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A LITTLEABOUT ME...

Economist by training

Currently working as a freelancer

Used to work for the Office of Health Economics, London

Areas of interest: pharmaceutical policy

Research/academia and consulting experience




AGENDA

* Context

* Use of real-world data/evidence (RWD/E)
* Addressing the challenges: role of RWD/E
* RWD/E Framework

* Barriers to RWD/E use

* Valtermed: el caso Espaiiol

* Some final reflections




THE LIFE SCIENCES INDUSTRY: VIRTUOUS CYCLE (OR “VICIOUS™)?

FIVE GLOBAL
CHALLENGES

* Demand side

Challenge 3: Closer benefit-risk
monitoring by regulators over a medicines’
life cycle

Challenge 4: Increase in demand for
RWE of relative effectiveness by HTA,
payers and regulators

Challenge 5: Disconnect between
regulators and (across) payers/HTA bodies
evidence needs

* Supply side

Challenge I:Increasing importance of specialised and stratified medicines
Challenge 2: Rising drug development costs
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CONTEXT (1/2): OUR SPECIFIC CHALLENGE

* Many decisions, including regulatory and pricing/reimbursement and access decisions, are taken with limited
evidence, and usually based on outcomes that do not matter to patients or represent clinical practice

* At the same time, there is increased pressure to try to make (cost-) effective treatments available earlier

* For example, a medicine could be approved on the basis of preliminary/limited clinical data (such as surrogate endpoints
[e.g. biomarkers or response rates], phase Il trials, or limited patient population), which would ultimately need to be
verified with the help of clinical data reflecting actual patient benefit

* After regulatory approval (based on clinical trials), the clinical/economic assessment starts. The requirements
from the HC systems to give access, price & reimbursement differs from regulatory assessment (given different
remits), BUT also within different HC systems

* Payers, understandably, might be reluctant to implement new access mechanisms, which could lead to (at least
perceived) higher uncertainty

* Key question: What is the role of real-world data/evidence (RWDJ/E) in this setting? How could it
be used to reduce the evidence gaps and increase access?




CONTEXT (2/2): RWD/E COMPLEMENTING RCTS

* Conventional RCTs remain the gold standard way for researchers to collect evidence for new treatments’ safety
and efficacy, and will continue to do so in the foreseeable future...

* ...but there is need to build on trial outcomes, with recognition of the part played by evidence in clinical practice
to support access

* Thus, RCTs alone may not provide sufficient evidence of “value” to support access, price and reimbursement
decision-making
* Timing: When do we start collecting “real-world data™?
e Currently, it is difficult to collect RWE before Marketing Authorisation
* However, the landscape is changing: for instance, new types of studies (such as pragmatic trials) could collect evidence in

real-life settings, before authorisation, for authorisation (and later on for access/P&R)

* RWD is neither a panacea nor a replacement for RCTs

* So how can RWD/E complement RCTs, and under which circumstances will this be needed?




TH E Q U ESTI O N O F H OW TO US E Advancing Evidence Generation for New Drugs
RWE IS NOT A N EW O N E ( I / 2) . IMI GetReal's Recommendations on Real-World Evidence

For instance, IMI GetReal has recently “identified seven key themes that require attention and actions
by stakeholders and policy makers regarding the use of RWD/E in effectiveness research for new drugs’:

|.  Integrity, quality, access and privacy protection of RWD sources
Guidance on RWE study design, evidence synthesis and interpretation in decision making
Standards for decision makers’ use of RWE in decision making

RWE training and education

U1 N

Broader involvement of stakeholders, especially patients and healthcare professionals, in RWE generation
and use of RWD

6. Emphasis on a joint (regulatory/HTA/payer) scientific advice process

/. Construction of a standing forum and linking with ongoing initiatives

‘Advancing Evidence Generation for New Drugs’. Available at: https://www.imi-getreal.eu/Portals/|/Documents. Accessed March 2019.



https://www.imi-getreal.eu/Portals/1/Documents

THE QUESTION OF HOW TO USE RWE IS NOT A NEW ONE (2/2)...

Harnessing the Power of Real-World Evidence
(RWE): A Checklist to Ensure Regulatory-Grade
Data Quality

Rebecca A. Miksad' and Amy P. Abu:rncthy1

3) Transparent
Transparent study designs and analysis plans are critical for robust
RWE. In particular, the specific aims and cohort selection criteria

LFlatiron Health, Inc., New York, New York, USA. Correspondence: A.P. Abernethy (amy@flatiron.com)
advance online publication 6 December 2017. doi:10.1002 /cpt.946

VOLUME 103 NUMBER 2 | FEBRUARY 2018 | www.cpt-journal.com

CHECKLIST FOR REGULATORY-GRADE RWE

As with all scientific evidence, RWE, both retrospective and pro-
spective, must be fit for purpose. We propose a checklist to
ensure regulatory-grade data quality. In all cases, policies and pro-
cedures must be well documented, each daraser tested, and resulrs
reported when appropriate.

