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Healthcare decision makers who determine funding for new medical technologies depend on
manufacturers to provide evidence of the technology’s efficacy, safety and cost-effectiveness. Constrained
budgets and increasing reliance on formal health technology assessment (HTA) have created an
abundance of external hurdles that manufacturers must navigate to ensure successful product
commercialization. These demands have pushed pharmaceutical companies to adjust their internal
structures to coordinate generation of appropriate evidence. In this article we summarize internal and
external opportunities for manufacturers to establish a foundation of evidence for successful market
access, starting in Phase I of development and continuing throughout the post-approval product lifecycle.

The goal of any healthcare intervention is to improve health.
Preventive measures, non-pharmacological and pharmacological
treatments, and medical procedures are among the numerous
technologies available to better health. Healthcare decision
makers need to make decisions about which technologies to adopt
based upon the patients’ needs and the safety, efficacy, effective-
ness, budget impact, cost-effectiveness of the technology as com-
pared with existing treatment options. Decision making in
healthcare is a complex process taking place along a continuum
that starts with evidence generation followed by deliberation on
each particular intervention and then communication of the
resulting decision to key stakeholders [1]. To successfully complete
this process, decision makers require considerable evidence at each
step along the development continuum. In recent years, the
emphasis on evidence has become even more essential, because
governments confronted with dwindling budgets strive to curtail
costs. The economic downturn has placed increased pressure on
manufacturers to be cost-conscious by streamlining their drug
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development program in addition to their commercialization
processes.

Before product launch, healthcare decision makers depend on
manufacturers to generate evidence for new interventions. Lack of
appropriate evidence to quantify the efficacy and safety of novel
compounds and limitations in accessibility (i.e. lack of published or
accessible data) and usability (i.e. applicability of evidence supplied
by biopharma or academia to policymaking) of evidence have been
identified as barriers for informed healthcare decision making [2].
These barriers are a reminder that those who provide the health-
based information and those who use it approach the decision-
making process with different perspectives [2] and with different
goals. Even with an adequate quality or quantity of evidence, the
data still needs to be evaluated and judged by heath policymakers [3]
to justify the added value compared with existing therapies in the
market. Tunis postulates that disagreements in healthcare decision
making are more often a consequence of differences in opinion
among key stakeholders about the role of evidence than a conse-
quence of differences in judgment of health policy [4].

The importance of providing appropriate evidence for support-
ing healthcare interventions’ adoption globally is demonstrated
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by recent examples of products failing to gain approval for cover-
age or reimbursement from national reimbursement and/or health
technology agencies. Neumann et al. found that technologies with
strong evidence bases were more likely to be covered by Medicare
(USA indigent health coverage) than those with fair or poor
evidence bases [5]. As examples, the Australian technology apprai-
sal group (Pharmaceutical Benefits Advisory Committee) rejected a
cholesterol-lowering drug for patients with type II diabetes owing
to an inappropriate choice of comparator within its clinical trial
[6]; the Scottish authority (Scottish Medicines Consortium)
rejected an osteoarthritis drug because the manufacturer did not
provide a sufficiently robust economic analysis [7]; and Canadian
authorities (Canadian Agency for Drugs and Technologies in
Health) rejected a venous thromboembolism prophylaxis drug
because they considered the trial data insufficient compared with
the currently used standard of care [8]. With technology appraisals
having such an important role in decision making for adoption of
an intervention and making or breaking market access, pharma-
ceutical companies need to plan for the assessment evidence
desired by reimbursement-focused decision makers throughout
the clinical development of their product [9].

Achieving market access for a new product involves under-
standing the current evidence requirements for reimbursement,
recognizing the challenges these hurdles pose for drug developers
and identifying tactics to address these challenges. In this article
we summarize the role of health economics and outcomes research
(HEOR) in providing a foundation for evidence for successful
market access and reimbursement for pharmaceutical products
across several key markets, spanning the entire drug development
lifecycle, from early proof-of-concept studies through product
launch to post-approval product cycle management.

