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Agenda

Welcome and introductions 5 min
Back to basics - defining RWE “homework studies” 5 min
Role of robust descriptive RWE studies in clinical development 5 min
Role of robust descriptive RWE studies in commercialization 5 min
Q+A 10 min
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RWD provides key insights for development and commercialization

OPHASEI

o PHASE IV

Clinical development Commercialization

O O O— O O —O O O O O O O
Support orphan  ©  Support Identify trial I/E Support RMP Provide safety Evaluate Provide inputs Assess Evaluate Refresh inputs for Inform supple-f
drug application : expedited criteria and background epi event effectiveness/sa for benefit-risk adherence safety using benefit-risk © mentary 1

:  program inform sample sections benchmarks for fety in RW assessments and utilization RW observa- assessments approval
request size ongoing trials external control tional study* . strategy
Support PIP © Support Inform clinical Describe Evaluate Develop inputs Confirm long- Evaluate Refresh inputs for :  Identify and
application or + argument for trial diversity effectiveness / effectiveness/ for cost- term effects effectiveness cost effective- ©inform
waiver © non- enrollment safety using safety using RW effectiveness of surrogate using RW ness modeling © repurpose
* randomized targets RW treated observational modeling endpoint trials observa- ©  opportunities
design of group study tional study* ]
pivotal trial
Provide Identify trial site Provide Simulate trials
evidence of types and Effectiveness using RWD and
surrogate facilitate trial endpoint ML/AI
endpoint recruitment benchmarks for
validity ongoing trials
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RMP = risk management plan
PIP = pediatric investigational plan
ECA - external comparator/control arm

*Voluntary or to fulfill: US post-marketing requirements (PMR), post-marketing commitments
(PMC); EU post-authorisation safety studies (PASS), EU post-authorisation efficacy studies (PAES)

for effectiveness.



Robust descriptive RWE studies are often overlooked

Recent focus has been on complex and often rarer use Robust descriptive RWE studies play a key role in
cases for RWD (e.g., ECAs) regulatory and HTA decision-making
Pubmed search results for "external control arms" * Inareview of 111 EPAR documents from the EMA,
200 RWE was used in 98% of EPARs to describe the
epidemiology of the disease including burden of
150 disease, disease features, and identifying the right

patient population (Eskola et al, 2022)

* In areview of 52 HTAs for melanoma drugs, 56%
% cited RWE studies for prevalence/incidence, 48%
cited RWE for cost estimates (Makady et al, 2018)
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Descriptive RWE studies serve as the foundation for decisions across
development and commercialization

RWE Studies

Surrogate Endpoint

Describe HCRU/Costs Evaluation

Incidence
/ Treatment Patterns
Prevalence
Treatment Utilization FEMISIE ST Adverse Event Natural History
(assessments/labs Contextualization (Effectiveness Outcomes)

,& Aetion® Confidential



Early & robust RWE supports evidence-based decision making

PHASE 1 o PHASE 2 o PHASE 3 o SUBMISSION
Clinical Development

0O O 0O e 0O ) 0O O 0
O % U O U % O % ,
: . Evidence of o . Development of :
Need evidence DeC|S|o‘n‘to Orph.an cfrug surrogate Trial site types Safety event [Claims of e e
A : enter clinical : application . endpoint . Trial I/E criteria, and : benchmarks for : effectiveness -
to support™: : development : : -~ : endpoint : geographies : o G : Jsafety of : benefit-risk
. . . validity : na . : ongoing trials . y . assessments
: . : : definitions, and investigational :
PIP application sample size treu:z;nt when
. : : : : : not
or walver : Argurr‘r;enrjt for : : RM P' background : Effectiveness : feasible] . Development of
randomized : : epidemiology : endpoint : : inputs for cost-
. . sections . : : i
: design of : Clinical trial benchm ark§ for : effectlvgness
Epiiee © pivotaltrial : diversity ongoing trials - : modeling
program enrollment
request : : targets
. . PMR/PMC/
PASS/PAES
. . o : : : feasibility and
Real-world Epidemiology of indication : : : planning
evidence and population of interest : : :
. . " Refresh as needed
generation . . . :
: Patterns of clinical care, including treatment and
strategy to : monitoring assessments )
characterize: " - Refresh as needed

Outcomes and
disease progression

Refresh as needed —_

Effectiveness/safety endpointsin :
trial-similar population Refresh as needed
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Suite of Descriptive RWE Studies Empowers Your Organization to Make Timely and Robust Clinical Development

Decisions
PHASE | o PHASE 2 o PHASE 3 ° SUBMISSION
Clinical Development

0N O e e e ) O O O

~ ~ ~ e o ~ ~ ~

: Epidemiology of indication

and population of interest : : :

RWE Strategy: ; ; Refresh as needed
Descriptive Incidence/ Baseline Characteristics of
Studies: : Prevalence Indicated Population

