Four Ways to Leverage
Markel Access Buy-In:
Unleashing the Power
of Strategic Entry
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Effective Market Access Planning is the
Catalyst for Recouping Significant R&D
Investments
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Market access activities are the calalyst for product success
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Costs of developing pharmaceutical products are rising

while return on itnvestment is decreasing

Average cost of developing Average peak sales per asset
a product from discovery to have decreased™
launch has increased*’

2013
2022

$520 million $389 million

2013
$1.3 billion In 2022, ROI was1 .2%,
2022 the lowest it had been since
$2.3 billion research started in 2010.

*Data based on a survey thatincluded a cohort of 15 leading biopharma companies. tRepresents forecast sales over the next 21 years, with peak sales being tabulated over a one-year period.
ROI, return on investment.
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Most products do not recover their R&D costs

* Only approximately a third (34%) of compounds * Products that do not meet forecasts in the first
that enter the market recover their risk-adjusted year after launch are unlikely to recover in
R&D costs.?

subsequent years.?

* A half of products do not even achieve 50% of
forecasted sales.?

Launches with sales below, at, or above forecasts*2 Product performance over time stratified by
performance in Year 12
Below forecast At/near Above forecast
66% forecast 26% Launches below forecast** Launches above forecast**
8%
44% 100% 100%
22%
13%
8% 6% 7% .
0-40% 40-80% 80-120% 120-160% 160-200% >200% Year 1 Year 2 Year 3 Year 1 Year 2 Year 3

*Full sample includes 210 new assets launched between 2003 and 2009 for which forecasts were available 1 year prior to launch. TIncludes launches that lagged forecasts (66% of full sample) and a half of samples that were at
or near forecast (4% of full sample) in Year 1. Data for Years 2 and 3 represent the percent of launches that continued to lag forecasts. ¥Includes launches with sales above forecasts (26% of full sample) and a half of launches that
were at or near forecasts (4% of full sample) in Year 1. Data for Years 2 and 3 represent the percent of launches that exceeded forecasts.
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Market access issues are a key driver of

failing to meel expectations

Analysis of 50 drug launches that failed to meet expectations in Year 1
showed:3

50% 46% 44%

Did not
understand Had poor product

Had issues with

differentiation
market access market needs

“In most markets, pricing and reimbursement conditions are the single
most important value drivers at the time of launch.’?
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Increased Investment in Market Access
Actioities can Improve Company Success
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Top-performing pharma companies allocate

larger budgels to markel access activities

On average, the top 10
companies spent ~6 times more
on market access activities than
the top 50.4

l.e., companies ranked 11-50
spend much less on average than

the 10 most successful companies.
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Average market access spending in 2016%

$9.5 million

$1.6 million
Top 10 Top 50
companies companies



Budget for market access is substantially
smaller compared with other activities

Total R&D spending by top 10 companies in 2021:°
$107.2 billion

Mean total marketing budget,
including marketing to payers in

2022:6
$9.3 million
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Companies spend 4-fold more on marketing to

healthcare providers than to payers

Proportion of the total marketing budget spent?

,,,,,, =

m

“O'thers
5%

« A 2022 survey of pharmaceutical ————  \
marketing leaders showed that only a
small proportion of the average $9.3

million marketing budget was spent on
payers.’

Healthcare
providers
54%
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Despite the declining influence of practitioners in decision-making,

large budgels are dedicated to marketing to practitioners

Total spending on marketing activities
in the US in 2016*8

35 * In 2016, total marketing spending on prescription
30 drugs in the US was $26.9 billion, representing
. 8.18% of total spending on prescription drugs.?
g 20 . Prescriptiqn drugs marketing spending included
. the following components:
m
e  Direct-to-consumer marketing: $6 billion
. * Product detailing to professionals: $5 billion
0
Total Direct-to-consumer Professional
marketing marketing marketing

*Includes spending on marketing of prescription drugs, disease awareness campaigns, health services, and laboratory testing.
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Pavers Have Increasing Influence on Product
Success, Necessitating a Strategic and Tailored
Approach to Reimbursement
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Influence of pavers is increasing

* As demands on healthcare systems continue to
increase, payers have become increasingly influential
in determining product success.’

 In a survey of more than 200 pharmaceutical company
executives, payers were reported to have gained
influence over time.”

« From 2007-2011, payers were considered to have as
much influence as medical specialists, surpassing that
of key opinion leaders and general practitioners.”

*Based on a survey of 236 executives from large and mid-sized pharmaceutical companies.?
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Influence of stakeholders*?

34%

33% 39 m2001-2006 m 2007-2011

26%

Payers Specialists Key opinion Others General
leaders practitioners




As the market becomes more competitive, demonstraling

product value is becoming more complex

* With the rapidly changing market access
landscape, the definition of product value
is also changing.0

* Product value is influenced by an interplay
of clinical effectiveness and safety, cost-
effectiveness, and societal value.'®

» Market access teams can add value during
clinical development by ensuring that
evidence generation includes endpoints
that are important to patients and payers.
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Elements of value?

Scientific
spillovers

Equity Productivity

Adherence-

Real

. improvin
option-value P 9

factors

Reduction in

Value of hope .
uncertainty

Severity of Fear of

disease contagion
Insurance ‘ Common but inconsistently
value used elements of value

. Core elements of value

Potential novel elements of value

Modified from Lakdawalla et al. (2018).
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Companies That Fail to Fully Leverage the
Expertise of Market Access Teams Risk
Substantial Loss of Product Value
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Market access perspectives are [requently not included in

product development

HTA/payer perspectives included in target product profiles'!