Current evidence requirements for reimbursement
Achieving market access for a new product typically involves
several steps. Approval by a regulatory body to obtain marketing
status is based on the efficacy of the product [clinical outcomes
and patient-reported outcomes (PROs)] and safety; PRO data can
include symptoms, physical functioning, or health-related quality
of life (HRQoL). If a product is to be funded or reimbursed by
payers, additional conditions need to be fulfilled prior before
market launch. Criteria for access vary across countries but can
include unmet medical needs, the effectiveness and safety of the
drug, drug price, budget impact and cost-effectiveness. In addi-
tion, the product might be assessed at a national, sub-national or
regional, or, in the case of the USA, at individual payer levels. HTAs
conducted by national agencies are likely to influence the pricing
accepted within a country or by a specific regional payer. For
pricing in most countries, the manufacturers must negotiate with
the appropriate agency to agree upon the product price. Agencies
involved in price negotiations are likely to either have conducted
the HTA or to have received an assessment conducted by a sister
agency within the country.

Reliance upon HTAs has been growing over the past years, and
most European, Asian, North American and Australian healthcare
payers require some level of product assessment after marketing
authorization to assess new benefits of intervention. The type of
information required during the reimbursement process differs by
country and can generally be divided into two groups: countries

mandating only clinical data and countries mandating both clin-
ical and cost-effectiveness (economic) data. In general, payers
would like to see ‘value for money’ or value-based pricing and
avoid paying for products that do not provide any additional
benefit over current treatment options. Justifying the value of a
product is increasingly important for gaining reimbursement.
‘Value for money’ refers to the value of the product for the patient;
it provides good efficacy at a reasonable and competitive price [10].
Payers are also increasingly focusing on products that can be seen
as ‘innovative’. Definitions of ‘innovation’ vary across stake-
holders, but it can generally be defined as improvement in relative
efficacy and/or efficiency compared with the current standard of
care. A ‘valuable innovation’ is defined as something that truly fills
an unmet need [11].

External challenges in providing the evidence for
successful product commercialization

Well-established factors for achieving successful product commer-
cialization include preparing the market (engaging key opinion
leaders, establishing treatment pathways and guidelines), mobiliz-
ing sales and marketing teams, and engaging with formulary
authorities. With the growing requirements for reimbursement
from healthcare decision markers, generation of HEOR evidence
has become an increasingly relevant aspect for obtaining market
access. Because different markets (countries and health authori-
ties) have varying requirements for health technology appraisals,
it is challenging to anticipate and meet all of the information
needs. All markets require licensing approval before reimburse-
ment consideration, but reimbursement assessment might be
required before market access in some settings (e.g. in France,
Australia and Sweden). Assessment most often requires the devel-
opment of product-specific dossiers for which the evidence
requirements differ substantially from those used in a licensing
submission, even if they are based on the same data generated
throughout the clinical development process. Table 1 provides a
summary of evidence types considered or required for assessment
by selected countries.

Given that the evidentiary requirements for successful reimbur-
sement are real and substantial and vary across markets, one of the
largest challenges that pharmaceutical companies face in the
development process is identifying and reconciling differences
between licensing requirements and reimbursement require-
ments. These differences must be understood, openly discussed
and jointly prioritized among internal stakeholders for a product
to gain optimal market access (Table 2).

Demonstrating effectiveness in addition to efficacy

Licensing agencies are interested in the benefit-risk assessment of
a product within a rigorously controlled setting where internal
validity is paramount. Sound clinical trial data (evidence of effi-
cacy and safety) have always served as the cornerstone for regu-
latory approval, and until recently, efficacy and safety were often
all that was (and in some cases still is) required for access to the
market and reimbursement. Randomized controlled trials (RCTs)
are (and must remain) a crucial step in product development.
However, reimbursement authorities are more interested in the
relative effectiveness of a product compared to the local standard
of care. Before launch, medical products are tested in controlled
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TABLE 1
Important parameters in the reimbursement process in individual countries [30]

