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OVERVIEW

This case study is the third volume of a five-part series that distills the essence of what to do when launching a phar-
maceutical product. We curated five analog products and analyzed how they deployed four launch levers: Positioning
Strategy, Advocacy and Guideline Inclusion, Evidence Generation, and Market Access, to create traction and sustain
growth. Each case is mapped to a launch archetype: Paradigm Shaper, First Mover, Late Challenger, Opportunist
to clarify context and actions taken.

Who should read this: Commercial, medical, market access, and analytics leaders who are preparing to launch a
brand or have recently launched one.

How to use this series: Identify your product archetype > review lever playbooks from the most relevant analogs >
adapt actions for your product as appropriate.

Authors: Vaibhav Shrishail, William Sheehan, and Wes Yanowitch
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INTRODUCTION

As referenced in the extended introduction provided in
volume 1 of this case study series, this white paper series
explores five examples of novel brands that shaped or
reshaped their commercial trajectory through deliberate
activation of key levers. Using a consistent framework, we
examine each analog case through four strategic levers:
Positioning Strategy, Advocacy & Guideline Inclusion,
Evidence Generation, and Market Access.

Case Study 1 of 5 examined Entresto — a case where initial
hesitation gave way to broad adoption after HCPs were

FIGURE 1.

"|| Market Access

* |Initial payer coverage, formulary
positioning, and access challenges

* Use of value-based pricing models,
outcomes-based contracts, or price
adjustments to improve access

* How companies navigated reimbursement
hurdles to drive broader adoption

Evidence Generation

* How clinical trial data supported the
product's market entry

* Post-launch evidence generation (Phase IV
studies, real-world data, health economics
studies) to strengthen positioning

®

Product
“Launch Levers”

convinced on the “therapy switch moment” for patients,
payer friction was resolved, and guideline language updates
were incorporated.

Case Study 2 of 5 examined Nuplazid — a launch where
early advocacy and dynamic positioning drove clinical
entrenchmentand commercial success despite community
hesitations on safety profile.

@ Positioning Strategy

* How the product was initially positioned
in the market

* Messaging strategy, differentiation from
competitors, and early HCP engagement

post-launch based on market feedback

\é Advocacy and Guideline Inclusion

* Role of KOLs/KEEs and professional
society engagement

» Efforts to secure inclusion in treatment
guidelines and their impact on adoption

* Partnerships with academic and industry
organizations to reinforce credibility

Figure 1. Overview of product “Launch Lever” categories in preparation for, at launch, and following launch.
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The five analog case studies featured in this series are categorized into distinct launch archetypes based on market maturity
and product differentiation, providing additional context for the strategic levers activated at each stage of commercial
evolution. By first identifying where your own product sits among the four archetypes, you will have appropriate context for
how each upcoming case study, based on the archetype, can be considered as an analog.

FIGURE 2.
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Figure 2. lllustrates four launch archetypes defined by the intersection of product differentiation and market maturity, highlighting the strategic contexts
in which potential launch strategies may emerge

Note: Market maturity is defined by the degree of branded and generic competition within an indication
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We selected brands that (1) faced meaningful early adoption barriers, (2) executed targeted beachhead strategies, and (3)
left a visible trail of levers used (positioning, advocacy/guidelines, evidence, access) that launch teams can adapt. The set
spans cardiovascular, oncology, CNS, and rare disease to ensure breadth across therapeutic areas.

FIGURE 3.

m Mechanism of Action Launch Archetype Product Launch Overview

Entresto is a product in the cardiovascular space
with a dual ARNI mechanism, representing a strong
acceleration of market access and clinical uptake
driven by extensive evidence generation, real-
world validation, and targeted market-shaping
initiatives

Enur}]},ﬁ,veaﬁaﬁacn"“ HFrEF/HFpEF ARNI Paradigm Shaper

Nuplazid is a therapy in the Parkinson’s disease
psychosis space with a selective 5-HT,A inverse
. Selective 5-HT,A . agonist mechanism, representing a differentiated
NUPLAZID.  pp psychosis 2 First Mover 8 P &

