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Introduction Deloitte.
Insights

Aim

To explore the perceived value, capabilities and barriers to using RWE

« The Deloitte RWE Benchmarking Survey provides insights into the
life science industry’s RWE capabilities

« The survey reveals emerging trends in RWD sources used, when
RWE is used, areas of biopharma investment, and internal and
external barriers to RWE success



Main challenges for RWE

What are the top three challenges to the success of your RWE efforts?

Possible solutions

75%

respondents

Lack of receptivity by industry stakeholders
(payers, providers, etc.)

70%

respondents

Lack of understanding among internal
stakeholders about where RWE analyses
can be applied broadly

65% L : :
respondents Engaging in strategic partnerships to secure

Lack of access to external data necessary access to RWD sets

to make RWE analyses valuable

The chart shows the top three barriers calculated as the percentage of respondents who ranked the barrier in the top three.

Deloitte’s 2018 RWE Benchmarking Survey



https://www2.deloitte.com/content/dam/insights/us/articles/4354_Real-World-Evidence/DI_Real-World-Evidence.pdf?elqTrackId=cba898115de54fb5a9dc04206f4de617&elqaid=453&elqat=2

Introduction

Ajlj@ RWE is increasingly required by regulators, payers and physicians to
support decisions over the licensing, reimbursement and use of our medicines

[11—1(], Open, truthful, balanced and non-misleading dialogue about how our
medicines work in real clinical practice is crucial

VAR

@ However, there are challenges to overcome; stakeholders often have
concerns with, or do not trust, RWE (and are less familiar with RWE than

with RCTSs)

RCT, randomized controlled trial



Considerations for communicating RWE:
communication strategy

=] Design and implement an effective communication strategy that ensures
predetermined messages reach the target audiences, including regulators,
payers, providers, patients and HTA agencies

Appreciate the drivers of different stakeholders, which will determine how
evidence can be communicated

Q Be aware that an effective communication strategy Is just as important as
designing and executing the study

HTA, health technology assessment



What is RWE?

— Evidence used for clinical, access and payment decision-making that is generated
from data not collected in conventional controlled clinical trials=

Pharma data

Wearables Lab/biomarker data

(observational)
ege

@ Moty “90% of the world's

data have been

o produced in just the
Disease ‘ ‘ Social media Iast tWO years 7
registries data

(US Chamber of
aaaaa Commerce Foundation)

Electronic medical
and health records

Survey data Hospltal data

Claims data

1. Gaurrison et al. Value Health 2007;10:326—35
2. Novartis internal discussions



https://www.ncbi.nlm.nih.gov/pubmed/17888097

Big data, RWD and RWE

RWD are any data that are not captured within the
context of a conventional clinical trial and are not
explicitly intended for research purposes

— Supplements to support RCTSs, registries, practical clinical

trials, claims databases/administrative data, health
surveys, EMRs, medical chart reviews

— Qutcomes (e.g. clinical, HRQoL, PROs, economic)

RWD are considered ‘big data’ when vast in quantity and
multiple sources are combined

— RWD are often considered to be a form of big data, not
because of the volume
(they are relatively small in size when compared with big
data), but because of their complexity and diversity

EMR, electronic medical record; HRQoL, health-related quality of life; PRO, patient-reported outcome;
RCT, randomized controlled trial.



Differences between RCTs
and RWE studies

RCTs RWE studies

Real world effectiveness and safety,
Efficacy, safety HRQoL, costs, resource use, PROs,
patient preference, adherence etc.
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Primary or secondary,
prospective or retrospective

E Familiarity to High Lower

decision makers

Data collection Primary, prospective

HRQoL, health-related quality of life; PRO, patient-reported outcome; RCT, randomized controlled trial.



Evidence hierarchy is not always relevant

Strongest

Meta-
analyses and
systematic reviews
RCTs

Cohort studies

Animal trials and in vitro studies

Case reports, opinion papers and letters

Weakest

RCT, randomized controlled trial.



Why evidence-based medicine isn’t everything

Parachute use to prevent death and major trauma related
to gravitational challenge: systematic review of
randomised controlled trials

Gordon C S Smith, Jill P Pell

controlled, crossover trial.

HATONGETTY

Parachutes reduce the risk of injury after gravitational challenge, but their effectivensss has
not been proved with randomised conirolled trials

Smith GC et al. BMJ, 2003;327:1459-61.

such a l',I']d] difficult. If so, we feel assured that those
who advocate evidence based medicine and criticise
use of interventions that lack an evidence base will not
¢ hesitate to demonstrate their commitment by volun-
teering for a double blind, randomised, placebo

Abstract

Objectives To determine whether parachutes are
effective in preventing major trauma related to
gravitational challenge.

Design Systematic review of randomised controlled
trials.

Data sources: Medline, Web of Science, Embase, and
the Cochrane Library databases; appropriate internet
sites and citation lists.

Study selection: Studies showing the effects of using
a ]Jdmchu te during free fall.