Australia Netherlands Canada France Germany Sweden Italy UK
Clinical effectiveness I 4 I I d I 4 v v
Cost-effectiveness %4 v v v (post-launch) v~ (only in specific cases) v % v
Innovation® I v

Note: Please note that this table was up-to-date at the time of submitting, however, things keep evolving within healthcare systems, which means this table might change over time.
@The term ‘innovation’ lacks specificity and differs by country. Only Italy has published criteria for identifying an innovative product [31]. With this algorithm, pharmaceuticals are

designated as an important, moderate, or modest therapeutic innovation based on (i) the availability of existing products or (i) the extent of the therapeutic benefit. In France, an
improvement of medical benefit (ASMR) level (major innovation, important improvement, significant improvement, minor improvement and no improvement) is assigned for each
product, but the criteria used to determine these levels is not defined by the Haute Autorité de Santé. Despite the potential for unclear or conflicting definitions of innovation, the value of

demonstrating innovation remains high for reimbursement authorities.

TABLE 2

Distinctions in data requirements for licensing versus reimbursement authorities Adapted from [14].

Scope of evaluation
validity of data

Internal versus external

Type of data preferred Endpoints preferred

Licensing
authorities

Benefit-risk of product under
evaluation within the
target indication

Efficacy focus; emphasis on a
well-defined patient population

Randomized controlled trials Surrogate or ‘Hard"

endpoints

Reimbursement
authorities

Relative efficacy and/or effectiveness
compared with what is mostly
commonly used in the disease area

Effectiveness focus; emphasis
on internal and external

‘Hard”® endpoints and
patient-reported outcomes
(PRO) and/or health-related
quality of life endpoints

Randomized controlled trials and
observational data, modeling of
cost-effectiveness and budget
impact, among others

?Refers to objectively measured health outcomes that drive costs (mortality, hospitalizations, among others).

environments, leading to uncertainty regarding health outcomes
in the ‘real-world’ setting. However, reimbursement decisions
must be based on how or if a product should be used and reim-
bursed within this world of uncertainty. Consequently, there is
growing enthusiasm, especially among payers, for linking cover-
age and reimbursement of medical products to evidence of ‘real-
world’ effectiveness, safety and/or health outcome measures.
Designing a study suitable for licensing approval might not always
translate to gaining favorable reimbursement. To account for these
differences, decisions should be made with both audiences in
mind, and additional tactics should be employed to demonstrate
the comparative effectiveness (i.e. comparison of different inter-
ventions in a ‘real-world’ setting [12,13] of the product for a
reimbursement audience).

Defining a target population

Reimbursement authorization to allow patient access to an inter-
vention can include a narrower group than the licensed-approved
population. The reimbursement agency could restrict usage to the
patient groups or treatment settings where they believe the pro-
duct is most effective and/or most cost-effective (e.g. the payer
evidence standard), despite the indication in the product label.
Many examples exist where the economic impact data do not meet
the payer evidence standard. For example, submissions fail to
identify a population representative of the countries’ patients
and/or provide (post hoc) analyses to determine a population
where treatment is cost-effective. The submission should clearly
identify the eligible patients, their point of treatment initiation,
duration of therapy (e.g. acute or maintenance) and criteria for
discontinuation if patients do not respond. Although accepted

for licensing, the clinical evidence for the target population might
not meet the criteria for effectiveness in real-world settings.
Manufacturers should proactively identify the appropriate target
population in their submissions in anticipation of restrictions
from reimbursement authorities and to be able to broaden the
scope of reimbursement in the future.

Choosing a comparator

Reimbursement agencies (especially those outside the USA) tend
to prefer a comparison with the current standard of care, but the
relevant standard of care often differs across markets. Submissions
could fail because the selected comparator is not widely used
within that country. The licensing authority does not require
the comparison to be widely used or the one providing the most
benefit [14]. For instance, the Food and Drug Administration
(FDA) generally prefers more than one randomized, multicenter,
placebo-controlled trial for a New Drug Application (NDA) sub-
mission. The European Medicines Agency (EMA) requires an active
comparator (standard of care) and only accepts placebo if there is
no marketed drug available. Thus, even regulators in different
markets might not agree about the most appropriate comparator,
but those interested in effectiveness generally agree on requiring a
standard of care comparator.

