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7 KEYS TO SUCCESS IN EUROPE

Introducing the 7 Keys

Introducing the 7 Keys
For US-based biopharmaceutical companies seeking
to expand, establishing a presence in Europe is usually
an obvious next step. Investors typically expect that a
company will avail itself of such a large market opportunity
and unlock the full commercial value of its assets.
Europe represents the second largest market in the
world for prescription pharmaceuticals. The 27 membernations of the European Union (EU)—plus important nonmember states like the United Kingdom, Switzerland,
and Norway—represent nearly 23% of the $1 trillion+
global pharmaceutical market. When focusing on new
medicines only (launched 2014-2019), the European
Federation of Pharmaceutical Industries and Associations
(EFPIA) indicates that the top 5 European markets alone
(Germany, France, Italy, Spain, and the United Kingdom)
account for 18.4% of all global sales. Collectively speaking,
European markets are highly attractive to any company
with products that offer compelling and differentiated
value propositions.

However, a move into Europe is a major step that should
not be taken lightly. Companies that are ill-prepared—and
that don’t understand the keys to success in Europe—can
expend a tremendous amount of resources while negatively
impacting the value of their assets for years to come. In
short, when it comes to entering Europe, it really pays to
do it right the first time.
Unfortunately, for companies that aren’t familiar with
Europe, the best way to “do it right the first time” isn’t
always clear. Even though most of Europe shares a
common regulatory body, there are many differences
to navigate. For example, the cultures and people are
diverse, access and reimbursement schemes—and the
related decision-making approaches—vary widely from
market to market, and there are 24 official languages
and 11 currencies within the EU alone. It’s complicated.
Moreover, companies sometimes start to think about
Europe too late. There are key things they must do very
early to ensure IP protection, establish a team, set up
their clinical trials for success, and lay the groundwork for
market access. Starting these things too late can lead to
risks and unnecessarily keep a company from achieving
the full potential of its assets.
Therefore, the goal of this publication is to help build a
road map of sorts for companies that are interested in
Europe. In this section, we introduce seven keys to success
in Europe and briefly describe why each is important.
Companies should focus on these keys to success if they
are considering European market entry, are in the process
of entering, or if they’ve recently entered and are working
to solidify their presence. In subsequent sections, each
key is explored in greater detail.
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File & Don’t Forget
Properly Securing IP Protection & Completing Regulatory Filings

Securing European intellectual property (IP) protection and managing
regulatory filings are critical, meticulous, and process driven exercises.
Fortunately, the pathways, protocols, and timelines are well established.
Still, both areas require special attention because they set the commercial
playing field for years to come and directly impact a company’s ability to
unlock its full commercial potential.
A company that conducts a full reconnaissance of the relevant IP and
regulatory processes will gain a much better understanding of the mission
critical interactions with authorities. Done right, these key interactions might
enable the company to
•
•
•
•

Expedite clinical development and review timelines
Prolong exclusivity
Optimize pricing
More effectively pull through its strategic priorities

Mission critical interactions with regulators and payers should start while
defining the pivotal trial strategy. Ideally, companies would seek joint
scientific and health technological advice to ensure clinical endpoints will
address unmet needs, differentiate from competitors, and enable access
and reimbursement.
Keeping in mind the limited resources and time constraints, biotech startups
should strive to align their FDA programs as much as possible to the EMA
programs. In addition, they should conscientiously apply for orphan drug
status, and/or any other regulatory options they may have.
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The Science Won’t Sell Itself
Leveraging the Right Commercial Model to Achieve Market Success

This key to success goes well beyond Europe, as it’s really a key to commercial
success in general, regardless of the geographies involved. In short, even
if the product in question is a true scientific breakthrough that’s highly
differentiated from a clinical standpoint, the chances are that the science
alone will not be enough to help it achieve its full potential.
It will need more than that to stand out. Companies need to effectively
engage with stakeholders in the ecosystem to drive awareness, ensure a full
understanding of how the therapy and any related services or operational
processes (e.g., logistics for cell therapies) work, understand needs, and
overcome challenges (such as misdiagnosis leading to long delays in
patient finding).
Successful companies in Europe will have a strategic (and systematic)
approach for evaluating the market landscape(s), defining the overall vision,
and determining what must be developed to meet stakeholder needs. Because
resources are limited, they’ll also need to be smart about how they weigh
alternatives and make trade-off decisions.
It is also important for companies to consider how to serve patients in
markets where the opportunity isn’t as big. Going it alone across all of Europe
is quite a big undertaking and risks diluting effort in core markets. Devising
an effective strategy—such as finding a partner—to maximize value in these
smaller markets is helpful to both patients and companies.
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Location, Location, Location
Deciding Where to Set Up a European HQ

Selecting the right location for a European headquarters is an important
decision. However, a significant percentage of the time, companies select
headquarters locations using very non-scientific approaches. Perhaps the
CEO has an affinity for a certain city. Or, maybe the company just hired a
European General Manager (GM) who happens to be from City X, so the
office ends up there.
Selecting a location using such subjective approaches can result in costly
mistakes. Instead, a company should devise a systematic approach for
evaluating locations and making a final decision. There are a wide range
of criteria that a company should score and evaluate, such as tax laws and
benefits, labor laws, access to transportation, proximity to other life science
firms, access to talent, quality of life, and a host of others.
There are too many examples of companies that based their decisions on
subjective factors, then had to endure years of sub-optimal performance
before finally admitting defeat and moving to a better location. An objective
approach can help avoid those headaches.
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Europe’s Got Talent
Determining Which HQ & Country Roles Are Needed & When to
Hire Them
Hiring the right leadership roles at the right times and in the right sequence is
critically important. U.S. companies often underestimate the time and effort
required to hire a team in Europe, and sometimes struggle to determine the
best sequence for key roles, such as the GM and leaders for the Regulatory,
Medical Affairs, Market Access, and Clinical Operations functions. Bad
timing and improper sequencing can result in poor team dynamics, a lack
of buy-in for the European strategy, and other challenges.
In addition, European hiring processes—as well as compensation and benefits
expectations—are different from those in the U.S. Companies that fail to
appreciate the differences can end up with significant and unexpected delays.
Another important dynamic, which relates to both talent acquisition as well
as headquarters location, is whether to go after talent regardless of location.
This would involve setting up a virtual leadership team rather than forcing
talent to move to the same location. There are significant pros and cons for
both options, though the COVID-19 pandemic has honed everyone’s skills
when it comes to working remotely.
To succeed, companies need to focus a lot of attention on the critical GM
role. They also need to decide whether to hire talent regardless of location
vs. talent tied to a specific location, understand local benefits expectations,
and plan the hiring sequence for their initial waves of hiring.
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Go with the (Product) Flow
Establishing an Efficient and Effective Supply Chain

From a supply chain perspective, a company wants to be fully compliant
and ready to receive purchase orders, deliver product safely and efficiently
to customers, send invoices, and collect money as of Day One of market
authorization approval. To achieve this for a European market entry, a company
needs to understand the interlinks between the physical and product title
flows and the financial flow. These parameters will enable the company to
make strategic choices that allow them to optimize supply timelines and
tax structures.
Moreover, it is vital to understand the use of the product, the patient, the
prescription policies, the reimbursement flows, and the outlet (hospital, retail,
homecare, etc.) to design the most optimal supply chain which fits the first
launch, as well as possible subsequent launches of new indications or new
products. In addition, labelling and packaging considerations accommodating
the various languages need to be well thought through as well complying
with the new serialization requirements in the EU.
Especially in the case of Advanced Therapy Medicinal Products (ATMP’s),
an early start with experienced expert advice is highly recommended as the
European supply chain infrastructure is still underdeveloped for these products.
As companies develop their supply chain strategies, they often underestimate
the time required to get the necessary licenses. While VAT registration
may be on a less critical time path, securing a manufacturing and import
authorization and wholesale distribution authorization may take up to a year.
Third-party vendors can provide customer support, information technology,
logistics, and finance solutions to help address some of the key issues for
a European launch. Selecting the right partners that fit the culture and the
supply chain strategies of the biopharma companies is a crucial decision.
Therefore, biopharma companies need to obtain the best possible support
and start engaging early to properly set up contracts and manage these
relationships effectively.
Finally, it’s important to remember that data points gathered through the supply
chain—coupled with competitive intelligence—can help foster commercial
excellence and maximum transparency of where the goods are at any
moment in time. Companies will need to be proactive in establishing effective
mechanisms for capturing useful commercial data from the supply chain.
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Show Me the Value
Effectively Engaging with Payers

Compared to the U.S., payers in Europe are more powerful relative to healthcare
providers and patients. National payers are extremely important. In addition,
their needs and expectations can vary widely, as different national payers
use different criteria for evaluating medicines and making access and
reimbursement decisions.
Because of this, companies planning to enter Europe must engage early
with payers, preferably starting before they design their pivotal trials for
Europe. “Baking” payers’ needs and evaluation criteria into trial design will
help pave the way to more effective access and reimbursement, at least in
priority markets.
Smart companies will proactively map the payer landscape, understand the
evaluation criteria that key payers use, and engage early. This will result in
more relevant data and provide insights for constructing more tailored and
compelling value propositions for payers.
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Europe is Not a Country
Defining the Launch Sequence & Market-Specific Strategies

Each country represents a discreet launch into a differentiated healthcare
decision-making ecosystem. Given the complexity, attempting to understand
all markets or to apply a U.S.-like strategy is apt to result in failure. A regional
strategy that reflects EU-specifics is a must.
Before entering any market, the pharmaceutical company needs to deeply
understand the environment—patients, caregivers, physicians and other
relevant stakeholders—to help develop brand propositions that will be
meaningful to those stakeholder groups. These brand propositions often
extend well beyond the product’s clinical attributes and involve a range
of elements that can comprise the overall brand experience. These can
include tools and support services, disease education, development of
patient / support communities, and more. All of these things can help
create a powerful and differentiating brand experience that goes beyond
the product’s clinical attributes alone.
Furthermore, in Europe, opportunities to engage patients are different than
they are in the U.S. An effective engagement strategy, applied consistently
across the patient’s ecosystem, is essential to ensure value is delivered.
To enter Europe, smart companies will define their priority markets and
determine the optimal launch sequence for entering them, taking into
consideration things such as market size, reimbursement, reference pricing,
and the delay between regulatory and reimbursement decisions.
In an ideal situation, the Global organization will lead co-creation of the pivotal
study and market entry strategy for the priority markets. The requirements of
those markets—especially for regulatory and market access—should be fed
into the design of the pivotal study and development of engagement strategies.
In reality, companies aren’t always in the “ideal situation” and begin to focus
on Europe after pivotal study design has already taken place. All is not lost
in those cases, but it certainly does make for a more challenging dynamic.
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File & Don’t Forget
Properly Securing IP Protection &
Completing Regulatory Filings
KEY 1