1ajor trauma,

= 15.

any randomised
enton.

itions intended to
f parachutes has
1ation by using
ates of evidence
doption of

ly observational
Gata. vve unnn wiar over youe uogoe oenefit if the most
radical protagonists of evidence based medicine
organised and participated in a double blind,
randomised, placebo controlled, crossover trial of the
parachute.


https://www.ncbi.nlm.nih.gov/pubmed/14684649

Stakeholder concerns surrounding RWE

Concerns with/distrust of RWE may occur as a result of methodological challenges

Lack of randomization Publication Bias
* Observational nature means groups cannot be * How can study teams dispel the suspicion

matched for characteristics, which could lead that multiple similar studies were run, but
to bias only the one that gave a positive result was
published?
Conflicting or contradictory
» Results may not represent the wider results
population owing to selection of unsuitable . Different studies can show different
data sources, inappropriate algorithms for outcomes as a result of the plethora of
identification, etc. data sources and analytical approaches

that can be used



Building trust in RWE through communication
and transparency

@ Involve stakeholders early J Follow best practice
e.g. obtain buy-in/endorsement guidance (e.g. NPC,
at concept stage AHRQ, PCORI, ENCePP,

ISPE/ISPOR, STROBE)

Demonstrate transparency
'@’ In methodology
iz Communicate what has

been done to address
Commit to publishing stakeholders’ concerns
results of all studies

AHRQ, Agency for Healthcare Research and Quality; ENCePP, European Network of Centers for Pharmacoepidemiology and
Pharmacovigilance; ISPE, International Society for Pharmacoepidemiology; ISPOR, International Society For Pharmacoeconomics
and Outcomes Research; NPC, National Pharmaceutical Council; PCORI, Patient-Centered Outcomes Research Institute;
STROBE, Strengthening the Reporting of Observational Studies in Epidemiology



Insight vs feedback

* Insight
— The capacity to gain an accurate and deep understanding of someone or something

* Feedback
— Information about reactions to a product, or a person's performance of a task



Case study: Humana study

Signs and symptoms of heart failure

Leverage multiple data Abstract/poster (HFSA
sources: chart review and and AMCP Nexus 2017
claims Dallas Texas, USA)
Design: within person _ :
Patients experience across time (pre/post grt#,%ﬁggn&ﬂty - emall
symptom improvement Entresto initiation): _
within days following — signs/symptoms One-pager field tool
Entresto initiation _ ejection fraction Pre-conference training
field teams

— NYHA classification

— hospitalization and

emergency department _ _
visits Manuscript under review

Excellence in Scientific
Exchange training

ACEl, angiotensin-converting-enzyme inhibitor; AMCP, Academy of Managed Care Pharmacy; ARB, angiotensin-receptor blocker; HFSA,
Heart Failure Society of America; NYHA, New York Heart Association



Case study: burden of PsO in
Portugal (PeSsOa)

@ e Low disease awareness

* No available data on disease burden and QoL

* Difficult to access biologics in Portugal
* Long waiting time to visit a dermatology specialist in the public sector
* Close interaction with PAG (PSOPortugal)

* Need for integration of patients’ voices in disease awareness and
advocacy Iinitiatives with different stakeholders

PAG, patient advocacy group; PsO, psoriasis; QoL, quality of life



Case study: burden of PsO in
Portugal (PeSsOa)

v Describe the Portuguese population with PsO

v’ Generate data on the burden of PsO, capturing the
patient perspective

v Evaluate the impact of PsO on patients’ QoL and social/
day-to-day activities

v/ Quantify direct and indirect economic burden

v/ Characterize patient access to healthcare and use of health resources

PsO, psoriasis; QoL, quality of life



Case study: burden of PsO in
Portugal (PeSsOa)

Observational, cross-sectional study
Adult patients with PsO

Electronic questionnaire completed directly
by participating patients

Dissemination of the questionnaire
PSOPortugal website and Facebook
Study physicians/HCPs

NVS website

Recruitment period: June 1-July 31 2016

HCP, healthcare professional; PsO, psoriasis




Case study: burden of PsO in
Portugal (PeSsOa)

s%a
D
Survey questions were The survey was revised
developed by the Portuguese by the scientific
CPO (Patient Relations, committee (three
Medical, HEOR) in dermatologists)

collaboration with the PAG

HCP, healthcare professional; PAG, patient advocacy group; PsO, psoriasis

Worked with local university
pharmacy faculty who
supported the protocol and
performed the analyses



Case study: burden of PsO in

Portugal (PeSsOa)

631 surveys completed,;
564 surveys analyzed

Mean = SD age was 44
+ 13.7 years; 68% were
aged < 50 years

9 62% were female

Most patients had a
high school degree

0
0
e

72% were active
workers

Plague PsO was the
most common type (79%)

Depression (25%), PsA
(22%) and hypertension
(18%) were the most
common comorbidities

> 63% of patients had
moderate to severe PsO

PsA, psoriatic arthritis; PsO, psoriasis; QoL, quality of life; SD, standard deviation

3 B B =

52% were
followed up in a
private setting

Mean cost of clinical
follow-up appointment: €31.50

Mean cost of medical
treatment: €20—-€50/month

25% reported severe/
extremely severe impact
on QoL



Case study: burden of PsO in
Portugal (PeSsOa)

* Shared with patients at a national meeting (PSOPortugal)

Dissemination

° Shared with the Portuguese parliament’s health committee on
World Psoriasis Day 2017

° Leveraged results in the media

° Presented to the medical community at two national congresses
(dermatology and rheumatology)

° Three publications at ISPOR 2016 and 2017
° Communication at a national health economic congress

* Three publications in development

ISPOR, International Society For Pharmacoeconomics and Outcomes Research; PsO, psoriasis; QoL, quality of life



Case study: burden of PsO in
Portugal (PeSsOa)

@ lé Collaboration with stakeholders

(PAG, HCPs, academia)

lé Cross-functional collaboration
(Patient Relations, HEOR, Medical)

lé Broad communication plan (social media
drive, scientific events, congress,
publications, Portuguese parliament)

HCP, healthcare professional; PAG, patient advocacy group; PsO, psoriasis



Case study: burden of PsO in
Portugal (PeSsOa)
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