Selecting the correct endpoints

Reimbursement authorities generally prefer ‘hard’ or objectively
measured health outcomes that drive costs (stroke, mortality,
among others); however, collecting these data might not be fea-
sible before launch because they require long-term trials. For this
reason, measurable, possibly surrogate, endpoints (e.g. walking
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distance, lung function, tumor response and low-density lipopro-
tein level) are useful for licensing approval. To please both bodies,
including surrogate trial endpoints that can be linked to ‘hard’
morbidity and/or mortality endpoints could be a suitable
approach. In addition, selection of endpoints that demonstrate
the differentiating features of a new product is important to fulfill
reimbursement requirements for ‘innovation’ (section Current
Evidence Requirements for Reimbursement for definition).

Consequences of neglecting HEOR evidence requirements
HEOR data have an important role in gaining or failing to gain
reimbursement. For example, in the UK, the National Institute for
Health and Clinical Excellence (NICE) has performed 207 apprai-
sals in the past 10 years with 409 recommendations for action. Of
those, 46 were not approved based on lack of available data [15].
Often, the rejections were owing to uncertainty in the economic
evaluation, leading to wide ranges in incremental cost-effective-
ness ratios (ICER) (i.e. a ratio of the incremental change in cost per
unit of effectiveness when choosing a specific intervention relative
to another intervention). The importance of robust HEOR evi-
dence will become even more important in future assessments.
NICE plans to introduce ‘value-based pricing’ in the UK in 2014,
and Germany passed new legislation effective as of January 2011
mandating that manufacturers must provide evidence of an addi-
tional benefit compared with existing treatments to enter price
negotiations. If the product is deemed to have no additional
benefit; the product is immediately placed within a group of
products with similar pharmaceutical and therapeutic character-
istics for which maximum reimbursement prices have already
been determined. Lack of sufficient data at the time of launch
has also encouraged manufacturers to negotiate managed entry
schemes [16,17]" with payers in which either additional data must
be collected or additional performance-based metrics must be met
in return for access to the market.

Internal challenges in providing the evidence for
successful product commercialization

The ‘silo’ structure of pharmaceutical companies and the resulting
difficulties in communication, collaboration and resources alloca-
tion across groups is the primary internal challenge to successful
evidence generation. The combination of talent, knowledge, team
structure, tools and processes makes pharmaceutical companies
successful and contributes to their innovation efforts to create
products that can successfully reach the market [18]. Research and
pharmaceutical company activities, however, are oftentimes indi-
vidualistic and have a tendency to create ‘knowledge silos’ where
teams are focused on their own objectives and might be hesitant to
share information. This is particularly evident for the interaction
between clinical research and development (R&D) and commer-
cial and marketing. In addition, lack of information systems and
processes might not capture and organize the internal knowledge
appropriately [18,19].

""Managed entry’ schemes are agreements between payers and pharmaceu-
tical companies to diminish the impact on payers’ budgets for new and
existing schemes brought about by uncertainty and/or the need to work
within finite budgets.