Introduction

Two foundational elements of any European market entry that can set the
commercial playing field for years to come are
1. Securing intellectual property (IP) protection
2. Completing the necessary regulatory filings
Without a clear strategic approach, a company risks long-term negative
consequences that could limit its ability to achieve its full commercial
potential. Securing European IP protection and managing regulatory filings
are critical, meticulous, and process driven exercises. Therefore, any company
embarking on a European market entry should have the necessary legal and
regulatory expertise in-house or should secure outsourced partners who do.
A comprehensive overview of this process is far beyond the scope of this
publication. Rather, our objective here is to link the key steps for IP protection
and regulatory filings to their potential downstream commercial implications,
while providing some recommendations that biopharma companies can
use to approach this process more strategically. The key objectives for a
strategic approach are to
• Prolong exclusivity
• Expedite clinical development and review timelines
• Optimize pricing
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A High-Level Look at Key Filings
IP Protection
Independent of what path a company takes (i.e. “early exit”, out-licensing,
partnering, or self-commercialization), the strengths and durations of its patents
will significantly affect its valuation and its long-term commercialization
opportunity. There are a number of different filings related to IP, including
product-related patents, filings related to data exclusivity and market
protection, trademarks and design rights, and copyrights. Collectively,
these filings protect the rights to the asset itself as well as the tools that
will be used to commercialize it.
Companies planning to enter European markets should make themselves aware
of the various filings and mechanisms that may be available to them including:
• Patent protection: As most people in the biopharma industry are aware,
product patents usually grant 20 years of exclusive rights and exclude
others from producing, using, and selling generic versions. However,
there are a range of measures that companies can take—under certain
circumstances—to extend that protection as mentioned below.
• Supplementary Protection Certificates (SPCs): SPCs can extend the
patent terms of pharmaceutical products that have been authorized
by regulatory authorities by five years. An additional six-months can
be granted if data are submitted according to a Pediatric Investigation
Plan (PIP) that support the authorization for children.
• Data exclusivity and market protection: Both filings give an additional
shield in case patent timelines are about to expire when the invention
reaches regulatory authorization.
 Authorized products may benefit from eight years of data exclusivity,
which is the time until generics and biosimilars can start to apply.
Exclusivity can be extended by one year if significant pre-clinical or
clinical data are provided that would change the drug classification
or would support a new therapeutic indication.
 Market protection can be granted for ten years, which is the time
until a generic or biosimilar can be placed on the market. This period
can be extended by one year if within eight years the company
manages to obtain an authorization for one or more new therapeutic
indications.
Product patents are not the only important IP-related filings. Trademarks,
design rights, and copyrights are also important to secure a product’s brand
identity. Applications should start early, well before market authorization.
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Regulatory Filings
Regulatory filing across the European Union’s 27 (as of this writing) member
states is synchronized by the EMA (European Medicines Agency). The
agency’s Committee for Medicinal Products for Human Use (CHMP) will
grant a market authorization (MA) for all EU-member countries. The legally
binding decision (a rather formal procedure) will be then issued by the
European Commission. This centralized approach is mandatory for some
products, including cancer medications, HIV/AIDS treatments, viral diseases,
autoimmune disorders, and some others.
There are alternative approaches to securing market approval. For some
companies, one of the alternatives below could make sense if the product
is right, if one or a few markets are critically important, or if strategic timing
requirements dictate:
• National Procedure – Apply to the proper agency in a single EU state.
• Mutual Recognition – After securing approval in a single state, marketing
authorization in another EU member state can be obtained through
mutual recognition.
• Decentralized Approach – Apply for marketing approval in a range of
EU states simultaneously by appointing one reference member state.
A sound dossier submission is critical to any of the approaches above. The
work involved in creating a powerful—and ultimately successful—dossier
submission starts long before pivotal trials begin, and a strategic approach
is needed to avoid delays while maximizing the value of the asset.
Also, some treatments are for diseases in which there are extremely limited
therapeutic options and a high unmet need. In a case like that, a company
may be able to get the treatment to some patients early via compassionate
use programs.
Once market approval is secured, a company will face individual member states’
requirements for the commercialization and distribution of pharmaceutical
products. Most notably, these include Manufacturing and Importation
Authorizations (MIA) and Wholesale Distribution Authorizations (WDA) or
Licenses (WDL).

© Blue Matter Consulting, Inc
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Key Considerations
& Recommendations
Start Early and Be Strategic
Given the complex nature of this “high-stakes” process, it is critical to adopt
a strategic and systematic approach. Starting very early (prior to phase II
of clinical development), a company should:
1. Identify all required filings and their timings.
2. Identify the key institutions related to those filings and from whom input
is needed.
3. Assign responsibility for strategic and operational oversight of the process.
4. Identify the information / stakeholder inputs needed for each filing.
5. Build a target list of critical stakeholders from whom input is needed.
6. Create a stakeholder engagement plan and assign responsibility for
carrying it out.

Proactively Gather Input from the EMA and Other Stakeholders
A company must ensure that its dossier will be as effective as possible
in helping to secure a market authorization. In most cases, this means
proactively engaging with the EMA and other stakeholders early, well before
the design of pivotal trials if possible. Input and advice are available in a
range of areas, including
• The most relevant trial endpoints
• The most appropriate comparators (i.e., current and/or future standard(s)
of care)
• Whether the product may qualify for orphan status and/or
accelerated assessment
• How best to demonstrate the product’s economic value.
This will help ensure that clinical studies gather data that are most relevant
to regulatory authorities, payers, and more. Overall, it will enable the company
to secure a label that’s more likely to support commercial success.
Incidentally, if the company decides not to engage with the EMA for strategic
reasons, then it should establish a mock EMA panel of former regulators,
rapporteurs, and co-rapporteurs. They can provide similar guidance in a
lower-risk environment. Below, we outline some of the advice that companies
can get from the EMA / CHMP and other stakeholders.
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Scientific Advice
During a medicine’s development process, a company can seek
guidance from the EMA on the best study designs for generating
robust and relevant data on safety and efficacy. Gathering this input
can help improve study design, avoid challenges during the evaluation
process, and prevent patients from taking part in studies that won’t
produce the most useful evidence. This scientific advice and protocol
assistance are given by the CHMP Scientific Advice Working Party (SAWP).

Advice Regarding Evidence Generation
In conjunction with the European Network for Health Technology
Assessment (EUnetHTA), the EMA offers consultations on evidence
generation plans. This allows biopharma companies to get feedback
from regulators and HTA bodies on their evidence-generation plans
to support decision-making on marketing authorization, as well as
reimbursement. These consultations can take place at any time,
before or after the product is made available on the market. However,
it’s definitely preferable to secure such input as early as possible. This
initiative streamlines the previous process, in which companies had
to contact member states’ HTA bodies individually.

Advice Regarding Accelerated Assessment
If the CHMP determines that a product is highly important to public
health—and represents a significant therapeutic innovation—then
it might deem the product’s application eligible for accelerated
assessment. This reduces the timeframe for the CHMP to review
the application and render a decision.

Reimbursement-Related Advice
A company should also engage with key payers early, discussing
many of the same topics as with the EMA. The company can begin to
collect payer input, then incorporate it into clinical trial design, use it to
inform development of the target product profile (TPP), and leverage
it when developing sound payer value propositions.
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Consider Other Levers
There are some other levers that companies may be able to use to
accelerate assessment, extend patent protection, etc. These are not
applicable in all cases but are definitely worth exploring.
PRIME (Priority Medicines)
PRIME was launched by the EMA to improve support for
medicines that target unmet medical needs. To be accepted for
PRIME, a medicine must—through early clinical data—show the
potential to provide a major therapeutic advantage over existing
treatments (or benefit patients who have no current options).
Through PRIME, the EMA offers early and proactive support to
companies. This support is very similar to the types of input
and advice described above. Medicines that are part of PRIME
can expect to be eligible for accelerated assessment of their
marketing authorization applications.
Orphan Status
As is commonly known, orphan drugs are intended to treat
diseases that are quite rare—so rare that the resultant market
size for the product makes it less commercially attractive for the
developer. In the EU, special incentives are offered for medicines
with orphan status. Broadly speaking, the EU requirements for
orphan status are as follows:
• The medicine must address a disease that is life-threatening
or chronically debilitating
• The prevalence of the condition in the EU must typically
be 5 in 10,000 (or lower)
• There must be no satisfactory therapeutic alternatives
(or if there are, the prospective medicine must potentially
show a significant benefit over them)
The incentives for orphan medicines take many forms. Below
is a brief overview.
• Protocol Assistance
• Additional / Guaranteed Market Exclusivity (ten years,
once approved, plus two additional years for medicines
that have an agreed-upon pediatric investigation plan)
• Access to the Centralized Authorization Procedure and
fee reductions
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Tips for Engaging with Regulators
Prepare Diligently
A company should prepare diligently for any interaction with the EMA, whether
it’s before or during the dossier review period. It’s often advisable to prepare
for meetings with a mock panel consisting of ex-regulatory authorities.
It’s critical to have clear objectives and a game plan for each interaction.
In part, the team needs to answer a range of questions as it prepares for a
meeting with the EMA or other crucial stakeholder: What are the real questions
that we need to have answered? What do we want out of the meeting? What
messages do we need to communicate? What questions are we likely to get
and what information should we have on hand to answer them?

Maintain Relationships
Throughout the process, maintain relationships with the EMA and other
stakeholders. As mentioned above, it pays to engage early. This need to engage
extends all the way through the dossier submission process and beyond.
It also extends beyond EMA personnel. For example, the EMA will appoint
suitable KOLs to review the dossier submission (rapporteur and co-rapporteur).
The company will not know in advance who these people are likely to be.
However, a survey of the KOL environment early on will identify the most
likely candidates. The company should identify these candidates early and
engage with them to discuss the therapy, get their advice, and establish
a relationship. After the rapporteur and co-rapporteur are appointed, the
company’s access to them will be highly controlled, and relationship-building
will become far more challenging.

