch on their formularies automatically.

Unlike biosimilars, RSAs are already being established between payers and manufacturers in the U.S,, albeit
somewhat sparingly and so far, only in areas outside of oncology. Currently, in the U.S,, federal regulations require
CMS to cover an FDA- approved drug for its indication. However, with payers increasingly looking to manufacturers
to shoulder risk associated with outcomes, risk sharing remains a possibility.
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What Manufacturers Should Expect

Pharmaceutical manufacturers are facing a number of internal and external barriers to successful market entry in the
current US. healthcare environment. This especially holds true for oncology products (see Figure 2). As highlighted
in the beginning of this article, critical drivers of these forces are largely macroeconomic; policy, including the recent
passage of the PPACA, is simply accelerating change.

Payers are already demanding data from manufacturers that demonstrates a product’s economic and clinical value
in directing reimbursement decisions. When it is believed that the price is higher than the clinical and economic
benefits received, payers will limit product use and distribution by refusing product approval, demanding a risk-
sharing agreement or creating prior authorizations and other formulary restrictions (e.g. requirement for companion
diagnostic).

Payers are not the only stakeholders interested in pharmacoeconomics. Moving forward hospital administrators
with decision-making power will rely on published evidence as well as the experience of their clinical teams to
determine a product’s value. If biopharmaceutical manufacturers fail to plan for and conduct this research, be
assured that decision-makers will gather the evidence to determine how competitive products at different price
points actually compare.

As healthcare consolidation continues, payers and delivery institution management increasingly share the physi-
cian’s once exclusive role in treatment decisions. For example, with cost as a significant driver, payers and provider
systems already place pressure on physicians to use generics. While no biosimilars are currently available in the U.S,,
biologics may soon encounter competition, especially as the costs to treat cancer patients continue to rise.

Providers adopting bundled pricing will increasingly focus on evidence-based care paths that allow them to define
the critical actions, decision points, and products used in treatment. When optimally formulated, such care paths
will provide the much needed link between clinical activities and associated costs. They offer a tool that hospitals
can use to gain control of their core production process, using data to collaboratively lower costs and improve
outcomes. Being unable to produce a compelling economic and clinical value narrative may set the stage for a
product being left out of a provider’s care path, and that will have a significant impact on market access.

Figure 2: Key Market Access Barriers in Oncology
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How Oncology Drug Makers Can Meet Increased Demands

Companies with a strategic focus on oncology must accept the fact that the market has changed and adopt
business strategies that consider the interests of all key stakeholders who can influence medical plan design,
treatment, and other related decisions. Every sector of an organization will have to play a role in making sure
the company is set for success in this evolving environment. From a broad perspective, this will require the
development of an integrated market access function to effectively generate, manage, and apply relevant health
economic and clinical data from drug development, through reimbursement and reimbursement negotiations.

Incorporate Economic and Clinical Value into R&D

As new oncology products are developed, R&D teams must ensure that economic and clinical value considerations
relevant to payers and other stakeholders are incorporated into product and clinical study design. With payers
expected to continue using tactics like prior authorization to limit drug utilization, and as payers and providers
adopt evidence-based clinical pathways, manufacturers will need to define the competitive set, determine the
requirements needed to demonstrate differentiation and build value based studies to incorporate these data points.
This may require discussions with payers at the clinical development stage concerning what outcome data might
be necessary and appropriate to support a positive coverage and reimbursement decision.

Traditionally, payer and manufacturer discussions have primarily centered on pricing, but moving forward, both
parties will need to expand these conversations to focus on other issues that impact market access. According

to Dr. Sam Ho, United Healthcare's CCO, when it comes to the relationship between manufacturers and payers,
“there needs to be a‘cease fire’openness to a new business model [between both parties]...and an open dialogue
regarding cost and management of patient outcomes!”

New products should be evaluated based on their potential to improve current treatment regimens, save costs
and improve outcomes. For comparative purposes, the focus must be on the current standard of care and existing
evidence-based care paths such as those supported by the National Comprehensive Cancer Network (NCCN). For
example, determining the potential of a new drug to take the place of multiple drugs in a current therapeutic
regimen would be important. In that case, demonstrating equivalent efficacy (vs. superiority) may be sufficient.
Other areas of interest to both providers and payers include lower dosing frequency (and improved patient
compliance), fewer side effects, or fewer physician visits. All of these issues -- variable perspectives, differing value
considerations -- will require difficult decisions about clinical endpoints to pursue and specific indications to target.