(imavanserin) tablets inverse agonist CNS launch that overcame early resistance through
focused clinical education and advocacy-driven

market engagement

Repatha is a therapy in the cardiovascular space
R with a PCSK9-inhibiting mechanism, representing a
£3Repatha LDL-C PCSK9 inhibitor Late Challenger clinically differentiated but access-sensitive
(evolocumub) mAb launch that was repos.lt|0|.1ed successful.ly
through outcomes validation and strategic
pricing realignhment

Vyndagel/Vyndamax is a therapy in the rare disease
cardiovascular space with a transthyretin-

\ stabilizing mechanism, representing a market-
Vyndamax ATTR-CM TTR Stabilizer | Paradigm Shaper | shapingbreakthrough that turned a once-invisible
([dfa%%) disease into a defined, treatable condition through

focused clinical education and advocacy-driven
market engagement

Kadcyla is a therapy in the breast cancer space with
a HER2+ antibody-drug conjugate mechanism,

“ HER2+ breast representing a case of functional innovation that
+)Kadcyla HER2+ ADC Late Challenger presenting . .
cancer required post-launch evidence and strategic
repositioning to unlock its full commercial
potential

Figure 3. Provides an overview of the five analog products analyzed in this series, highlighting their therapeutic area, mechanism of action, launch archetype,
and a brief launch overview

Note: The five analog products featured in the table above are categorized using launch archetypes, which help frame each asset’s initial market context.
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CASE STUDY 3: REPATHA

FIGURE 4.

#Repatha

injecfion

Product Overview

® Repatha (evolocumab), launched by Amgen in 2015 as one
ofthe first FDA-approved PCSK9inhibitors for hypercholes-
terolemia and cardiovascular risk reduction

—It was positioned as a breakthrough biologic for patients with
familial hypercholesterolemia or established atherosclerotic
CV disease who remained uncontrolled on statins, offering
unprecedented LDL-C lowering and CV benefits

* Despite clear unmet need, Repatha’s early adoption was
constrained by payer restrictions and cost-effectiveness
debates that limited patient access

— By aligning evidence, access, and advocacy, Repatha stabilized
its trajectory and established itself as the market-leading PCSK9
inhibitor, now embedded in guidelines as standard of care for
high-risk patients

(evolocumab) wnghe —]

Market Phases: Repatha’s performance in the market from launch in 2015 to present
can be segmented into four phases:

Pre-Launch Activities “Breakthrough Barriers”: 2015-2016

“Value Validation”: 2017-2018

“Market Momentum”: 2019-2020

D

“Share Solidification”: 2021+

Early Repatha WW Net Sales Repatha WW Net Sales Repatha WW Net Sales Repatha WW Net Sales
@ Positioning $2.58 $2.5B $2.58 $2.58 $2.2B
$2.0B $2.0B $2.0B
$2.08 $1.6B
E Evidence $1.58 $1.58 $1.58 $887M $1.58 (59138
Generation $1.0B $1.0B $550M $1.08 - $661M $108 . m
$0.58B $101M $0.58 | $225M $0.58
$7M . $0.5B
Market $0.0B — $0.05 M $0.0B
Shaping 2015 2016 2017 2018 2019 2020 $0.0B

2021 2022 2023 2024

Figure 4. Overview of Repatha’s commercial performance, segmented by revenue growth phases
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FIGURE 5.

® Positioning Strategy =
At launch, Amgen positioned Repatha as a revolutionary cholesterol-lowering antibody for high-risk
patients who couldn’t reach LDL goals with existing therapies

¢ Amgen’s messaging highlighted Repatha’s dramatic LDL reductions (~55-60%) in clinical trials, far
exceeding what statins or ezetimibe alone could achieve, to underscore its role for patients with

Growth Phase Overview

Breakthrough PCSK9 inhibitor Repatha launched in severe hypercholesterolemia or FH
2015 amid high expectations, but early adoption was « To differentiate from its in-class competitor, Praluent (launched the same year), Amgen framed
limited as premium pricing and strict payer controls Repatha as PCSK9 inhibitor with a convenient monthly dosing option, setting it apart from Praluent’s
severely constrained patient access. biweekly-only dosing
# Advocacy & Guideline Inclusion )
Repatha WW Net Sales Amgen cultivated relationships with influential physician advocates and patient groups to legitimize