Consider Leveraging Parallel FDA and EMA Processes
If appropriate, align the US Food and Drug Administration (FDA) and EMA
submission processes as much as possible. This can help the company
avoid rework and save time.
The EMA and the FDA have launched a pilot program to provide parallel
scientific advice regarding protocol development and a range of other issues.
The goal is to provide a way for EMA and FDA assessors and drug developers
to interact during product development, avoid unnecessary testing and
rework, prevent the use of unnecessarily divergent testing methodologies,
and generally improve scientific understanding.
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Focus On Your Key Messages and Product Value
After submitting the product dossier to the EMA, the clock begins ticking
on a number of key milestones in the review process. On Day 120, the EMA
will produce a list of questions, asking for additional information it needs to
continue its review. On Day 180, the EMA will produce a final list of outstanding
issues that still require further explanation.
During this time, the company must respond to these issues and questions
completely and appropriately. Throughout this phase of the process, pressure
test the product’s TPP against the questions that come back from the EMA.
Identify risks, determine the potential impacts on the product’s label and
value, and prepare responses diligently.
It’s critical to set up a competent team with deep knowledge of the filing
dossier to handle these interactions. Most likely, this team would be crossfunctional and set up like a rapid-response unit. Again, using a mock panel
can be very helpful in getting the team ready for those important interactions
with the EMA.
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The Science Won’t Sell Itself
Leveraging the Right Commercial
Model to Achieve Market Success
KEY 2

Introduction
“Plans are worthless, but planning is everything.”
That well-known quote comes from Dwight D. Eisenhower, 34th president of
the United States and former Supreme Commander of the Allied Expeditionary
Force in Europe. It’s a pithy quote—though perhaps a little overstated—that
highlights the critical importance of planning for any serious undertaking.
For a biopharmaceutical company, the decision about how to enter Europe is
a big one, and certainly qualifies as a serious undertaking. The opportunities
can be great. In many therapeutic areas, the eligible patient pools are
comparable to those in the US. There are reliable patent exclusivity periods.
Reimbursement processes recognize and reward innovation and outcomes.
Collectively, Europe offers a huge market. Plus, the chance for a growing
company to break new ground and develop into an international organization
is exciting in itself.
Yet, the scale and diversity of Europe brings considerable challenges.
Success requires data-based decisions to invest the optimum amounts
in various capabilities and resources. Equally important is the timing and
“gating” of those investments. Responsibility falls on leadership to make
decisions that properly balance risk with reward and ultimately maximize
shareholder value.
Even a unique product—underpinned with cutting-edge science—won’t sell
itself. Unless the product brings an unprecedented value proposition, a value
assessment across European markets is needed to help convey the value
at the right place at the right time to different stakeholders.
Success requires proper strategic planning. That planning is best organized around
addressing three overarching questions supported by the appropriate assessments:
1. What is the European opportunity and how can we unlock or maximize it?
2. What is our European and market-by-market entry strategy?
3. What does our optimal business model look like?
Regarding each question, it’s essential to have clarity and organizational
alignment on a “base case” scenario, derive potential scenarios, and determine
the degree of risk and sensitivity involved. After all, “Planning is everything.”
Below, we provide some guidance to help leaders conduct the right kind of
planning to answer the important questions above. Here, we provide some
guidance to help leaders conduct the right kind of planning to answer the
important questions above.
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What is the European Opportunity and
How Can We Unlock or Maximize It?
To determine the viability of European market entry and inform a go / nogo decision, a market opportunity assessment is foundational. Such an
assessment should focus on—and be informed by—a risk-adjusted net present
valuation (rNPV) for different potential entry scenarios and sensitivities that
considers the expected cash flows and (opportunity) costs. On a corporate
level, those scenarios may include potential “go-it-alone” approaches,
partnerships, out-licensing arrangements, and so on.
At first glance, developing such a sweeping assessment appears daunting,
and a number of valid questions arise:
1. How can we do this efficiently for so many markets?
2. How good are the data?
3. How do we handle all the potential nuances across the region?
A detailed market-by-market analysis would be great. The reality is, building it
would drain resources and offers diminishing returns when extended to every
single market. So, it pays to be pragmatic and focus on what is necessary to
make the go / no-go decision.
The most common approach is to focus on the top five European markets
(France, Germany, Italy, Spain, and the United Kingdom), given their significant
populations and representative market archetypes. Each market review would
typically focus in on six core topics: treatment flow, epidemiology, competitive
landscape, market access, key customers, and organizational benchmarks.
See Figure 1: Core Components of a Market Assessment on Page 24.

From these insights in key markets, leaders can develop a revenue forecast for
the region, making rational extrapolations where necessary. In addition, they
can estimate the organizational footprint and associated fixed and variable
costs that would be needed to achieve that revenue. The resulting rNPV for
each entry scenario—and the according sensitivities— in combination with the
overarching corporate vision, strategy and culture will provide a foundation
for informed decision making. To illustrate, the NPV number alone will not
determine the path, if (for example) there is no:
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• Alignment on the achievable target product profile – The key questions
here are: What can the science really deliver? What is the real added
benefit to patients? What is our confidence in delivering against it?
• Clarity on the required cashflows to fund potentially more promising
clinical development – Key questions include: What financial runway
do we have? What’s our risk appetite?
• Clear agreement on how to serve stakeholder expectations. Key questions
may include: What financial return is expected and when?
These are a few of the questions senior leaders need to align on with their
board members and stakeholders to further inform how to enter Europe.
Figure 1: Core Components of a Market Assessment

Critical success factors for informed decision-making regarding European
market entry:
• Ensure leadership alignment – Have a commitment to act if the decision
is positive.
• Conduct the right analysis – Focus on the right areas with an appropriate
amount of rigor.
• Tell a simple story – Understand the most important drivers and barriers
of the opportunity.
• Conduct scenario planning on key assumptions – Challenge assumptions
and consider the range of scenarios
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What is Our European and
Market-by-Market Entry Strategy?
Once a “go it alone” decision for Europe is made, the need for tighter planning
becomes more acute. Given the substantial variation across markets—not
just in opportunity size but also in healthcare system and market state—it
would be remiss to assume that a single entry strategy can apply across
the region.
Now is the time to define a market-by-market entry strategy that recognizes
in which countries it makes sense to “go it alone” vs. collaborate with others.
The right strategy should deliver on local requirements for success, balance
company risk with maintaining the desired level of strategic and/or tactical
control, and ultimately optimize the bottom line.
There are several strategic options that could be followed, and we have
outlined the major ones here. Partnerships in particular are increasingly
innovative and there are several potential approaches to explore in this
option alone. The table below provides an overview.
See Table 1: High-Level Entry Options and Their Pros and Cons on Page 26.

Ultimately, a biopharma company must carefully evaluate their options to
make the best decision. The approach should be tailored to the company’s
priorities, factoring in the size of the opportunity in each market, the key
pros and cons, and barriers to entry, such as challenges related to pricing
and reimbursement.
It’s also important to consider each option’s longer-term strategic fit. This is
particularly relevant when the company has a pipeline with multiple product
assets, and when additional launches may be just around the corner.
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Table 1: High-Level Entry Options and Their Pros and Cons

Option
“Go it alone”
Maximum control
and return,
maximum risk

Details

Pros
• Full strategic and
implementation
control of the launch

• Fully invest in
core capabilities
and infrastructure
in the market
• Usually considered
for priority markets

Partnership
Lower strategic or
implementation
control in return
for new expertise
and shared risk

• Capability
Partnerships—Build
a network of partners
who can bring local
expertise in one
or more key areas
(e.g., distribution
and demand
generating services)

• Likely to generate
highest shareholder
return in the
long-term

Risk-minimized
at the expense of
revenue potential

• Out-License—Give
exclusive rights to
a partner for a fixed
or performancerelated fee

• May take longer
to establish
and carries
the highest
investment

• Quick to establish
expertise and
capability

• Less
implementation
control

• Lower cost base

• Potentially
differing
cultures
• Must relinquish
intellectual
property (IP)

• Joint Venture
(JV)—Create a new
company with a
partner, normally with
a mutually beneficial
opportunity to
share expertise and
capability; Customerfacing activities
may be led by one
company or follow a
co-promotion model
Limited
Involvement

Cons

• Easy and quick
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What Does Our Optimal
Business Model Look Like?
Assuming the decision has been made to “go it alone,” it becomes critical
to figure out exactly how the company plans to create and deliver real,
sustained value to its customers in a financially viable way. In simplest
terms, the business model is a clear articulation of how the company plans
to make money. Without a solid business model, there is the potential for
near- and long-term underperformance, which would have a negative impact
on shareholder value. The company’s business model must provide the
necessary clarity and properly align all stakeholders.
In biopharma it’s generally a bad idea to attempt to transfer the US business
model to Europe as the environments are sufficiently differentiated. Instead,
time invested in developing a tailored EU-specific business model is time
extremely well spent. There are multiple frameworks out there for developing
business models; in fact, it can be confusing to sort through all of the guidance
that is available and bring everything together in an effective way. That said,
there are some core topics that are a must for any business model to define.
These include the following:
• The Customer – To which customer segments are we seeking to deliver
value (e.g., patients, physicians, payers, etc.)?
• The Value Proposition - What problem(s) will we solve for each customer
segment that will improve their respective situations, and what does
our offering look like?
• Preferred Channels - How will we reach the different customer segments
to deliver our value, and which ones are likely to be most effective?
• Required Activities - What do we need to do when communicating via
our channels to deliver the value proposition with greatest impact?
• Partnerships - Which technologies and/or activities can benefit from
support / expertise of others to drive our value? Who are our partners
and what are they expected to contribute?
• Revenue - How much do customers pay today and what would they be
willing to pay for the proposed value?
• Costs - What fixed and variable investments will it take to get our value
proposition into the market and to deliver value to customers?
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Defining the business model can take a while, as some elements may require
development or evolution over time. It is an iterative and interdependent
process that encompasses your European strategy and your business model.
Nevertheless, it’s a critical resource that crystallizes for the company how
to deliver on the common purpose: To make the European market entry the
greatest success possible.
Clearly, proper planning and a systematic approach is needed to understand
the opportunity in Europe and how to go after it, whether alone, via partnership,
or through out-licensing (or some combination on a market by market basis).
A clear assessment of the available options will help answer that question
for the company. Finally, proper planning extends to development of the
business model itself. That, after all, is the core of the whole endeavor.
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7 KEYS TO SUCCESS IN EUROPE

Location, Location, Location
Deciding Where to Set Up a European HQ
KEY 3

Introduction

Location, Location, Location: Most regard that as the first rule of real estate.
Simply put, it refers to the fact that a home’s value can vary dramatically
based solely on its location. Nice neighborhood with good schools, low crime,
and beautiful tree-lined streets? In a place like that, a home will command a
much higher price than an identical home located in a high-crime area with
failing schools and poor infrastructure. Well, biopharma companies that
are planning to move into Europe need to remember that rule and be very
strategic about where they locate their European headquarters. Making the
wrong decision can bring major costs, both direct and indirect. Plus, it can
hurt the brand if the location needs to be changed to another hub.
Here, we outline why it’s important to be systematic in making this decision,
as well as some key things to keep in mind when doing so. In addition, we
describe a process that any company can use to weigh its options and move
forward with confidence.
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The Costs of a Bad Decision
Selecting the right location for a European HQ is an important decision.
There are various factors that should go into selecting the right city, and the
wrong decision could lead to numerous challenges. It could, for example,
make it harder and more costly to find and recruit talent. A wrong decision
could result in higher turnover due to quality of life issues, which also brings
significant costs. There could be negative tax implications, transportation
costs could be much higher, and the list goes on and on.
While the importance of this decision should seem obvious, not every company
moving into Europe seems to understand that. In our experience, a significant
percentage of the time (roughly 40%), companies select headquarters cities
using very “non-scientific” approaches. While this phenomenon is most
often seen with smaller companies, even larger ones can fall victim to it.
For example, a city might be selected because the CEO has an affinity for it,
or perhaps a recently hired European General Manager happens to be from
there, or maybe some other subjective reason is used.
Once a bad decision is made, a company can suffer multiple years of
headaches and sub-optimal performance due to various location-related
factors. Finally, after a company in that situation has had enough, it then
must endure added cost and disruption when it finally admits its error and
moves to another location. It doesn’t have to be that way, and a systematic
decision-making process can help a company avoid a lot of pain.
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Developing a Systematic
Decision-Making Process
Innovative biopharma companies are, at their core, scientific organizations.
Or, they at least have significant scientific capabilities. In keeping with that
theme, companies should use a “scientific” process to decide on a European
headquarters location; a process that is systematic, logical, fact-based,
and objective.
The first step in this process is to identify the criteria that are potentially
important to the company, then group them. Example criteria might include:
•
•
•
•
•
•
•
•
•
•
•
•
•
•
•
•
•