1) High quality

The provenance of each datapoint must be clear, traceable, and
auditable. Data quality must be systcmarica].ly measured with pre-
determined frameworks (e.g., interrater reliability) and against
benchmarks (e.g., stage distribution in Surveillance, Epidemiology

and End Resules (SEER)).

2) Complete

Completeness requires predefined rules for abstraction of struc-
tured and unstructured data, data harmonization, and quality
monitoring. Completeness needs to be benchmarked to appropri-
ate gold standards (e.g., National Death Index for date of death).

need to be precisely defined. Study design considerations include ret-
rospective vs. prospective data collection, the need for matching or
propensity scores to facilitate comparisons, and endpoint validation.

4) Generalizable

RWE is often based on a broad range of patients, which can trans-
late into better generalizability. Potendal biases (e.g., geographic
representation) must be identified and reported to allow for appro-
priate statistical adjustmcnts and clinical interpretations.

5) Timely

RWE reflects daily clinical decisions. Thus, reliable RWE needs
to be recent and timely. Details about the timepoint that the
data analysis represents must be reported (e.g., time period, last
updatc, number of potcntial candidates, etc.).

6) Scalable

Data challenges become exponentially more complicated as the
number of patients and variables increase. Therefore, scaling
requires 1) a balance between high touch and automation; 2) a
modular data model that can be used in multiple contexts and facil-
itates model evolution (eg, frequency of intravenous regimens);

and 3) unambiguous variable definitions, particularly for endpoints.



AND LET’S NOT FORGET RWE IS ALREADY BEING USED (1/3)...

RWE is already in routine use in the EU
* Particularly true for marketed products and for safety monitoring and drug utilisation

* Increasing interest in the use of RWE for efficacy, outcomes for HTA, and rapid cycle evaluation

of medicines

* There is major potential to increase the use of RWE to support lifecycle product development

and monitoring, and to improve decision-making for regulation and HTA

Source: EMA, Update on Real World Evidence Data Collection, STAMP, 10 March 2016




AND LET’S NOT FORGET RWE IS ALREADY BEING USED (2/3)...ALTHOUGH
DIFFERENT STARTING POINTS ON IMPORTANCE OF RWE IN DECISION-MAKING:

Figure 1: Opinions of RWE use across ten European countries The use of
Real World Evidence in
the European context

Country . U c % : ~ [ * U @ An analysis of

“When it comes to drug key expert Opinion lSE
budget management for

example we use RWEs —
Gill, ] L, Avouac, B., Duncombe, R, Hutton, .,

‘ {/ g ‘\A ifhavailable; "a_r(}d mo_rebi:t Jahnz-Rozyk, X, Schramm, W, Spandonaro, &,
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regards is economics”
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“The significance of
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Evidence now but | believe that it
will be inevitable*

the future and it will be
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‘The use of Real World Evidence in the European context’. Available at: http://eprints.Ise.ac.uk/68442/|/RWE_in_Europe Paper|.pdf. Accessed March 2019.
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AND LET’S NOT FORGET RWE IS ALREADY BEING USED (3/3):
THE CASE OF THE US

Current use of RWE in the US: ICER"é

INSTITUTE FOR CLINICAL =
AND ECONOMIC REVIEW Research

* Drug development
Real World Evidence for Coverage Decisions:

° Regulatory approval decisions Opportunities and Challenges
: ] ] A Report from the 2017 ICER Membership Policy Summit
* Post-approval monitoring of safety signals March 2018
* HTA assessments and payer coverage decisions — initial decisions g Py
Office of Health Economics
Adrian Towse, MPhil
[ ]

HTA assessments and payer coverage decisions — reassessments Dieestor

Office of Health Economics

Bill Dreitlein, PharmD, BCPS
Director of Pharmaceutical Intelligence

O utcomes- based Contracti ng Institute for Clinical and Economic Review

Chris Henshall, PhD.
Independent Consultant

Steven D. Pearson, MD, MSc
President
Institute for Clinical and Economic Review




...AND WHAT ISTHE INDUSTRY DOING ABOUT IT?

A regort by the Center for Heslth Solutions

Deloitte
Insights

Mission critical

Biopharma companies are accelerating real-world
evidence adoption, investment, and application

This year, we found that the visibility and im-
portance of RWE initiatives are increasing at the ex-
ecutive level. Most respondents are leveraging RWD
across the enterprise to not just generate evidence
but also support other research, corporate, and
commercial objectives. They report that this is being
driven by pressure to demonstrate value for access
and reimbursement, the need to better understand
the patient journey, increased data availability, and
greater acceptance of RWE among regulators.