* As applicable; PIP = pediatricinvestigational plan; I/E = inclusion/exclusion; RMP = risk managementplan; RCT=
randomized controlled trial; RW = real-world; SAT =single-armtrial; ECA =extemal control arm;
PMR/PMC/PASS/PAES =Postmarket Requirement (FDA)/ Postmarket Commitment (FDA) / Postapproval Safety Study
(EMA)/ Postapproval Effectiveness Study (EMA)
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Suite of Descriptive RWE Studies Empowers Your Organization to Make Timely and Robust Clinical Development

Decisions
PHASE | o PHASE 2 o PHASE 3 o SUBMISSION
Clinical Development

) ) 0N N 0N ) ) ) O
~ ~ N N~ o ~ ~ ~ -
RWE Strategy: Patterns ofclmlcaflcafre, including treatment and _
monitoring assessments
Refresh asneeded
L . S . . Patient Journey
Descriptive Studies: Treatment Utilization Treatment Sequencing

(assessments/labs)

* As applicable; PIP = pediatricinvestigational plan; I/E = inclusion/exclusion; RMP = risk managementplan; RCT=
randomized controlled trial; RW = real-world; SAT =single-armtrial; ECA =extemal control arm;
PMR/PMC/PASS/PAES =Postmarket Requirement (FDA)/ Postmarket Commitment (FDA) / Postapproval Safety Study
(EMA)/ Postapproval Effectiveness Study (EMA)
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Suite of Descriptive RWE Studies Empowers Your Organization to Make Timely and Robust Clinical Development

Decisions
PHASE | o PHASE 2 o PHASE 3 o SUBMISSION
Clinical Development

) ) ) ) ) ) ) O
N4 A N A A\ N4 N4

RWE Strategy: — ) Outcomes and. Refresh asneeded
disease progression : i :

Descriptive Natural History Adverse Event Surrogate Endpoint
Studies: (Effectiveness Outcomes) Contextualization Evaluation

* As applicable; PIP = pediatricinvestigational plan; I/E = inclusion/exclusion; RMP = risk managementplan; RCT=
randomized controlled trial; RW = real-world; SAT =single-armtrial; ECA =extemal control arm;
PMR/PMC/PASS/PAES =Postmarket Requirement (FDA)/ Postmarket Commitment (FDA) / Postapproval Safety Study
(EMA)/ Postapproval Effectiveness Study (EMA)
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Suite of Descriptive RWE Studies Empowers Your Organization to Make Timely and Robust Clinical Development

o SUBMISSION
Clinical Development

Decisions

PHASE |

o PHASE 2

o PHASE 3

(EMA)/ Postapproval Effectiveness Study (EMA)

O

Baseline
Characteristics of

) ) ) ) ) O ) )
U A\ N4 N4 ) A\ A\ A\
RWE Effectiveness/safety endpointsin trial- :
: Strategy: similar population Refresh as needed
* As applicable; PIP = pediatricinvestigational plan; I/E = inclusion/exclusion; RMP = risk managementplan; RCT= ’
randomized controlled trial; RW = real-world; SAT =single-armtrial; ECA =extemal control arm; . .
PMR/PMC/PASS/PAES =Postmarket Requirement (FDA)/ Postmarket Commitment (FDA) / Postapproval Safety Study Nat I Hist
P atural Ristor
reatmen .
Descriptive Treat it v Adverse Event
i Utilizati (S Contextualization
Studies: fization Outcomes)
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Suite of Descriptive RWE Studies Empowers Your Organization to Make Timely and Robust Clinical Development

Decisions
PHASE |

o PHASE 2 o PHASE 3 o SUBMISSION

Clinical Development

) )

A J

O

Epidemiology of indication
and population of interest
RWE Strategy: . .

) ) ) ) ) O
N A A\ N4 N4

Incidence/
Prevalence

Descriptive
Studies:

RWE Strategy: monitoring assessments

Refresh as needed

Baseline Characteristics of
Indicated Population

Patterns of clinical care, including treatment and

Descriptive Studies: Treatment Utilization

RWE Strategy:

Descriptive
Studies:

* As applicable; PIP = pediatricinvestigational plan; I/E = inclusion/exclusion; RMP = risk managementplan; RCT=
randomized controlled trial; RW = real-world; SAT =single-armtrial; ECA =extemal control arm;
PMR/PMC/PASS/PAES =Postmarket Requirement (FDA)/ Postmarket Commitment (FDA) / Postapproval Safety Study
(EMA)/ Postapproval Effectiveness Study (EMA)
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Treatment Sequencing

Refresh as needed

Patient Journey
(assessments/labs)