Proximity to other life science companies
Proximity to top-ranked universities
Proximity to life science incubators
Access to funding
Access to talent
Cost of talent
Labor productivity
Flexibility of labor laws
Migration laws
Ease of doing business
Business tax structure
Access to transportation
Quality of infrastructure / Connectivity
Attractiveness of location / Quality of life
Availability of international schooling
Cost of living
Language barriers

The list above is not comprehensive, but it should provide a good idea of
the many criteria that could factor into a decision. Individual criteria can
generally be organized into a number of groups. For example, one group of
criteria could relate to talent recruitment. Another group could relate to a
location’s general access to the rest of the world (e.g., connectivity, access
to transportation, etc.). Yet another group of criteria might relate to access
to funding and other resources.
Not all companies’ needs and objectives are the same. A given set of criteria
might be far more important to one company than to another. This brings us
to the second step in the process: Weighting. Based on their importance to
the company, all criteria should be assigned percentage weights, indicating
their relative importance vs. each other.
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At this point, it’s pretty easy to see where this process is going. The next step
is to devise a single, consistent scoring scale that can be applied to each
criterion. The simplest approach is to apply a scale of 1 to 5 (or perhaps 10)
with 1 being a poor score and 5 (or 10) being an excellent score. For each
criterion, it’s important to clearly and objectively define what a 1, 2, 3, etc.
actually means. This will ensure that the raw scores are not assigned in a
subjective manner, as that would undercut the entire process. A “3” for “Cost
of Living” must, for example, have a clear and objective definition.
Once a company has identified and grouped its criteria, assigned weights to
them, devised an overall scoring system, and defined how that system applies
to each criterion, the company will have a system in place for evaluating
potential locations. At this point, it will need to create a list of potential
cities to consider. This should not be a “boil the ocean” exercise in which
a large number of locations are assessed and scored. In most cases, the
company will have a short-list of potential cities or metropolitan areas to
assess. A “boil the ocean” approach would be time- and cost-prohibitive
anyway, without adding much value.
Finally, decision-makers should run the assessment and score each location
on each criterion. This will result in an overall score for each location. Deciding
where to go might be as easy as selecting the highest-scoring metro area.
However, it may not be. Sometimes, the scoring system can help narrow the
list down, while some degree of common sense and subjectivity is required
to make a final judgment.
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Other Considerations
In our team’s experience, there are some tips to keep in mind as a company
goes through this process. One important tip is to avoid letting near-term
tax incentives drive the decision. Those incentives will end at some point.
When they do, the company could deeply regret moving to a city if it really
had nothing else to offer.
Another thing to keep in mind: It can be preferable to go to a smaller country.
In smaller countries, it’s often easier to build a diverse team and not be
“overwhelmed” by a single nationality in the talent pool.
Speaking of smaller countries, If a company decides to go to Switzerland,
then it must really do it. The location cannot be “on paper” with a small office
of 1-2 people just for tax purposes.
Also, it’s wise to make full use of national (or Cantonal, etc.) business
development offices. They can provide a wealth of information, introductions,
and other assistance to aid any evaluation process. Once an office is up and
running, those resources can also help a company navigate various legal
and regulatory requirements related to operating an office in the area (for
example, helping to secure work permits for non-EU nationals and so on).
Finally, there are some locations that any company should consider. Some
of the “hottest” locations for life science companies today are:
• Zurich/Zug – Long known as a hub for the life sciences, this area is
often quite attractive to companies entering Europe. It would score
highly on most of the criteria listed previously.
• Amsterdam – This city is coming on strong and is seen as competitive
to Zurich/Zug.
• Dublin – Dublin is a nice city, and it’s getting some attention these days.
Most interest today is due to its attractive tax environment. It does,
however, have some serious drawbacks that must be considered. For
example, recruiting talent from abroad is a major challenge. While Dublin
is attractive as a supply chain and manufacturing hub, it is challenging
to attract key positions for the European HQ (Medical, Market Access,
Regulatory Affairs, etc.).
• Basel: This is an interesting hub due to its proximity to several multinational
companies. Companies that consider developing an additional R&D hub
should pay attention to Basel and give it due consideration.
• London: London has an attractive talent pool. However, the downstream
impact of the recent “Brexit” is still uncertain, and the stricter immigration
rules it could make it difficult to attract candidates.

© Blue Matter Consulting, Inc

34

Key Activities
To sum up the key message: A company should not take this decision lightly.
Establishing a European headquarters is a big step and the location needs
to be well chosen. Companies should use a systematic and objective due
diligence process that involves these key steps:
1.
2.
3.
4.
5.
6.
7.
8.

Determine which location criteria are most pertinent.
Weight the criteria.
Create a scoring scale.
Define how the scale should apply to each criterion.
Build a list of potential location targets.
Collect information regarding locations / key criteria.
Evaluate and score potential locations.
Select the headquarters location using data and common sense.
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7 KEYS TO SUCCESS IN EUROPE

Europe’s Got Talent
Determining Which HQ & Country Roles
are Needed & When to Hire Them
KEY 4

Introduction

“Our people are our greatest asset.” That statement is a time-honored cliché
in the business world. However, clichés typically come about for a reason:
They’re usually true. No biopharmaceutical company can move into Europe
without recruiting and hiring talent there. Obviously, those are essential steps
to building a local presence anywhere.
For US-based companies that are planning to “cross the pond”, it’s important
to remember that recruiting and hiring are different in Europe. Assuming
that the processes, practices, laws, and expectations are basically the same
as in the US will lead to disappointing results. At best, it will stretch hiring
timelines far beyond expectations, potentially causing damaging delays. At
worst, it will do that and result in a sub-optimal team, which could endanger
the whole endeavor.
Any company that’s building a team in Europe should connect with a good
recruiter or consultant who understands the differing labor laws and candidate
expectations, and who can help locate talent. Ideally, a biopharma company
will choose to work with an international executive search firm that has a local
footprint in the markets in which it wants to recruit, at both the headquarters
and affiliate levels.

© Blue Matter Consulting, Inc

37

Five Ways Recruiting a Team
in Europe Differs from the US
1.) Labor laws are different.
In the US, most employment is on an at-will basis. This means that the
employer or the employee can terminate their mutual relationship at any time.
An employer can fire an employee whenever it pleases and for any reason, as
long as that reason isn’t illegal. Likewise, an employee can resign whenever
he or she pleases, without any legally required notice period.
Across Europe, the concept of at-will employment does not exist, so employees
have much greater protections than in the US. If an employer wants to
terminate an employee, then it must do so for well-documented, established
reasons. In addition, the process of dismissing an employee is usually a
lengthy one, with required warnings, consultations, notice periods, and the
like. An employer that fails to follow the proper procedures and does not
afford an employee due process is open to a wrongful termination suit.
To an extent, these laws cut both ways. In most European countries, for
example, employees must provide specifically defined notice periods when
they resign. We’ll touch on that topic again below.
The key takeaway for US companies entering Europe is this: Be sure to
understand the labor laws of the countries in which you plan to operate and
take them into account. Those laws can vary widely from country to country.
Finding the right candidate for a given role is extremely important, because
it can be very difficult to unwind a marginal hiring decision.

2.) Hiring timelines are longer.
In Europe, hiring timelines are longer than in the US. This is due, in large
part, to the labor laws in Europe and to the market dynamics they create.
It’s not unusual for it to take 3 to 6 months (or even longer) to get a new hire
on board for senior positions.
One reason for the longer hiring timelines is the fierce competition for landing
senior executives. Those individuals can explore multiple opportunities and
are in demand. In areas such as Market Access, Medical, Regulatory Affairs,
and Quality and Compliance—where the talent pool is limited—the hiring
timelines can take longer.
Another reason for longer hiring timelines relates to the interview process
itself. In 2015, glassdoor performed a study of hiring practices across 25
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countries and found that the average interview process in the US lasts 23.8
days. Across Europe, interview processes were much longer, on average.
For example:
•
•
•
•
•

France – 38.9 days
Switzerland – 37.6 days
Italy – 36 days
Belgium – 36 days
Germany – 28.5 days

Of course, these numbers just represent national averages. There is significant
variation from industry to industry, but the trends are clear. According to
glassdoor, their data show that countries that allow less legal flexibility in
hiring and firing typically have longer interview processes.
The hiring timelines for the first key roles in Europe can also take longer than
expected if the company doesn’t have a well-thought-out hiring process, full
internal buy-in regarding how that process is going to work, and a commitment
to make the proper resources available for it. It’s best to sort all those things
out ahead of time and commit the resources to it. The potential costs of a
bad decision are very high, so the company should really try to get it right.
Another driver of long hiring timelines are the statutory notice periods (and
related laws) that exist across Europe. As mentioned earlier, before an
employee can resign from a job in Europe, he or she is typically required
by law to give a notice period. This is different from the US, which has no
statutory notice period, though two weeks is customary.
In Europe, required notice periods vary in duration based on an employee’s
length of service and level within the organization, and the laws of the
country in question. While it’s not value-added to provide a full overview
of the different notice periods across Europe, suffice it to say that they’re
usually much longer than the two weeks seen in the US. They can run for
many months, particularly for very senior personnel.
For US companies entering Europe, the key takeaway is this: Plan for long
hiring timelines and start recruiting earlier than would be the norm at home.
Failure to account for the differences in Europe could put a company way
behind schedule and risk delaying a European launch.
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Figure 2: Data from Glassdoor on hiring timelines across 25 countries

3.) Vacation expectations are higher.
It’s pretty much common knowledge that Europeans expect—and use—more
vacation time than Americans, on average. In the US, employees get about
10 paid holidays, but there is no statutory requirement for additional annual
leave (vacation) time. However, two weeks of vacation is customary and
senior personnel typically get more. In Europe, the expectations for paid
leave are much greater.
Using data from the Organization for Economic Cooperation and Development
(OECD), Statista compiled a chart to show how the US compares to the rest of
the world when it comes to statutory minimum annual paid leave. European
countries rank at the top, and the US is at the bottom.
Also related to this, some countries, such as France, have established strict
maximum weekly working hours. Typically, these laws apply to employees
who do not have control over their own schedules, so corporate employees
can work beyond these limits. In some cases, however, those employees
are compensated for their overtime with additional days off.
Figure 3: Statista chart comparing statutory minimum paid leave across nations on page 41.