Value-based medicine (VBM) is the natural evolutionary step from simple evidence based medicine. VBM is
greater than cost management and evaluates quality of cancer care, access to treatment and broader stakeholder
requirements. As VBM becomes more important in determining relative product value in different patient groups,
important questions will need to be addressed, including the following:

What is the long-term cost-benefit of our product?

What is the relative value of our product compared to other, non-pharmacological management options?
What is the impact of our drug on care delivery (nursing, diagnostics, etc.)?

Are there potential issues concerning patient compliance or treatment access?

Does our product allow for cost-avoidance / reduction in medical costs (e.g. fewer hospitalizations)?

How does our drug impact a patient’s quality of life?

Thus, the story is more complex than clinical efficacy alone. In the current environment, manufacturers must focus
on providing payers with a much broader value story that is married to a drug’s “clinical pedigree.” By doing so, even
premium-priced innovative products that demonstrate significant value can achieve placement on formularies

and inclusion in clinical pathways. For instance, despite the fact that Genentech's pertuzumab costs $180,000 for a
course of therapy covering an 18-month period for each patient, UnitedHealthcare’s bundling program added the
medicine to their regimens based on physicians’ positive impressions of clinical data.

Understand the Evolving Role of Data

Payers and providers are rapidly adopting or developing big data analytic capabilities to track outcomes and to
understand the value associated with specific practices and products. To address these and other RWE-based
questions, manufactures will need to follow suit, either internally or through collaborations. Pfizer has recently
engaged in several collaborative activities with real world evidence in mind. Here, data is being used to effectively
match patients with specific treatments to improve the quality of outcomes for key populations. As personalized
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medicines continue to move to the forefront of oncology pharmaceuticals, companies must consider whether data
for a smaller patient population will enable the development of a stronger value proposition -- which may raise the
potential for premium pricing and enhanced market access. Therefore, collaborative activities such as these are
likely to become more prevalent.

Alongstanding criticism in cancer drug development has been the significant under-representation of older patients
and minorities in clinical studies, despite the fact that the incidence of cancer is reported to be 2 to 3 times higher

in patients 65 years or older compared to individuals 45 to 64 years of age.11 Now more so than ever, oncology

drug makers will need to examine new products’ potential carefully, and look beyond traditional patient populations

-- which, in the eyes of payers, may already have numerous treatment options. The more treatment options available,
the greater the need to demonstrate significant improvement in clinical outcomes (e.g. differentiated value in overall
survival, fewer side effects) and cost-effectiveness compared to current standard of care. One way manufacturers have
chosen to focus on more unique patient populations is through the design of targeted therapies.

Prepare for Stakeholders’ Demands for Targeted Therapies and Companion
Diagnostics
The FDA has already approved multiple targeted drug cancer therapies, and many more are being studied in clinical

trials either alone or in combination with other treatments. Because these targeted drugs usually involve multiple
drug combinations they often require more complex and multifunctional considerations, including the following:

Patient screening / identification

Matching drug combinations with tumor molecular etiology

Safety and quality of life

Costs / pharmacoeconomics evaluation by HTAs, payers and other agencies
Patient adherence, especially for oral oncolytics

According to Doug Long, Vice President of Industry Relations, IMS Health, the dominance of targeted therapies will
shape the future oncology pharmaceutical marketplace. For this very reason, Mr. Long predicts that companion
diagnostics will play an even greater role in future market access decisions, alluding to the recent success of Roche’s
melanoma drug Zelboraf, where a companion diagnostic resulted in substantial market growth compared to

its major competitor Yervoy. Manufacturers such as Roche share this expectation. This is evidenced by the fact
that “more than 60% of [their] pharmaceutical pipeline projects are coupled with development of companion
diagnostics in order to make treatments more effective,"according to Roche CEO Severin Schwan.