PCSK9 therapy, though official guideline recommendations lagged behind
¢ Amgen began to build a clinical narrative for Repatha backed by renowned preventive cardiologists

$2.5B and lipid experts (often Repatha trial investigators) endorsing PCSK9 inhibitors and partnerships
with organizations like the FH foundation
$2.0B * By 2017, expert panels (e.g., NLA) released statements endorsing PCSK9 inhibitors ahead of formal
guideline inclusion in 2018
1.5B o a
¥ Evidence Generation 1}
$1.08 Amgen invested rigorously in pre-launch evidence generation, showing LDL reductions in multiple
: trials (e.g., LAPLACE-2, DESCARTES, OSLER) and following up with robust CV outcome reduction data
early post-launch with FOURIER
$0.58 + Multiple Phase Ill trials established Repatha’s LDL-lowering efficacy, but the landmark CV outcomes
$7M $101M trial (FOURIER, ~27k patients) bolstered Repatha’s evidence package with a MACE reduction of
$0.0B — ~20% - although this would not readout until 2017
2015 2016 —
< Market Access & Pricing Strategy i
Amgen’s initial high list price (>$14K/year) collided with a cost-sensitive payer environment, leading to
Key Takeaway: A revolutionary therapy onerous access barriers — reportedly up to 80% of Repatha prescriptions were initially rejected, and

can stumble at launch if the payer value sales underperformed due to restricted coverage

proposition is not aligned — Repatha’s early
years showed that breakthrough efficacy
alone is insufficient to overcome access
barriers

* Payers were exceedingly cautious at Repatha’s high list price given the sizeable pool of eligible
patients

* Insurance plans responded with stringent access barriers (over 80% with a PA+ST) —roughly 3 of 4
initial claims were denied, and a late 2016 study found that less than half of total claims were
approved

Perceived Effort Level: [Em} High [} High-mod [P Mod-low [} Low

Figure 5. Overview of Repatha’s commercial performance “Breakthrough Barriers” phase
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FIGURE 6.

Growth Phase Overview

By 2017, facing sluggish uptake due to cost-driven
access denial, Amgen pivoted its strategy: leveraging
new outcomes data, ramping up advocacy, and
ultimately slashing Repatha’s price.

® Positioning Strategy

Amgen repositioned Repatha around cardiovascular risk reduction for the highest-risk patients,

shifting the narrative from LDL lowering alone to CV event prevention and aligning the product with

value-based care goals

¢ Clinical messaging integrated the positive FOURIER results into promotional material — e.g., “27%
reduction in heart attacks and 21% reduction in strokes with Repatha”

* Amgen concentrated its marketing on cardiologists treating post-MI patients, uncontrolled LDL
despite therapy, and genetic FH cases, aligning Repatha’s use with patient niches where its risk-
reduction payoff is highest

Repatha WW Net Sales
$2.5B
$2.0B
$1.5B
$1.0B
$550M
$0.0B [
2017 2018

# Advocacy & Guideline Inclusion

Amgen intensified advocacy with an access focus, enlisting experts, patient groups, and guideline

bodies to underscore the medical necessity of PCSK9 inhibitors and push for relaxed payer criteria

* Amgen’s advocacy efforts aimed to place public pressure on payers; CV KOLs presented striking
data on the consequences of denying PCSK9 therapy - e.g., “110,000 preventable cardiovascular
events” if appropriate patients kept being rejected

* Formal guideline endorsement (class lla recommendation from ACC/AHA) and initiatives like the
“Payer Report Card” with the FH foundation provided further support for Repatha’s value narrative
to both clinicians and payers

Evidence Generation
Post-launch, Amgen supplemented Repatha’s clinical value story with economic and real-world
evidence, facing increased competitive pressure with Praluent also publishing similar CV outcomes
data which mirrored the FOURIER outcomes
* Amgen engaged in economic modeling/HEOR studies to further justify the downward price
adjustment (see below)

Key Takeaway: Amgen’s mid-course correction
— highlighted by price concessions and
outcome-driven repositioning — illustrates that
when faced with access paralysis, a company
must be willing to radically adjust its strategy
to unlock a therapy’s potential