The key takeaway for US companies entering Europe is this: When recruiting
talent in Europe, remember the expectations (and requirements) for paid
leave and structure benefits packages accordingly.
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Figure 3: Statista chart comparing statutory minimum paid leave across nations

4.) Compensation packages can be highly variable
between countries
One of the key themes that readers will begin to notice is that Europe is not
a country. It’s tempting for US-based companies to view Europe as more
homogenous than it actually is. Even though the EU maintains a common
regulatory superstructure, there are significant differences from market to
market.
US companies need to be aware that the cost of living can vary widely in
Europe from country to country and city to city. As a result, companies need
to tailor their compensation packages to the places in which they plan to hire
personnel. Expatistan, a crowd-sourced site providing comparative cost-ofliving data across the world, provides an interesting cost of living index for
Europe. This illustrates the differences across the continent. Not surprisingly,
Zurich, Geneva, and London have the highest costs of living in Expatistan’s
rankings. Another good source for this type of information is Numbeo.
See Figure 4: Chart from Expatistan showing the relative cost of living across European
cities on page 42.

The key takeaway for US companies is this: Know the markets you plan to
enter and structure compensation packages appropriately. There can be
major differences from place to place.
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Figure 4: Relative cost of living for various cities across Europe. Source: Expatistan

5.) Benefits requirements are higher.
Overall, many have noticed that salaries in Europe, even after accounting
for exchange rates, seem to be a bit lower than in the US. Salaries are only
a part of any compensation package, so talent will not be cheaper in Europe
than in the US.
Benefits requirements across Europe are generally higher than in the US.
These differences are apparent, for example, when it comes to things like
sick pay and family leave. In the US, sick pay and paid maternity leave are
not required, though many employers offer them anyway. Across Europe,
those benefits are required, though the specifics can vary depending on the
country in question. In some countries, such as Sweden, France, Spain, and
the United Kingdom, paternity leave is also provided.
Across Europe, public benefits are typically much more generous that those
in the United States (with universal health coverage being the most-cited
example). Even so, some countries have laws that require employers to
provide additional benefits on top of the state-provided ones. In the UK, for
example, employers must provide an additional pension for their employees,
contributing a minimum percentage of each employees’ salary.
The examples provided above are illustrative, and any US company making
the move into Europe needs to be aware of the benefits requirements and
expectations for the markets it intends to enter. The key takeaway is this:
Know your markets. In fact, hiring a knowledgeable consultant is very highly
recommended, as expectations and benefits requirements can vary wildly
across EU countries. Someone with local knowledge will help ensure that
compensation packages are competitive will local expectations as well as
compliant with applicable laws.
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Deciding Who to Hire and When
When a non-EU-based biopharmaceutical company decides to establish
a presence in Europe, there are seemingly countless items that need to
be managed, ranging from the highly strategic to the mundane. One of the
most important items is building the European team. When initially building
a team in Europe, there are two key points to keep in mind (aside from the
ones mentioned above):
1. The European General Manager (GM) role is an absolutely critical one
2. The sequencing of hiring is important
Bringing the right GM on board, then building a cohesive team under him or
her in the right way, are absolutely vital to success.

Importance of the General Manager Role
The GM must be a strong leader with a proven track record and significant
experience in the relevant European market(s). Most likely, it will be critical
that the GM have experience launching biopharma products in Europe, in
particular, in key European markets including Germany, France, Italy, Spain
and the UK.
Ideally, the GM should be the first person selected for the European team.
He or she should become essential in helping to identify, vet, select, and onboard subsequent team members. Beyond that, the best GMs have strong,
positive personalities and are “magnets” for other outstanding candidates
who are motivated to work for them.
There have been instances when the GM was not the first person hired.
When a company hires multiple functional roles before hiring a GM, it runs
the risk of setting up personality clashes when the GM is finally brought
on board. Often, the result is that the functional leaders end up leaving the
organization and replacements are hired, which is time-consuming and costs
a lot of money. It’s best to start with the top, then let the GM be involved in
building the larger team (or at least interview the final candidates before
offers are made).
Once hired, the company should bring the GM to the US (or to wherever the
company’s home country is). It’s important that the GM spend time with those
in the corporate headquarters and build strong relationships, especially with
corporate leaders and other key stakeholders.
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This time in the corporate headquarters office is valuable for a couple of
other reasons, too. For one, it gives the GM an opportunity to learn about
and absorb the company’s culture, values, and operational styles. This
is important because the GM will play the key role in sharing these with
subsequent team members and “setting the tone” in Europe. The GM will
also be a brand ambassador for the company in Europe, so it’s important
that s/he spend some time in the home office grasping the culture.
Just as important, this time in the corporate headquarters offers many
opportunities for the GM and corporate leaders to discuss, develop, and refine
the business strategies for Europe. Such face-to-face interaction helps to
build better strategies while more effectively securing buy-in from the GM.
Like the culture, that buy-in is contagious. The GM will be key in ensuring
that subsequent hires also understand and buy in to the plans for Europe.
As stated earlier, the GM should play a pivotal role in recruiting the rest of
the European team. While at the corporate headquarters, the GM should
make sure that all key stakeholders are aligned regarding the hiring criteria
for subsequent EU team members, as well as salary guidelines, potential
equity awards, relocation policies, etc. It’s best to air these questions and
settle them before in-depth recruiting begins. Trying to do it during the actual
recruitment process can cause delays, give candidates the impression that
the company is not prepared, and possibly cause them to lose interest.
There is one last point to make regarding the GM role: A company should
consider hiring in the context of its strategy and commercial model. For
example, companies looking to bring significant innovation or “disruption”
to a market (e.g. gene therapy) may opt to select a GM with a little less
experience but who brings a highly innovative mindset. It’s all about what
the company wants to accomplish and getting a person with the right
combination of qualities for the role.

Hiring in the Right Sequence
The sequence of hiring is important. Hiring the wrong people—or the right
people in the wrong sequence—can be a lot more costly than in the US, given
the stricter labor laws and longer timelines. Companies should consider hiring
their European teams in two waves, which start after the GM is identified
and can play a role in the process.
Hiring Wave 1
During the first wave of hiring, the company should bring in several key
leaders who will be instrumental in getting an asset through clinical
development and in laying the early groundwork for commercial
success in Europe. These leaders must be in place before securing
positive late-stage clinical trial results.
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The company can recruit for these roles via the corporate headquarters
recruiting team or by using a Europe-based recruitment consultant.
Below, these roles are listed along with their on-boarding timing,
relative to the anticipated launch.
1. GM and an office manager (24-30 months before launch): As stated
earlier, the GM is the most important hire and should be first hire,
so that the rest of the team can be built around him/her. The GM
should be a great leader with solid EU experience who the rest of
the team can look up to. One office manager should be hired to
help GM with all the initial administrative work. The office manager
role can, on average, support up to six executives, so this person
will also support some of the subsequent hires.
2. Regulatory Leader (15-20 months before launch): This role will
typically report functionally to the corporate headquarters, with a
dotted-line to the GM. The Regulatory Head / Vice President will be
instrumental in engaging with the EMA and related stakeholders
to help ensure a successful filing.
3. Market Access Leader (15-20 months before launch): Typically,
this role will report functionally to the corporate headquarters, with
a dotted-line to the GM. Early engagement with payers is crucial.
Payer input can help ensure that pivotal trials are structured to
generate data that will be relevant to them. During this early phase,
laying the right groundwork with payers is one of the most important
methods for optimizing an asset’s future commercial potential. This
person will also be instrumental in choosing country-level market
access leads. Securing proper access and reimbursement is a
very country-specific process. A strong background in EU market
access is a must for this role, and a strong leader at the EU level
will ultimately help ensure pricing and market access success at
the country level, too.
4. Medical Affairs Leader (15-20 months before launch): Like the other
roles, this one will usually report to the corporate headquarters, with
a dotted-line to the GM. This person will lead efforts to set up early
access programs (in collaboration with Market Access) as well as
manage MSLs and early KOL engagement. The Medical Affairs
leader would also contribute to clinical program development.
5. Clinical Operations Leader (15-20 months before launch): The
Head / Vice President of Clinical Operations may report to Global
Head of R&D. This role will be critical in shepherding the asset(s)
through their European clinical programs.
6. Head of Legal and Compliance (15-20 months before launch): The
Head of Legal and Compliance will usually report to the GM via
a dotted line, with a straight line to the General Counsel / Chief
Compliance Officer. This is an important role, as legislation and
employment laws differ across Europe.
7. Compliance Officer. This is an important role, as legislation and
employment laws differ across Europe.
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Hiring Wave 2
The second wave of hiring focuses more on key support functions.
These personnel can come on-line after positive phase II/III clinical
trial results and when the launch is deemed to be highly likely. Hiring
them too early can waste resources, as they may not have much to do
until the launch is confirmed. Plus, if they’re hired before the launch is
confirmed, there’s always the risk that they’ll never be needed. If that
happens, then the company would likely need to let them go, which
could be costly. One strategy a company can use is to put such roles
on a temporary contract for a period of time until launch is confirmed,
thus reducing the risk.
1. Head of Sales & Marketing (12-15 months before launch): This
role will engage with corporate headquarters counterparts to codevelop the EU launch plan and strategy. He or she will also set
up the sales & marketing infrastructure in Europe.
2. Head of Finance, Head of Supply Chain (12 months before launch):
Typically, these roles will report functionally to the corporate
headquarters with a dotted-line to the GM. They will be needed to
set up critical infrastructure (e.g. tax strategy, accounts payable,
payroll, information technology, etc.). Prior to bringing these roles
on board, a lot can be outsourced, so cost-wise it makes sense to
bring them on only at this point.
3. Germany GM (12 months before launch): Usually, Germany is
the most important early EU market for a company, as launch is
possible immediately after EMA approval, and with a higher price.
4. Head of Human Resources (HR) (9-12 months before launch):
A lot of the HR work can be done initially via the corporate
headquarters or through a local consultant. It’s best to do that
until 9-12 months before launch, when the work volume is more
likely to justify a full-time resource.
See Figure 5: Deciding Who to Hire and When Timeline on page 47.
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Figure 5: Deciding Who to Hire and When Timeline
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Recruiting Effectively
When hiring for any role, whether it’s the GM, some other key leadership
position, or other roles within the broader team, there are a couple of
things to keep in mind. First is to adopt a professional and systematic
approach to recruiting. Very few companies (in our experience) have
a complete competency-based recruitment process in which each
candidate comes through it absolutely motivated by the people he/she
has met and the thoroughness of the interviews. It’s definitely better
to task each member of the interview team with evaluating specific,
well-defined competencies for a candidate, rather than making the
candidate sit through multiple interviews that all seem to cover the
same ground.
Second, a company should communicate in a timely manner with all
candidates. It’s bad form to make a candidate attend interviews (by
video and by travel, etc.) and then “leave them hanging” regarding the
outcome. The talent pool for roles like these is quite small, and news
of bad recruiting practices can spread quickly.
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The “Bottom Line”
on Hiring
Once the company has determined where to locate its European headquarters,
it should begin work on its hiring plan. Getting a strong GM in place and
building a great team under him or her is an important priority. To create the
European leadership team, it’s best to hire in two waves. That way, a company
can get the right people on board at the right times, while minimizing the
risk of wasting resources. Of course, the roles mentioned above aren’t the
only ones that will typically be needed for a European team. However, they
represent much of the key leadership. Subsequent hiring—which could be
considered wave 3—would build out the local teams underneath these leaders.
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7 KEYS TO SUCCESS IN EUROPE