That being said, in most cases, companion diagnostics have been developed separately and approved after the
therapeutic. This is due, at least in part, to the fact that payers have placed restrictions on reimbursement of
personalized medicines and their companion diagnostics, given the lack of evidence on the clinical utility of many
tests. “When it comes to deciding whether to reimburse a given test, we don't have hard and fast rules with regard
to specific outcome measures--we evaluate each test individually, but ultimately the question is ‘Has this test been
shown to change patient outcomes or medical decision-making?’ That's what we really need to know,"says Ed
Pezalla, national medical director for pharmacy policy at Aetna. Moving forward, early discussions with payers
should also serve to offer some guidance concerning the clinical evidence required to bring these paired products
to the marketplace.

Develop Sales and Marketing Strategies to Account for Healthcare Consolidation

As payer organizations become more powerful, and decision-making moves further from physicians, there is
increasing pressure on commercial teams to identify key stakeholders and develop messages, including economic
messages, that target their specific needs. Specifically, manufacturers should focus on creating strategic sales teams
directed at evolving healthcare delivery models (e.g. ACOs and bundled pricing) and payers. These new sales team
must be capable of strategic conversations and joint problem solving (versus feature and benefit discussions).

Anticipate Market Forces on the Horizon

Although biosimilars have been slow to emerge in the US., greater attention is being given to legal, regulatory,

and stakeholder policies surrounding biosimilars. With a diversified competitive arena for biosimilars already
emerging and as pressure for access to low-cost, high-value drugs grows, originator manufacturers should continue
to develop post-market strategies and capabilities for collecting the real-world evidence (e.g. patient reported
outcomes) needed to support their products value.
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With respect to RSAs, while it may still be too early to tell how pervasive these contractual agreements will become
in the U.S, especially pertaining to oncology drugs, one thing is certain -- the forces that motivated interest in
linking payment to performance are very real. Additionally, manufacturers should understand that the decision to
explore RSAs with payers may not always be theirs to make. Pharmaceutical companies will be better prepared to
negotiate RSAs if they have a clear understanding of their product’s ability to deliver value based on data from RCTs
and real-world evidence, if available.

With Great Challenges Come Great Opportunities

Payers, providers and researchers are all offering increased scrutiny of expensive cancer treatments in today’s
marketplace. Payers in the U.S. are limiting product use and distribution through prior authorizations or requiring
companion diagnostics while international decision-making bodies are refusing product reimbursement altogether
for those drugs that fail to achieve significant economic or clinical benefit. At the same time, risk-sharing arrange-
ments are being demanded by payers for products in other disease spaces and these could soon apply to oncology
drugs as well.

With respect to providers, recent healthcare reforms and declining reimbursement have resulted in massive
consolidation and a shift in buying criteria towards product value. These changes have significant implications for
oncology drug manufacturers who operate in a market flooded with products that offer incremental improvements
for patients. Lastly, the emergence of evidence-based medicine and the concurrent growth in the development of
care paths serves as a major barrier to oncology market access moving forward.

Despite these ongoing challenges, the oncology space continues to present enormous opportunity for manufac-
turers, especially as our understanding of cancer, focus on personalized medicine, biomarkers and development of
more targeted diagnostics continue to increase. For pharmaceutical companies, this may drive a new approach to
product development and commercialization, one that includes:

m Defining the competitive set and generating comparative effectiveness research through clinical trials
or retrospective data analyses to demonstrate differentiation to key stakeholders and influence product
placement on formularies and in clinical protocols.

m  Unique collaborations that allow for the collection and analysis of “big data”to track outcomes and to under-
stand the value associated with specific practices and products.

B Accompanying diagnostic tests that effectively match patients with specific treatments thereby improving the
quality of outcomes for key populations.

m  Sales professionals with advanced academic training who are able to effectively communicate a product’s
economic and clinical value to a more diverse set of stakeholders.

Understanding these inputs will be essential for successful market access in the future.
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GOT SOMETHING TO SAY?

eyeforpharma is more than just a source of industry
information; it’s a platform for debate and innovative ideas!

If you have an idea you'd like to share with our audience, or if you'd just
like to provide feedback on this document, contact our Editor,
Craig Sharp at csharp@eyeforpharma.com.

Thanks for reading eyeforpharma!
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