Health problem and treatment pathway

Target population 100%
° A su bstantlal propor—tlon Of Companles Epidemiology and burden of disease 82%
: : dical d %
surveyed did not include key Jnmet medical needs —
. Clinical efficacy/effectiveness
Components Of HTA/payer perfpeCtlves Magnitude of clinical effect 91%
In thelr ta rget prOdUCt prOflleS " Differentiation from standard of care or from competitor(s) 91%
® 45% dld not include adverse events O]c Clinical endpoint or surrogate endpoint 91%
treatment and related cost. Safety

Safety 91%

« 73% did not include hospitalizations.
* 64% did not include patient insight

Adverse events of treatment and related cost 55%

Product technical characteristics

based on descriptions Of disease Labelling: regulatory label vs. reimbursement claim label 45%
burden and unmet need. Hospitalizations 27%
° 73% dld not inC|Ude SOCietal Value. Dosing/presentation, diagnostic/personalized medicine strategy A4

Patients and social aspects

Patient insight provided directly based on descriptions
of disease bdrden and unmet needs

36%

%, percentage of total 11 responses

Societal value 27%

*Based on a survey of senior management from 11 companies.
HTA, health technology agency.
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Failure to consider market access perspectives

can lead to delays in reimbursement

* Many of the requests for additional evidence were

* In astudy of HTA strategy of 169 products :
related to market access perspectives:'?

from nine international companies, HTA

requirements were implemented in * Locally relevant competitor: 44%
evidence generation plans for only 63% of * Subgroup analysis: 35%
products.'? » Contextualize evidence to local population: 24%
* Omission of evidence required by HTA « Different analysis methodology: 21%
agencies from the initial submission led to * Use of network meta-analysis: 13%
requests for additional data in 46% of * Requests for trial data in the local population: 10%

submissions.'?

HTA, health technology agency.
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Fatlure o engage markel access teams early enough can

lead to a loss of value over the lifetime of the product

Poor market access decisions can result in a loss of product value at
various stages of development?

Exploratory clinical Full clinical Launch Early to mid Loss of
development development planning lifecycle exclusivity

* Market access activities should start
at least 18 months before a drug is
to be marketed; however, many
companies miss this opportunity.’3

$1000M

. Potential value lost . Value captured

$800M

an|eA 1507

* Failure to implement a robust market benom

access strategy can negatively
impact a product’s financial returns
throughout its lifecycle.”

$400M

Total potential value of compound

$200M

Pick wrong  Fail to collect Define Select wrong Ineffectively Paytoo  Fail to optimize
opportunity economic weak value payer communicate much for demand/no
outcomes proposition targ_ets/delay value/usage access value defense
data time to restrictions

against new

reimbursement .
competitors
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Involving market access teams early in the development

process can improve sales

Case study of two products illustrating the
importance of market access activities: '3

Company A - Early Initiation of Market Access Activities:

* Activities designed to demonstrate the potential clinical
and service impact of Product A were initiated.

* Sales began as soon as the license was granted and
increased substantially in the following months,
particularly after a positive health technology appraisal in
England.

Company B - No Early Market Access Activities

* The company had no established system for market
access activities at an early stage.

* Decision-makers were unaware of the impact of
introducing the product until conventional marketing
activities started.

Uptake of the product was delayed, and the
manufacturer lost around a year of potential sales (~€20
million in the UK market alone).

HTA, health technology agency.
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Sales

Case study of two major pharmaceutical companies that
anticipated a UK license for anti-cancer agents:13

HTA
evaluation and

Marketing assumed
authorization/ approval
licence 1
Market Access
Activities:
*Horizon scanning
*Non-prescribing
decision maker activities
*Payer activities
*Advance notification
documents
*Health outcomes toolkits
*Clinical and policy
toolkits
*Advisory board
meetings
*Implementation tactics

Company A

Company B
Missed
opportunity

A 4

Time

Market access activities

Traditional marketing activities
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Effective market access strategy is a key lo
successful market entry

Effective market access strategy can substantially improve returns on R&D investments.

Increased investment in market access activities can improve company success.

A strategic and tailored approach to reimbursement is needed to adapt to the evolving role of
payers.

Leveraging the expertise of market access teams early in the product development process can
optimize return on investment.




Plan for early and consistent market access

engagement lo amplify product performance

24 months 12 months Launch
Stakeholder mapping Utilities: Surveys/vignettes
Stakeholder Pricing analysis & payer

engagement Price positioning

Stakeholder engagement: clinicians, payers, patient groups
HTA & Landscape analysis Gap analysis/EGP
Value strategy and Value message map Payer value story Objection handler  J
communication Elevator pitch @)
Early access l EA strategy (eg, PRIME) CU framework

HEOR publications/conferences

Evidence generation Living SLR Q TLR: data gaps SLR update
Meta-analyses

Economic models

Model technical reports
Reimbursement ITCs

dossier preparation

PAS strategy

Core value dossier ) HTA dossier adaptations

C} Can be updated at regular intervals Responses to payers

CU, compassionate use; EA, early access; EGP, evidence generation plan; HTA, health technology agency; ITC, indirect treatment comparison; PAS, patient access scheme; SLR, systematic literature review; TLR, targeted literature review.
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