Go with the (Product) Flow
Establishing an Efficient and
Effective Supply Chain
KEY 5

Introduction
The most effective, groundbreaking, and revolutionary therapy in the world
will not do much good if it can’t be effectively delivered to patients. That fact
should be highly self-evident. However, establishing an effective supply chain
is easier said than done and there are a lot of potential pitfalls, especially
when dealing with the diverse and complex markets of Europe.
From a supply chain perspective, a biopharma company wants to be fully
compliant and ready to receive purchase orders, deliver product safely and
efficiently to customers, send invoices, and collect money as of Day One of
market authorization approval. Achieving that goal is a complex and multifaceted undertaking, and there’s no way to thoroughly cover all aspects in
a single article. However, our goal here is less ambitious than that.
In this brief chapter, we do four basic things:
1. Explain why an early start is essential when it comes to designing a
supply chain.
2. Highlight the most common mistakes companies make when developing
supply chains in Europe.
3. Outline some key considerations for supply chain development.
4. Provide a high-level “checklist” that can help guide a company’s efforts
as it develops its supply chain.
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Getting an Early Start
Establishing a pharmaceutical supply chain in Europe is considerably more
complex than in the United States. The process is complicated for any
product, but it’s especially so for Advanced Therapy Medicinal Products
(ATMPs), which are based on cells or genes. The European supply chain
infrastructure is still underdeveloped for these types of therapies, which
have very specific requirements.
To build an effective supply chain for a European market entry, a company
needs to understand a number of key things to make informed strategic
decisions. These include:
• How the product will be prescribed and used from the perspectives
of a range of stakeholders including patients, physicians and other
healthcare providers, and dispensaries or outlets.
• The interlinks between the physical product flows, title flows, and
financial flows.
• Payers’ perspectives and involvement.
• Licensing, serialization, packaging, labeling, and other regulatory requirements.
• Internal organizational and managerial requirements.
A sound grasp of these elements will enable the company to optimize supply
timelines and tax structures for the first launch while also establishing
the best possible position for subsequent launches. Third-party vendors
can provide the necessary understanding, customer support, information
technology, logistics, and finance solutions. For most companies entering
Europe, third-party support will typically be required.
Selecting the right vendors is crucial, as they must bring the right capabilities
while also fitting with a company’s corporate culture. Therefore, biopharma
companies need to start engaging early—ideally three or more years before
launch—to properly set up contracts and manage these relationships effectively.
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Common Mistakes
In our experience, there are a number of common mistakes biopharma
companies make when designing and building supply chains in Europe.

Waiting Too Long
As companies develop their supply chain strategies, they often underestimate
the time required to get the necessary licenses to import, release, and
sell the product. While VAT registration may sometimes require less time,
securing a manufacturing and import authorization and wholesale distribution
authorization may take up to a year. Waiting too long to apply for the necessary
licenses can result in a delayed launch, which can be extremely costly, in
both direct and opportunity costs.
In many cases, companies also underestimate the time and effort required to
get set up to receive purchase orders, deliver the product to customers, send
invoices, and collect money as of market authorization approval. A third-party
logistics partner (3PL) can help a company through this process. Ideally, the
vendor should be selected, contracted, and ready to begin implementing the
required capabilities at least 14-18 months before product launch.
Another aspect of waiting too long relates to hiring staff. The staff that is
required will vary based on how the supply chain is set up. However, a company
will likely need the following, at a minimum: a Supply Chain Director, planning
staff, CMO/3PL manager(s), quality assurance staff, and a finance team.
Hiring qualified team members can take significantly longer in Europe than
in the US, so a company must be strategic. Waiting too long can result in
unqualified staff trying to manage a failing operating model.

Choosing the Wrong Jurisdiction(s) to Apply for Licenses
Sometimes, companies choose the wrong jurisdiction(s) to apply for the
necessary licenses. The requirements can vary significantly based on
the supply chain set-up and the geographic markets in question. For our
purposes here, it’s key to note that a company must fully understand its
specific requirements and apply for the proper licenses. Some of these are
at the national level. However, others can be at the provincial or even local
level. A local partner who understands the various licensing requirements
is often needed to navigate this.
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Building an Overly Complex or Inflexible Distribution Model
In many cases, we have seen companies attempt to design needlessly complex
distribution models. In general, it’s best to create a design that is as simple
as it possibly can be, given what it must accomplish. Overly complicated
models can require a huge effort to maintain on an ongoing basis.
Similarly, highly complex models are often inflexible. They may not be able
to cope with unexpected demand spikes or launch sequence variations. In
addition, they might be ill-suited to handle indication extensions, new regions,
or new products. When designing a supply chain, it’s crucial to look ahead at
what will be expected of it in the future and then plan accordingly, building
in the flexibility to manage unforeseen circumstances (within reason).

Having Insufficient Knowledge of Key Areas
Obviously, there’s a lot to know about building and running European supply
chains. Insufficient knowledge in any area can cause problems. However,
there are a few that stand out:
1. Insufficient knowledge as to how to import “non-approved” product
into Europe—For example, sometimes companies want to run early
access programs (EAPs) to provide the product earlier to patients and
to familiarize doctors with their products even before launch. In those
cases, companies would prefer to import the commercial products just
before approval and be ready to go once approval is obtained.
2. Insufficient thought concerning the implications of appointing a Qualified
Person (QP)—The concept of having one designated individual responsible
for batch certification and release required at a site is a basic concept
of the European Pharmaceutical legislation. This provides the national
authorities recourse within a short timeframe in case of any issue with
a batch that is certified and released by a particular QP. A company can
choose to outsource the QP role. However, if a problem occurs, the QP
becomes the key person to lead and resolve the issue. A company may
prefer to keep such a critical knowledge in-house and such an important
role under its direct control.
3. Insufficient knowledge of EMA artwork requirements jeopardizing the
registration process and resulting in launch delays—There are European
and national requirements for the information that must be contained on
product packaging artwork. Insufficient knowledge of these matters can
create problems during the filing. A company must supply all of its artwork
to EMA authorities at various stages of the process, so this material must
be fully developed and produced well before commercial launch. Failure
to stay ahead of the requirements can cause unnecessary delays that
could have been easily avoided with the proper amount of forethought.
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Short-cutting Process Development, Preparation, and Testing
A strong, serviceable supply chain must be pressure tested before it “goes
live.” In our experience, some of the more common pitfalls in this area are:
1. Failure to fully document—ahead of time—the systems and processes
that will be required to manage the EU supply chain model, often causing
lost time and re-work under serious time constraints.
2. Poor preparation and testing of transportation lanes resulting in delays,
lost product, and temperature excursions.
3. Insufficient preparation of accounts receivable processes, which typically
results in an increased days sales outstanding (DSO).

Choosing the Wrong Vendors
As mentioned before, the right stable of partners will be essential. Choosing
the wrong ones can be very costly, so a clear and systematic process for
vendor identification, evaluation, and selection must be in place.
As an example: Choosing a 3PL with insufficient knowledge and experience
to perform Order To Cash activities can result in frustrated customers. This
will damage the brand and jeopardize compliance with standard accounting
practices and SOX (the Sarbanes-Oxley Act of 2002, which outlines accounting
rules specific to publicly-traded companies doing business in the US).

© Blue Matter Consulting, Inc

55

Key Considerations & Questions
As a biopharma company develops its supply chain strategy, there are a
number of considerations to keep in mind and key questions to answer. A
few of the most important ones are outlined below.

Considerations on Data Reporting and Market Intelligence
Biopharma companies must be proactive about setting up tracking and
reporting mechanisms within their supply chains. Obviously, a company
would like to know which end customers are buying its products and how
much. In addition, it must have full visibility into the supply chain and be
able to account for the whereabouts and ultimate disposition of every stock
keeping unit (SKU).
However, it’s important to remember that supply chain data can go far beyond
those basics. Supply chain data, when coupled with competitive intelligence
and strong reporting, can capture useful commercial insights from the supply
chain. That can provide a considerable competitive advantage, enhancing
commercial strategy development and decision making. When designing
its European supply chain, a company must “bake” these considerations
into the process.

Key Questions
Regarding Importation, Secondary Packaging, and Product Release
1. Which European entity will hold the Manufacturer’s and Importer’s
Authorization (MIA) to ensure product release to the European market?
Do we hold it ourselves or out-license it to some other entity?
2. Should we hire our own Qualified Person (QP) or shall it be out-licensed?
3. Where shall we conduct secondary packaging (in Europe or the US)?
4. How can we pack most efficiently (country groupings) and still maintain
the integrity of Blue Box information and specific country serialization
requirements? What are the options?
5. How should we organize serialization? Do we adopt a global solution
and if so, how do we interact with the registration entities in Europe?
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Regarding Legal Entities, Inventories, and Taxes
1. Which legal entity or entities will hold inventory? Will we sell direct out
of one entity to the whole of Europe or through multiple local entities?
2. Will country offices operate as LRD (limited risk distributors) or as an agent?
3. Where and when do we pay VAT?
4. Where do we need to apply for a Wholesaler Dealer Authorization (WDA)?
5. How do we ensure compliance with GXP requirements (quality,
pharmacovigilance, change control, recall systems, Responsible Person)?

Regarding Storage and Delivery
1. Should we use a direct delivery model or work through local distribution
points?
2. Should we deploy wholesalers? If so, should we use local or pan-European
ones?
3. How do we manage the order-to-cash process which includes customer
service? What do we outsource versus perform in-house? Do we need
multilingual people, smart calling systems, etc.
4. How do invoicing requirements vary across the countries in which we
plan to operate?
5. What are the pertinent country-specific commercialization, licensing,
and certification requirements?
6. How do we deal with countries that are outside of our “norm” (e.g.
non-EU countries in Europe, eastern Europe, or when shipping from Europe
to the Middle East, Africa, and Asia)?
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Key Activities
Below is a high-level checklist for developing and launching a biopharma
supply chain in Europe. This list is not 100% comprehensive, but it does
provide a useful framework within which all key elements can be included.
Prepare for filing.
.
.
.
.
.