# Market Access & Pricing Strategy

Recognizing that the existing access situation was untenable, Amgen took drastic measures to

improve access in 2017-2018, most notably including a ~60% reduction in price as well as

outcomes-based contracts, both of which translated to easing of restrictions

* In October of 2018, Amgen slashed Repatha’s U.S. list price down to ~$5.9k/year, a move
designed to lower patient copays and ease budget impact to payers

« Additionally, Amgen pioneered value-based agreements with several key payer accounts, offering
money-back guarantees if patients experienced CV events on therapy

Perceived Effort Level: [EM} High [} High-mod

Figure 6. Overview of Repatha commercial performance “Value Validation” phase
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FIGURE 7.

Growth Phase Overview

2019-2020 saw Repatha gain commercial momentum
- payer coverage expanded, guidelines endorsed its
use, and prescription volumes climbed, marking a
rebound phase driven by improved value alignment.

® Positioning Strategy

With familiarity and volume rising, Repatha’s positioning matured into that of a mainstream

secondary-prevention therapy, emphasizing its real-world clinical benefits and established usage

* Amgen marketed Repatha as an integral component of guideline-driven care (e.g., “Statin v +
Ezetimibe v = Repatha” if LDL still high), which positioned the drug as a standard next step rather
than extraordinary measure post CV event

* Messaging highlighted Repatha’s status as the most prescribed PCSK9 to clinicians and patients,
with an expansion of DTC campaigns that complemented the improvement in patient access and
lower copays

Repatha WW Net Sales
$2.5B
$2.0B
$1.5B
$1.08 $887M
$661M
$0.5B
$0.0B
2019 2020

# Advocacy & Guideline Inclusion

Now with improved access and formal guideline support, advocacy efforts turned to driving

implementation - training clinicians on where/when to use PCSK9 inhibitors, identifying eligible

patients, and supporting long-term adherence

* In collaboration with Amgen, professional bodies (e.g., ACC, AHA) ran seminars on incorporating
PCSK9 inhibitors for patients not at LDL goal, effectively normalizing Repatha’s use in routine
practice

* Advocacy groups also bolstered efforts in patient identification and therapy adherence,
supporting continuity programs (e.g., reminder apps) to help patients persist on Repatha

Evidence Generation
Amgen continued to support the health economic justification of Repatha, gathering data from an
open-label extension of FOURIER and supporting analyses on the cost-effectiveness at the new list
price
* Studies factoring in the 60% price cut demonstrated that Repatha was now much closer to
acceptable cost-effectiveness thresholds within its indicated populations

Key Takeaway: Repatha’s adoption
acceleration demonstrates that resolving
misalignment between clinical value and

cost can unlock a therapy’s potential, turning

a slow start into commercial growth

“® Market Access & Pricing Strategy

By 2019-2020, Repatha enjoyed broad and simplified access; the price cut and innovative

contracting resulted in near-universal coverage with streamline criteria, improving approval rates

and patient affordability

* Payers shifted Repatha (and Praulent) to more favorable formulary status with limited access
hurdles (e.g., confirmation of ASCVD + LDL 270 mg/dL on SoC) - however, Amgen’s innovative
contracting approach kept Repatha as the preferred PCSK9

« Amgen also boosted copay support, providing Repatha for $0 or $5 for most commercially
insured patients

Perceived Effort Level: [EM} High [} High-mod

[} Mod-low

Figure 7. Overview of Repatha’s commercial performance “Market Momentum” phase
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FIGURE 8.