Outcomes and
disease progression

Réfresh as needed _

Natural History Adverse Event Surrogate Endpoint

(Effectiveness Outcomes) Contextualization Evaluation
RWE Effectiveness/safety endpointsin trial- :
Strategy: similar population Refresh as needed
- Natural History Baseline
Desc'rlptlve Treatment (Effectiveness Adverse If:verft Characteristics of
Studies: Utilization Outcomes) Contextualization Indicated Population
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RWE’s foundational role in demonstrating value

To justify reimbursing a new market entry, sponsors must tell a value story that demonstrates:

Disease characteristics Product characteristics

Unmet medical need Product is clinically effective vs. standard of care

Economic burden

ﬂl Aetion® Confidential

Product is cost-effective/
savings

cost
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RWE’s foundational role in demonstrating value

To justify reimbursing a new market entry, sponsors must tell a value story that demonstrates:

Disease characteristics

Unmet medical need

Prevalence & Patient Natural history
Incidence characteristics of disease
Treatment Surrogate endpoint Patient and

patterns validity caregiver QoL

Economic burden

HCRU/costs associated with
disease and SoC

Confidential
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Product characteristics

Product is clinically effective vs. standard of care

Product is cost-effective/

savings

= Individual RWE studies
= Evidence generated from multiple studies
= Non-RWE studies/evidence
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RWE’s foundational role in demonstrating value

To justify reimbursing a new market entry, sponsors must tell a value story that demonstrates:

Disease characteristics

Unmet medical need

Prevalence & Patient Natural history
Incidence characteristics of disease
Treatment Surrogate endpoint Patient and

patterns validity caregiver QoL

Economic burden

HCRU/costs associated with
disease and SoC

Confidential
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Product characteristics

Product is clinically effective vs. standard of care

Clinical trial
results

Extrapolation of
results over longer
time horizon

Product is cost-effective/

savings

Estimate of Impact
on treatment
patterns and

clinical practice

= Individual RWE studies
= Evidence generated from multiple studies
= Non-RWE studies/evidence
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RWE’s foundational role in demonstrating value

To justify reimbursing a , sponsors must tell a value story that demonstrates:
Disease characteristics Product characteristics
. T . Product is cost-effective,
Unmet medical need Product is clinically effective vs. standard of care . 4
savings
Prevalence & Patient Natural history Clinical trial Indirect Long-termclinical i Budget
Incidence characteristics of disease results comparisons vs. effectiveness Estimate of Impact impact
SoC (with ECA or on treatment
T dpoi Pati d other trials) pqﬂerns anq
MEEUmRATE Su TR G [Eailiit EIHIEE El Generalizability of Extrapolation of clinical practice
patterns validity caregiver QoL .
results to clinical results over longer
population time horizon

Economic burden

Clinical trial Prevalence & HCRU/
) ) results Incidence costs
HCRU/c.osts associated with associated
disease and SoC Patient Treatment with disease
characteristics patterns and SoC

= Individual RWE studies
@ -cvidence generated from multiple studies
= Non-RWE studies/evidence
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OASIESCN A How RWE studies enabled future value story
discussions for rare autoimmune product

ARG RWE IMPACT

e Customer developing product for rare autoimmune condition » Directly links future RCT
results (i.e., reduction in
exacerbations) to cost
savings for health systems

e Standard of care can control symptoms for some patients, but inadequate symptom

control leads to exacerbations which can require hospitalization and expensive therapies
like IVIG )
» Addressed evidence gaps

observed by payers/HTA
agencies and supports

future cost-effectiveness
RWE STRATEGY model inputs

e Descriptive studies of treated patients to demonstrate clinical and economic burden of
disease associated with exacerbations

e Customer needs to demonstrate unmet need with current available therapies to warrant
reimbursement for a targeted immunotherapy

« Data used to justify new
market entry and price
e Initiated the study in early phase lll point during pre-launch

discussions with payers
ROBUST DESCRIPTIVE RWE STUDIES
HCRU/costs associated with disease and SoC
Natural history of disease
Treatment patterns
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easia sy einhe RWE studies to support launch strategy and
optimize reimbursement in a crowded IBD market

SCENARIO RWE Impact
» Crowded IBD market and limited differentiation between sponsor’s product and current * Analysis |den_t|ﬁed
standards of care unmet need in a

crowded IBD market
¢ Needed to identify unmet need in the crowded market to justify new market entry and

price point ¢ Informed launch
strategy to optimize
RWE STRATEGY reimbursement
e Multiple descriptive studies in claims and registry RWD * RWE studies were

used to facilitate pre-
launch conversations
with payers

e Used RWE to develop model to identify high-risk patients not sufficiently managed on
existing treatments

¢ |nitiated in early phase Il (>2 years before launch)

ROBUST DESCRIPTIVE RWE STUDIES
Patient characteristics
Natural history of disease
Treatment patterns
HCRU /costs
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Q&A



Thank you

ashley.jaksa@aetion.com

katie.mues@aetion.com
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