Appoint MIA owner.
Select QP.
Identify secondary packaging site.
Prepare secondary packaging mock-ups and present to EMA as appropriate.
Conduct transport and transport packaging validations.

Prepare for launch.
. Conduct a Last Mile study to fully understand the patient journey with
regard to prescribing, reimbursement, dispensing and storage practices
in Hospitals, Private practices and/or Pharmacies.
. Define your supply chain strategy, including selling models and
operational infrastructure.
Secure partners & prepare in-house organization.
. Select Partners:
. License applications.
. Serialization.
. 3PL services (including warehousing, transportation, customer
services, invoicing, accounts receivable processes, etc.).
. Other partners for wholesale activities.
. Implement partner agreements.
. Plan and prepare in-house capabilities.
Implement automated solutions for data interchange and
reporting, as needed.
Apply for required licenses to be ready to sell.
Plan for potential early access, compassionate use, or named
patient programs.
Test all processes, systems, and procedures.
Go live!
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Developing an efficient and effective supply chain in Europe is a complex
undertaking. Of course, there’s no way to cover all of the pertinent details
in the space we have here. For biopharma companies that are thinking
about entering Europe, our goal here has been two-fold. First, we stress the
importance of starting early on supply chain planning and development.
For many smaller companies, supply chain almost gets addressed as an
after-thought, which can end up wasting significant amounts of time and
resources. Second, we provide a simple framework to help guide thinking,
focusing on common mistakes and key questions and considerations. For any
initial move into European markets—or for any significant expansion within
Europe—we strongly recommend that a biopharmaceutical company engage
with a knowledgeable partner that offers specialized supply chain expertise.
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7 KEYS TO SUCCESS IN EUROPE

Show Me the Value
Understanding the Payer Landscape
and Effectively Engaging with Payers
KEY 6

Basic and Essential
It’s a basic truth: Payers are vital to a therapy’s commercial prospects. So,
a strategic approach to payers is absolutely essential.
This is true is for several reasons. Compared to the US, payers in Europe are
more “powerful” relative to healthcare providers and patients, so understanding
their needs is critical. In addition, payer pressure in the EU is high and has
been for many years. They have high expectations when it comes to added
value over the standard of care (SOC), so new entrants must be compelling
in how they calculate and communicate that value. Finally, market access
in Europe is very heterogeneous. Payers, processes, timelines, pricing,
and more vary considerably from country to country. The dynamic is very
different from the US.
Getting pricing and access “wrong” in one market can have serious implications
in others, so it’s critical to get it right. Two foundational components of
“getting it right” in Europe are to 1.) Understand the European payer landscape
and 2.) Systematically engage with payers to inform pricing, access, and
reimbursement strategies. Here, we highlight key aspects of both components.
Many of the points raised in this section might seem rudimentary to readers
who are at least moderately well-versed in the European access and
reimbursement environment. However, emerging or mid-sized companies
with limited experience in Europe should still take note. Potential entrants
should gain a baseline understanding of the environment they’ll encounter,
hopefully enabling more informed planning and decision-making.
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Key Aspects of the Payer
Landscape in Europe
Decision-making Models Vary Across Markets.
Payers in some countries use relatively centralized decision-making models
(e.g., the Netherlands, and Germany to an extent). With centralized models,
there’s one decision-making body regarding reimbursement, and its decisions
are basically applied throughout the country.
In other markets, payers use more decentralized or regional models. With
these models, there may be a centralized decision-making body, but regional
governments have more latitude to restrict access to certain medicines, as
they are responsible for managing their own regional budgets (e.g., Italy and
Spain, though they’ve been making efforts to become more centralized in
recent years).
Developing pricing, access, and reimbursement strategies—and engaging with payer
organizations—can be more complex in markets that use decentralized approaches.

Assessment methods and concepts of value vary across markets.
Across Europe, different payers require different types of evidence and
assess value in different ways. Companies must understand the mindsets and
varying emphases of the payers with whom they must engage. To illustrate
some of the differences, let’s consider a few examples.
• Germany, France, and Finland focus more heavily on clinical evidence.
For example, in Germany, it’s critically important to have the right
comparator for the right patient population(s) so payer decision-makers
can assess a medicine’s “added benefit”. Using the wrong comparator(s)
can severely restrict a therapy’s reimbursement and pricing potential.
That’s why companies need to engage the authorities early in the trial
design to ensure they are using the right comparators.
• The United Kingdom, Sweden, and the Netherlands focus more heavily
on cost-effectiveness and health technology assessment (HTA). In the
UK, for example, a lot rides on NICE’s QALY (Quality-Adjusted-Life-Year)
score which essentially measures how much additional “quality life”
a therapy adds to a patient (and at what cost). The upper limit of the
threshold is typically £20,000 to £30,000 per QALY (though there are
exceptions), so companies typically have to provide confidential price
discounts to reduce their cost per QALY.
• Italy and Spain pay close attention to overall budget impact (within the
context of clinical benefit). Products with large budget impact might
receive greater scrutiny and face stronger pressure to provide discounts.
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What constitutes “value” also varies a lot. For example, one country might favor
Overall Survival (OS) vs. Progression Free Survival (PFS) or require head-tohead (H2H) data, data in specific populations, and so on. The key takeaway
is that companies need to engage payers early to have an understanding of
how they see “value” in a certain disease. What comparator are they looking
for? What outcomes? How do they perceive the economic and the disease
burden? Armed with that information, companies can improve study design
and later, tailor their submissions and create strong clinical and economic
value propositions.
This is a good time to stress (again) that early engagement is key. A company
needs to engage before the pivotal study and incorporate learnings into study
design. This is especially important in Germany, and the G-BA (The Federal
Joint Committee) has a standard process for feedback on trial design.

Pricing Varies Across Markets.
Prices in Europe are considerably lower than the US. As an example, in the
UK, a traditionally very price-sensitive market, prices of the top-20 drugs
are on average one-third the US price (Reuters). In addition, “real” prices are
often considerably lower than published prices due to significant discounts,
clawbacks, and rebates. For example, in Greece, discounts (even for novel
drugs) can be as high as 50-60% off the official price.
Reference pricing has significant implications on overall EU pricing strategy
and launch sequencing. If a company launches into a lower-priced market
first, then it could severely hamstring its pricing in subsequent markets who
use the first market as a reference. Reference pricing is one reason many
companies choose to launch first in Germany.
Overall, achieving a good a price requires several key things:
• Early engagement with payers to gather input and feedback
• Having the right clinical data
• Presenting that data to payers in ways that are relevant to them and
that meet their needs (i.e. strong “value messaging”)
For example, bluebird bio has done a good job of engaging EU payers early
to manage the high upfront cost of its transfusion dependent thalassemia
(TDT) gene therapy. They have created a strong value story around the cost
of treatment over a TDT patient’s lifetime (direct cost savings) and how their
gene therapy can reduce costs while also improving overall quality of life.
This provides additional “intrinsic value” beyond just the obvious treatment
savings. The company is also actively considering alternative access models
combined with installment plans tied to performance (20% upfront and then
four installments of 20% tied to patient outcomes).
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Timelines for Local Reimbursement Post-EMA Vary
Across Markets.
In the US the average time from regulatory approval to first sales is about
two months. Across Europe, these timelines can vary quite a bit. In Germany,
sales and reimbursement can come immediately after EMA approval. In
Switzerland, that comes roughly two to three months after Swissmedic
approval. In France, the time period is about a year while in Italy and Spain,
it can take much longer, depending on the situation.
In many markets, having people with strong local experience and connections
can help expedite the process. These people may be internal to the company
or accessed via vendor relationships.
For any given market, a small biopharma company must weigh the benefits of
entering vs. the effort required. In the beginning, it might only make sense to
focus time and money on the most lucrative markets (e.g. Germany, France)
and do these really well before moving to others (i.e. launch in waves).

Alternative Access Model Can Improve Access.
Some countries in the EU have programs designed to give patients early
access to therapies that address important unmet needs. These programs
are particularly helpful to patients and physicians who would have no
alternatives otherwise.
Companies should explore these programs to see if they may be appropriate
vehicles for getting new therapies to patients sooner. One example includes
a Temporary Authorization for Use (ATU) in France. This and other Early
Access Programs (EAPs) can have a significant impact on launch planning
and timing.
However, the ability to conduct an EAP often depends on the disease area
and the unmet need. It’s important to note that these schemes are limited
and can have significant pricing and access implications in the longer term.
Companies should examine their options carefully before deciding which
to pursue.
In short, EAPs and similar programs can offer benefits, but they can also
bring complexities and potential drawbacks. Any company planning to enter
Europe should become familiar with their options and be able to conduct
the appropriate risk / benefit analyses.
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Steps in Building a Payer
Engagement Plan
Building an understanding of the payer landscape is not just an academic
exercise. It helps inform how companies should interact with payers as they
work to optimize the commercial value of their products.
Early—and ongoing—engagement with payers is very important, preferably
starting before pivotal trial design. This helps a company gain deeper
knowledge of payers’ needs and expectations and can later help gauge
reaction to potential value propositions and pricing strategies. Failing to
engage properly can limit access while causing significant delays and added
costs. To ensure that interactions with payers take place at the right times
and in the right ways while adding value, a company must build a payer
engagement plan. Below, we outline a few high-level steps in doing this.
1. Prioritize markets—The first step in building a payer engagement plan is
to prioritize the markets that are most important to the company and that
will be the first ones in which the product(s) will launch. These decisions
will most likely be made within the larger context of commercial planning.
2. Determine the input needed from each payer—As a company moves
through its market entry processes, the types of input that it will need
to get from payers will evolve. Early on, during the period leading up to
clinical trial design, input is required to inform study design. This input
can be collected through direct engagement or by vendors (depending on
the country). Later on, the company may need input on detailed pricing,
reimbursement and access strategies, payer messages, and the like
(which is done via payer research using third party vendors).
3. Create a target list for outreach (payers and people)—Before taking
steps to engage with payer decision-makers, a company has to identify
who those people are. When developing an outreach target list, it’s
important to understand the applicable legal and compliance rules.
National payers usually have standard processes for seeking advice. The
company’s pricing and market access team (or a qualified consultant)
can help outline what is and is not allowed, as well as the best methods
for executing outreaches.
4. Develop an implementation plan—It’s rare that a small to midsize company
entering Europe for the first time would have a fully-built market access
team and significant experience with European payers. In most cases, a
company will need to leverage both in-house and outsourced resources
to implement its engagement plan.
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Before initiating outreach, the company must determine what in-house
or outsourced roles it will need on the ground, then move through vendor
evaluation and selection. Finally, it should develop a rough timeline for
conducting outreach, collecting and analyzing inputs, and applying insights
to strategic decision-making.
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7 KEYS TO SUCCESS IN EUROPE

Europe is Not a Country
Defining the Launch Sequence & MarketSpecific Strategies for a Diverse Europe
KEY 7