Because pharmaceutical company personnel are segmented by
function, teams often have different objectives for conducting
research and utilizing resources. Merging R&D scientists and
clinical professionals or clinical professionals and HEOR staff
together in a collaborative working environment can be challen-
ging. These partnerships, however, are crucial for successful evi-
dence generation. Linking preclinical and clinical teams enables
for a smoother transfer of information, ultimately helping the
organization design clinical programs, fuel discovery and increase
internal innovation to survive in an increasingly dynamic market
[18]. Likewise the development teams need to be closely aligned
with HEOR teams and with the commercial organization. HRQoL
measures or healthcare utilization endpoints might not be
required for licensing approval but might be crucial in addressing
questions from other stakeholders (e.g. clinicians and reimburse-
ment authorities), thus a collaborative approach enables optimi-
zation of data capture within and alongside the clinical
development program. Some suggest that the ‘silo’ model will
shift to a collaborative approach to improve R&D productivity,
reduce costs, tap potential of emerging economies and switch from
selling medicines to managing outcomes [19]. This shift is fueled
by the current economic downturn combined with pressure from
healthcare payers to maximize value for the money spent on
medical products. To meet these demands and maximize internal
resources, pharmaceutical companies might need to create new
functions that span the entire development pathway or find other
innovative ways to stimulate collaboration across groups. Educa-
tion across functions about the purpose and needs of each team
and setting objectives that encompass commercial success of the
products could help mitigate antagonism and encourage team-
work. For instance, regulatory teams need to understand the
purpose of HEOR endpoints in clinical trials and receive the
assurance that these additional endpoints will be collected with
the same scientific rigor as standard clinical measures to manage
risk for licensing submissions. Finally, all stakeholders must under-
stand the impact on market access if the evidence is not available
at launch. If internal challenges can be met, pharmaceutical
companies will be more successful in convincing healthcare deci-
sion makers of the value of their products.

External opportunities for providing the evidence for
successful product commercialization

External opportunities for successful evidence generation include
obtaining external advice and working towards international syn-
chronization. Pharmaceutical companies have a relatively recent
opportunity to seek advice from health authorities before their
reimbursement submissions. Some health authorities have estab-
lished consulting arms to help manufacturers focus on obtaining
evidence that could lead to optimal reimbursement, including
suggestions on whether more data are required, the specific patient
population, appropriate comparators, among others. These meet-
ings can be held as early as end of Phase II and can continue up
until and/or after launch, but before submission for a payment
decision.

Healthcare decision maker advice for a reimbursement submis-
sion might not alleviate problems of disparate data requirements
from licensing authorities and payers, but the dichotomous stan-
dards set by these two stakeholders might be moving closer
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TABLE 3

Tactics to create the required evidence

Task

Communication

Patient benefit Product innovation Value for money

Target population

Unmet need

Evidence gaps

Make payers aware of

Payers are willing to

pay for value.

Endpoints needed to

Patient-reported endpoints

Could be relevant

Prioritization
for budget

Reimbursement

Rationale

the value of the product.
Early communication with
payers and KOLs before

differentiate the product and
fulfill payers’ requirements

of ‘innovation’,

could be an important measure
of product benefit. Licensing
hurdles for PROs are high

for label claims; need joint
planning with clinical and

for reimbursement
authorities who
might prefer

authorities might
expect additional

allocation across

therapeutic areas.

or distinct evidence

registration to ensure the

Reimbursement authorities

‘innovation’ in a

from licensing authorities.

right evidence is collected
and the value messages

are credible.

are interested in morbidity

subpopulation over

and/or mortality endpoints

HEOR to collect PRO data

within trials.

treating all patients.

that might not be available
from short-term trials but
can be collected from

long-term studies.

together. In the EMA’s Road Map to 2015, the agency has specified
a desire to engage with HTA agencies early in product develop-
ment and throughout the lifecycle of the project for the two
groups to be aligned [20]. Hence, discussions are ongoing to see
how agency efforts could be more coordinated. At present, a pilot
initiative involving clinicians, HTAs, patient representatives,
payers, licensing authorities and drug developers from France,
Germany, Italy, the Netherlands, Sweden, the UK and the EMA
isunder way to test the benefits of multi-stakeholder consultations
early in the development phase to improve transparency and
preparedness of all parties [21]. Furthermore, the Member States’
HTA agencies and European Network for Health Technology
Assessment (EUnetHTA) Joint Action have initiated a collabora-
tion in which they will consider how the risks and benefits
assessment contained in European Public Assessment Reports
(EPAR) can contribute to relative effectiveness assessments under-
taken by HTA bodies [22]. EUnetHTA Joint Action focuses on the
development and evaluation of best practices for HTA methods
and scientific cooperation among government-appointed organi-
zations from EU Member States or other organizations that gen-
erate  HTAs [23]. Collaboration with HTA agencies and
streamlining of the development process also is an approach
preferred by the European Commission’s Directorate General for
Health and Consumer (DG SANCO) [24]. In the USA in September
2010, the FDA and Centers for Medicare & Medicaid Services
(CMS) collaborated on a memorandum of understanding on the
issue of collaboration to consider establishing a process for over-
lapping review of new, ‘innovative’ medical products when the
sponsor and both agencies agree to do so [25]. Although the details
of this process are still being flushed out and the evidence stan-
dards required by each agency would not change, sponsors could
request overlapping review in seeking a National Coverage Deter-
mination (NCD), the goal being non-duplicative submissions.