“Share Solidification”: 2021-present

Growth Phase Overview

By 2021, Repatha entered a mature, sustained-growth
phase with Amgen focused on maximizing long-term
use, improving adherence, and defending market

share as new competitors emerged

(® Positioning Strategy i}
Having become entrenched part of guideline-recommended care by 2021, Amgen touted Repatha
as the proven gold-standard PCSKS therapy, distinguished by its extensive evidence and real-world
experience in preventing cardiovascular events
* Market efforts emphasized Repatha’s trusted usage and proven benefit, e.g., “millions treated,
outcomes proven”
* To differentiate from new competitors (e.g., Novartis’ Leqvio), Amgen positions Repatha on its
comprehensive CV data, which Leqvio (as of 2025) does not have, while broadening its customer
target beyond specialists to general cards and endos

Repatha WW Net Sales

$2.5B

$2.0B

$1.5B

$1.0B

$0.5B

$0.0B

$1.6B

$1.3B
$1.1B

2021 2022 2023

$2.2B

2024

# Advocacy & Guideline Inclusion

Amgen’s advocacy and community engagement efforts aimed to normalize Repatha’s use as well as

extend awareness to all relevant providers, driving policies and programs that boost long-term

adherence and health outcomes

* ACC and ADA incorporated PCSK9 inhibitor case studies into CME materials and protocol
updates

* Patient advocacy groups shifted focus to policy/system level adoption, as well as long-term
adherence initiatives (e.g., peer support groups, online groups for FH patients on PCSK9 therapy)

Evidence Generation T

Amgen continued to gather real-world evidence and invested in an additional long-term outcomes

trial (VESALIUS-CV) to support the robust CV prevention value story to defend against new

competitors

* In anticipation of CV outcome data from Novartis/Leqvio, Amgen continues to collect and
disseminate RWE on the durable safety and efficacy of Repatha — these data will be supported by
long-term outcomes from VESALIUS-CV (primary prevention) and FDA label update (August 2025)
to include adults at risk of MACE due to LDL-C

Key Takeaway: Repatha has become a
standard therapy sustained by continuous
optimization; long-term success requires
ongoing adaptation to new competitors and
a focus on keeping patients on therapy,
ensuring the product’s value is fully

realized over time

“» Market Access & Pricing Strategy

After securing access with price cuts, Amgen continued to leverage agile contracting and generous

patient support programs to maintain Repatha’s formulary status and protect market position as

competitors (Praluent, Leqvio) vie for share

* Leqvio’s physician administration enables medical benefit coverage and evasion of traditional
restrictions; Amgen took steps to keep Repatha equally accessible by streamlining distribution
and working with HCPs to enable frictionless Repatha scripts

* Patient support remains robust, with nearly all patients able to receive Repatha at minimal OOP
cost

Perceived Effort Level: [Em} High [} High-mod [P Mod-low [} Low

Figure 8. Overview of Repatha’s commercial performance “Share Solidification” phase
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CLOSING

What to consider for your product based on learnings from Repatha:

1. Price with Purpose

If aiming for immediate traction, set launch pricing in a way that reflects payer-perceived value and budget impact. If
a therapy’s price is not aligned with the value perceived by payers, access will be restricted, and adoption will stall in
the short term.

2. Transform the Narrative with Early Outcomes Data

Invest early in outcomes and health economics evidence to defend clinical value while proactively addressing cost-ef-
fectiveness challenges and payer skepticisms before they stall uptake. Clear, durable clinical outcomes will boost
provider confidence and drive preferred access among competitive therapies.

3. Advocacy to Drive Utilization and Access

Engage KOLs and patient groups not only to endorse the therapy but to publicly challenge restrictive payer practices
preventing access; coordinated advocacy can both legitimize the product and pressure payers to ease access.

4. Send Clear Credibility Signals

Market confidence requires more than clinical trial evidence; it demands bold signals. Demonstrate commitment and
instill confidence by taking direct action in communicating new evidence, pricing resets, and community engagement
that show stakeholders the therapy is not only viable, but clinically imperative.

5. Defend and Deepen Market Share

Even afteraccessimproves, growth is notautomatic. Actively reinforce long-term success by bolstering payer partnerships,
investing in continued evidence generation, and defending share against new entrants to ensure sustained patient use
as the market crowds.

SERIES SEGUE

This wraps Case Study 3 of 5 (Repatha) — a product scenario which began as an access-constrained launch but was
repositioned through outcomes validation and strategic pricing adjustments to unlock broader adoption.

Case Study 4 will examine Vyndamax, a market-shaping breakthrough thatturned a once-invisible disease into a defined,
treatable condition through focused clinical education and advocacy-driven market engagement.
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