Why a Europe-Tailored
Strategy is Important
When a biopharmaceutical company decides to enter the “European market,”
it’s important to recognize that Europe is not really a single market. It is fitting
that this key point is reserved for last in this publication: it’s so important
that we’ve saved it for the end as a means of emphasizing it.
Aside from having the European Medicines Agency (EMA) as common
regulatory body, the EU is actually a combination of dozens of markets, each
with a differentiated healthcare decision making system. That’s a diverse
collection of markets, and when one layers in key non-member states that
are not covered by the EMA, it becomes even more so.
Companies that plan to enter Europe must deal with this reality. Consider
the perspective of a US-based company that is mainly familiar with the US
market. It could be very tempting to leverage its US-centric strategy to enter
Europe. After all, it has likely worked to address 50 individual states already,
at least on some level. However, while the US states are in many ways diverse,
there is still a significant amount of cultural homogeneity, only one currency,
and a common regulatory regime.
Things are quite different and more complex in Europe. Clinical data that
satisfies the US FDA may not satisfy the EMA. Value propositions that
resonate with public and private payers in the US may not be appropriate
for the patchwork of payer decision makers across Europe.
The differences go beyond regulatory and reimbursement issues. They
extend into how companies can interact with their ultimate customers, the
patients themselves. In Europe, for example, opportunities to directly engage
patients are far more restricted than they are in the US. Direct-to-Consumer
(DTC) advertising is prohibited, so companies must leverage other ways
to connect. Because of this, patient advocacy groups are relatively more
important across European markets. Of course, there are countless additional
nuances between the US and Europe (and between individual European
markets themselves), but these few examples make the point.
An EU-tailored strategy that accounts for the differences between individual
European markets is a must. Companies that don’t properly account for the
realities of Europe are setting themselves up for sub-optimal performance
at best and failure at worst. Below, we highlight some key suggestions for
companies to consider as they devise their European strategies.
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Define Priority Markets and the
Optimum Launch Sequence
It’s a fact of life that resources are limited. No company has unlimited time,
personnel, or money. So, it always makes good business sense to invest
those limited resources in things that are most likely to drive the greatest
marginal returns and protect and maximize the value of its products. This is
the key reason no company has ever attempted to launch into all European
markets at once.
Europe is interesting in that a company needs to use a balanced approach
between entering the biggest markets first versus those markets that are
key to protecting or improving an asset’s value. The basic goal is to ensure
optimal pricing and reimbursed population in the major markets—then the
wider region—while minimizing the time to market. The differentiated payer
environments and processes, as well as other factors, mean an optimal
European launch doesn’t just relate to what happens in each individual
market, but also when launches happen relative to each other. A company
must use a disciplined and strategic process for prioritizing markets and
planning its launch sequence.
To identify top priority markets, companies should conduct a high-level
comparative analysis across a range of markets. The purpose is to identify
those key markets that have the best combinations of factors (market size /
numbers of patients, unmet needs, favorable competitive situations, favorable
reimbursement environments, and so on). A structured analysis is needed,
as the outputs can vary considerably based on the disease in question.
However, most outputs involve some combination of the top 5 European
markets (Germany, France, Italy, Spain, and the United Kingdom).
Launch sequence is mainly driven by the use of reference pricing by many
European national payers. National payers will often determine pricing for a
product—in part—by referencing the price of that product in a basket of other
European countries. If a company first launches an asset into lower-priced
reference countries, then it’s likely to get lower pricing in subsequent markets
that use the initial ones as references. This can cost a company hundreds
of millions of Euros over time, and significantly hamstring a product’s longterm market value. For this reason, many companies look to Germany as
their first market. In Germany, a company is allowed (for the first year after
launch) to price a product based on its own assessment of competitive
differentiation and value.
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Companies must also take into account the time it takes to obtain
reimbursement in different markets. For example, in Germany, companies
can launch almost immediately after EMA approval. In France and Belgium,
reimbursement can take considerably longer.
Another consideration, especially, for products focusing on areas with
significant unmet needs, is where and how to establish early access programs.
As described earlier, these programs enable companies to get their products
to patients before reimbursement approval. There are many advantages to this
for patients, healthcare providers, and companies. Putting these programs
in place requires early and active engagement with individual countries and
can be a big factor in launch sequencing.
Ultimately, a company must weigh the trade-offs between a speedy launch
in certain potentially large markets against the pricing damage that might
occur later. Doing this can involve complex analyses but is definitely worth
it given the stakes involved.
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Globally Develop the Pivotal
Study and Brand Strategies
When it comes to developing the pivotal study and brand strategy, there are
two basic situations: The ideal situation and the typical situation. Here, we’ll
describe both of them. The typical situation is preferably avoided. However,
if a company finds itself in the typical situation, then all is not lost. There
are still options for moving forward.

The Ideal Situation
In the ideal situation, a company’s global organization will coordinate
development of the pivotal study and the initial brand strategy early. During
this process, the global organization will heavily leverage input from key
local markets to ensure the strategy resonates for as many as possible.
Those markets might include the US, key Asia-Pac nations, and (of course)
the company’s priority European markets.
Across these priority markets, it’s important to start the process by mapping
out a range of factors that will inform the design of pivotal studies as well as
the global commercial strategy (and its local components). These include:
• Unmet needs in each marketplace
• Data needs and analyses required for regulators and payers
• The current and future market environments, including the competitive
situations and related “healthcare ecosystems”
The research to capture all of this local information could ideally be well
underway 6-12 months prior to confirming the design of a pivotal / registrational
clinical trial (whether it’s a phase 2 trial seeking conditional EU approval or
a full phase 3 study). Once in hand, this information should guide creation
of the global clinical development and commercial strategies. It will also
guide development of local strategies and budgets.
The degree to which this process is directed by the global organization can
differ, and it really depends on whether the company has more of a “top-down”
or “bottom-up” culture. Regardless of how it’s done, the desired result is an
aligned global strategy that applies to all major markets and provides the
necessary clinical data, measures, etc. that are required to satisfy regulators,
payers, and other key stakeholders.
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The Typical Situation
Alas, in the real world, the “ideal situation” is a rare thing, indeed. In reality,
a company often only really focuses on the EU markets after pivotal study
design, as it begins to expand its thinking beyond the US and starts to put
EU resources in place. The first market research typically takes place only
1.5 to 2 years before a first planned launch rather than 6 to 12 months before
pivotal study design, as described above.
At that point, the company’s decision makers often come to a disturbing
realization. More than one CEO has uttered these or similar words in the past:
“Yikes! We need all these specific data analyses to succeed in Europe, and
our studies just aren’t set up to enable them!”
One can imagine that the next statement is something like, “What do we do
now?” as the discussion turns to how to make the best of the existing situation.
In the simplest sense, “making the best” of it involves a three-step process:
1. Perform a gap analysis—This involves a systematic approach to identifying
the data and analyses that are needed for a successful launch, comparing
the needs to what the current situation is capable of delivering, and
identifying the gaps between the two.
2. Develop a gap mitigation plan of action (POA)—This is a plan to “fill the
gaps” and help get to a successful approval and launch. Like any other
plan, this needs to call out specific actions and deliverables, identify
the personnel responsible, establish timelines, and include a budget.
Interventions might include identifying various sub-group analyses that
could be accepted by regulators or payers or even updating the pivotal
study protocol, if necessary.
3. Implementation—Step 3 is a pretty simple concept to grasp: Put the plan
into action and make it happen.
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Systematically Gather Market Data
and Generate Strategic Insights
Regardless of whether a company is in the “ideal” or “typical” situation, it
will—sooner or later—need to collect important information from the EMA
and from priority markets and generate strategic insights. These insights will
either be used to support development of the pivotal study and commercial
strategies or to amend them.
From the EMA, a company should gather information regarding submission
requirements. The EMA can provide valuable feedback regarding pivotal study
design, clinical endpoints, and the data needed for a successful submission.
Some of the other key topics that a company must address were alluded to
earlier, but are related here in more detail:
1. Market Access Requirements—Input from national payers on how they
measure value, clinical comparators, trial endpoints and data needs, as
well as input on the early target product profile
2. Disease Epidemiology and Current Patient Flow—Information on the
number of treatable patients per market and how many move through
the different lines of therapy
3. Patient Journey—Insight into how patients experience treatment today,
who they interact with, and what drives decision-making
4. Patient Identification and Current Standard of Care—Insight to diagnosis
/ testing, current therapies, and unmet needs
5. Competitive Environment—Insight into current therapies and when new
entrants can be expected by patient segment
6. KOL and Influencer Networks—Identification of the leading clinicians
that could support clinical trials and medical activities
7. Operational Needs—Requirements to ensure the product can launch Day
1 e.g., Legally required roles and processes, finance set-up, EU supply/
distribution model options, and so on
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To gather all of this information in a timely manner—and derive actionable
insights from it—a company must start early and have a systematic plan of
action. Developing this plan requires careful thought, and a simple strategy
framework can often be helpful. However, we can place the major milestones
in chronological order for reference. This list is highly generalized and reflects
the ideal situation:
1. Initial European Market Analysis and Prioritization (6-12 months before
pivotal trial design)
2. Pivotal Trial Design
3. Pivotal Trial Launch
4. Full Situation Analysis for Priority Markets (e.g., unmet needs, treatment
flow, patient journey)
5. EMA Engagement Plan and Submission Planning
6. Payer Engagement Plan and Initial Payer Engagement (Priority Markets)
Clearly, Europe is not a country. That’s a basic geopolitical fact, and US-based
companies that enter Europe absolutely know it. However, the temptation is
often great to act almost as if Europe is a single country, with the individual
nations being as little different from one another as US states. This is a
dangerous temptation that can lead companies to underestimate the time
and effort required, move forward with limited information, and severely
jeopardize asset and corporate value in the process.
Companies that invest in understanding Europe—as a whole and as individual
markets—and that adopt a strategic approach to market prioritization and
planning, are much more likely to succeed. The key points to remember are
to be systematic in gathering information, think strategically in prioritizing
markets and defining launch sequence, and…this is critical…start early.
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Parting Thoughts

Parting Thoughts
It is our sincere hope that this publication proves to be a useful tool for
companies that are planning to enter—or that are in the process of entering—
European markets. The scope of this document is limited, so our primary
goals have been to 1.) Provide an overview of the key things a company must
know to succeed and 2.) Share some frameworks to help guide decisionmakers’ thought processes as they consider their next steps.
Obviously, we do not have space to go into extreme detail or to more fully
explore the nuances involved in each of the keys to success. Any company
embarking on such a complex undertaking should work with partners who
know Europe well and who can help guide and support the process.
Blue Matter offers a robust presence in Europe and is ready to help. Our
team is well-equipped to provide strategic guidance, analytical support, and
a host of related services to help ensure success in Europe. For specialized
needs, such as executive recruiting, supply chain design, and legal or
regulatory consulting, we maintain a network of specialized partners that
we can bring in to support a biopharma company’s efforts. If your company
wants to maximize its opportunities in Europe, then please contact us at
www.bluematterconsulting.com/pathfinder.
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