Thus, there are discussions occurring both in Europe and the
USA with regard to harmonizing and standardizing the evidence
needs of regulators and payers across settings [26]. There initiatives
can provide a model for cross-collaboration within a product
development organization to set up something similar within
the organization.

Leveraging opportunities to create the required
evidence and demonstrate value

Until harmonization efforts are fully operationalized, however,
drug manufacturers need to satisfy the sometimes divergent needs
of both licensing authorities and payers. This has been and con-
tinues to be crucial for survival in an environment where the time
to market does not mean time to licensing but time to reimburse-
ment. To gain market access, most drugs will need to obtain a
positive reimbursement or coverage decision from payers in addi-
tion to satisfying requirements for licensing agencies. These
aspects need to be clearly understood and supported with evidence
(Table 3).

Create an interdisciplinary team to identify evidence gaps and
establish unmet therapeutic need

Establishing a collaborative team, across clinical, regulatory,
HEOR, marketing and branding, and allocating budget for planned
activities are the first steps towards global strategic planning to
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support the evidence generation process for the emerging product.
It is the responsibility of the manufacturer to identify the ther-
apeutic areas with the highest unmet need and to generate
evidence to support the value of a new product in addressing
an unmet need. Furthermore, manufacturers must determine the
gaps between the types of data needed to satisfy licensing autho-
rities and the type required for reimbursement authorities and
develop tactics to address these needs. If identified early on, these
evidence gaps can be strategically addressed by: (i) undertaking
market research, competitive intelligence and payer research to
establish a better understanding of practice and treatment patterns
and unmet need in key countries; (ii) integrating HEOR endpoints
into the clinical trial program of the product (i.e. building utility or
HRQoL measures or resource use collection into clinical trials); (iii)
initiating scientific advisory meetings to help prioritize the end-
points that matter the most to key stakeholders and fulfill the
unmet needs; or (iv) securing time and funding to conduct addi-
tional studies, which can be run in parallel to the clinical devel-
opment program, to meet the needs of reimbursement authorities

or to shape and prepare the market by highlighting the unmet
medical need, patient suffering and cost to society.

Regardless of the strategies used to overcome these data
gaps, identifying and prioritizing them ensures optimal prepa-
redness that can help meet the ever-changing requests of reim-
bursement authorities and can result in efficiencies and/or cost
savings by designing studies that can include both clinical and
HEOR outcomes (i.e. a safety registry for EMA requirements
could include HEOR data, such as HRQoL surveys and resource
use data collection at the same time). Ultimately, manufacturers
must be prepared to provide a range of evidence that can fulfill
both licensing and reimbursement authority needs at the right
times, whether the focus is efficacy studies with high internal
validity, effectiveness studies with high external validity, or a
combination of the two. Recent literature has suggested that
these concepts are not necessarily dichotomous, and the
true gold standard for evaluating new therapies is to consider
a ‘body of evidence’ that includes both RCTs and observational
studies [27].
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| | 10% | 20% | |

Marketing
application

Marketing

12-15 years

30%
\ \

Time (years)

Discovery research

Development research

Synthesis biological Phase 1,  Phase2 | Phase 3
Phases of drug testing and | i
development pharmacological 50-100'  200-400 ' 3000+
screening subjects; patients | patients
Attrition rates ; T ;
25 ' N 5

|

|

|

|

:

I PRO instrument
development

' 1

i

i

h

|

|

| | Instrument use and validation

Conjoint analyses [

PRO evidence dossier E

| Global value dossier Country adaptations |

| | Budget impact model Country adaptations |

Reimbursement landscape
analysis/payer interviews

Country adaptations |

| International health panel

| Cost-effectiveness model

Eg\?ig\:‘i,t | C.Iin/Econ burden of illness study |

Key: |Patient related research |

Pricing research H Price setting i

|Disease related research |

Real world effectiveness study |

|F'ayer related (including economics)|

"Epidemiology i

Risk-benefit assessments

PRO: Patient reported outcomes

Analyses of databases (claims and patient records)

?n?erstan?mg oT .
isease and treatment| |

I Input to clinical trial planning |

FIGURE 1

Drug Discovery Today

Generic timeline for product development and percentage of involvement of HEOR in each phase. Note: Timing of patent application may vary by country and

manufacturer.

Adapted from [graph © Association of the British Pharmaceutical Industry (www.abpi.org.uk) with additional information provided by United BioSource

Corporation].
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Identify target population

Patient subsets remain an area of high value for reimbursement
authorities. Payers seek to target therapies to those most likely to
benefit and subsequently minimize budget impact. Identifying
subpopulations could be achieved by using a novel endpoint or
strategic trial design that enables the identification of population
subsets who respond better or worse to treatment. Manufacturers
also can consider trial simulation to generate quantitative esti-
mates of success among different patient populations to mitigate
the risk of investing in a large clinical trial. When sponsors can
establish target populations that are accepted by payers, a further
question remains as to whether prescribers will stay within the
desired reimbursement bounds in actual practice. This has led to
demands for manufacturers to collect data to demonstrate that the
product has stayed within the target bounds. Planning for such
studies should be considered early in the development process,
because presenting these designs within a reimbursement submis-
sion could convert a probably negative response into a positive
one.

Establish patient benefit

Demonstration of patient benefit can sometimes offer more sup-
port for the value of a new product in certain therapeutic areas
than laboratory markers, acting as surrogate endpoints, such as
hemoglobin Alc or high-density lipoprotein levels, because the
patient improvement fulfills the unmet need more than a biomar-
ker (e.g. in irritable bowel syndrome or chronic constipation).
Licensing hurdles for PROs, however, are high and necessitate
advance planning to select the appropriate validated tool and to
capture the necessary evidence.

Demonstrate product innovation

Although the operable definition of innovation might be unclear
or inconsistent across laws, regulations and policies, demonstrat-
ing the innovation of the product is necessary to secure market
access. NICE in the UK suggests that an innovative product is one
that is new, offers an improvement compared with existing thera-
pies, and provides ‘a step-change in terms of outcomes for patients
|28]’. However, innovation is multifaceted, and manufacturers
must determine the types of innovation, such as commercial,
technological and therapeutic, that matter most to reimbursement
authorities [11,29]. Clarification of the definitions of innovation as
they relate to market access, investment in the development of
products that meet those requirements, and subsequent position-
ing of the differentiating features associated with innovation are
crucial to justify premium pricing.
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Establish value for money

Economic studies based on the clinical trial results, where with
foresight the appropriate data were collected and linked to include
long-term outcomes using database analyses or longitudinal stu-
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dynamic and iterative process that will be updated throughout the
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Concluding remarks
The need for appropriate evidence generation requires sufficient
and careful preparation. Planning for evidence generation
should begin in Phase I and be considered a ‘living’ process
that can be updated throughout the product lifecycle to reflect
new internal data in addition to the latest external demands. For
pharmaceutical companies to be successful in creating the
required evidence, communication and collaboration across
pharmaceutical functions is crucial. The break-out from the
silo mentality is crucial, as is the establishment of multi-func-
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commercial.

This information is written as a general guide, so we recommend that
specific professional advice is sought before any action is taken.
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