Figure 1. What level of importance do members of the executive leadership team place on
the use of RWE as part of the organization’s strategy? How important will they consider it to

be in the next two years?

B Extremely important

Source: Deloitte’s 2018 RWE Benchmarking Survey.,

Very important M Somewhat important

Deloitte Insights | deloitte.com/insights

SURVEY METHODOLOGY

Deloitte conducted its second annual real-world evidence (RWE) survey to explore the perceived
value, capabilities, and barriers to utilizing RWE. Between January and April 2018, Deloitte surveyed

and conducted interviews with RWE, IT, scientific, medical, and business executives from global life
sciences companies. The 2018 study includes 20 respondents, up from 15 respondents in 2017. The
larger sample enabled us to create a broader understanding of RWE investments, applications, and
operationalization across the industry.

Figure 4. Please rank the three most impactful areas of current and future RWE application

within your organization

Better understanding subpopulations and

heterogeneity of treatment effects i
Understanding burden of disease 60%
Monitoring patient safe
P ty 500

(i.e., pharmacaovigilance)

Comparative effectiveness research 3506
Supporting regulatory submissions
and/or label expansion .
Accelerating the execution of clinical trials by 15%

using RWD as a control arm for dlinical trials
Optimizing the design of clinical trials

Identifying new drug
targets/areas of unmet need

Design of value-based contracting schemes
Biomarker hypothesis generation/validation

Supporting patient engagement programs

Measuring sales performance,
targeting, and marketing metrics

3

=
=

u
-
=]
&

0%. 5%
0%

Informing business development and port- 1= | 2
folio strategy (therapeutic area assessment)
Informing pricing strategies 0%

Note: The figure denotes current and future application areas ranked amongst the top three by respondents and

expressed as a percentage.

Source: Deloitte’s 2018 RWE Benchmarking Survey.

Deloitte Insights | deloitte.com/insights




ADDRESSING THE CHALLENGES. .. payer option flow diegram

European Commission - Press release

Payer |
evids

Assessing health technology in the EU: Commission proposes to reinforce
cooberation amonast Member States

|.  “Managed entry agreements” (resolving uncertainties)

2. More alignment between regulators and HTA/payers, and

across HTA/payers (more efficient evidence generation) T B
[impact of JCA?]

Table 1. European experiences of cross-border collaboration in procurement of health technologies

Countries

i —— . Name of collaboration Start date involved Scope Aspects of procurement covered
3 . Eu ropea_n -WI d ein |t|a_t|ves —_ P rocurem ent g;tﬁr;arllEE.j?‘tjsggaiur[%mo[::Snﬂl ISA]:JL:[\Z November 2016 gig??f Pharmaceuticals Price negotiation
Croatia, Latvia,
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effeCtiveness purchasing in the future
s Protecti
2. What are the appropriate methods to ensure robust, patient idonciy Audit and service
o _ _ evaluation . . .
tran S Pare nt’ an d re I evant ﬁ n d | ngs? Nordic Pharmaceuticals For) Safeguarding information sharing on prices

against improp
er
use of personal and treatment Is and cross-border exchange of

Romanian and Bulgarian In| Optlmlsing R&D in purchasing to get lower prices

info rmation supply to ensure continuity of access
ning, information sharing on prices
neqotiation for purchasing to ensure

Box 3)

targeting

BeNeluxA

Information based on speaker’s experience

Baltic Partnership Agreemey urchasing (tenders, negotiation,
ibution) to reduce expenditure and
of access (see Box 3)




level (vs. traditional siloed approaches)
@ Therapeutic value optimization

Pricing/market access evaluation & strategy

USES OF RWE: LIFE-CYCLE APPROACH
-
°
Figure 3. End-to-end evidence management approach
Pharma companies can maximize the value of their data by using it for decision-making at an enterprise

Optimizing value
Applying RWE to develop, support, and sustain a
compelling value story for approved therapeutic

interventions—and to inform new opportunities
. o
Therapeutic area assessment &
g
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]
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>
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for therapeutic discovery and development via
effective end-to-end RWE management
@ Comparative effectiveness research

How can RWE be used in medicines development?

Generating value
Maximizing potential for clinical and
@ Safety/pharmacovigilance

+ understanding ‘real-world’ settings such as treatment pepulations, patterns of care and the burden of
commercial success, leveraging RWE to
segment patient populations for optimal

oo

RWE has an important role in decision-making related to authorisation and access to new medicines and

therapeutic response and safety, and
assessing category dynamics to support
=" Population segmentation

reimbursement. It can be used for:
pricing and market access strategies

@ Clinical trial design & optimization

Discovering value
@ Biomarker hypothesis generation/validation

» assessing the effectiveness of current therapies using existing data
Enhancing preclinical and clinical
research productivity through precise

disease
» refining or supplementing evidence from conventional trials of new medicines

Mission critical
Biopharma companies are accelerating rea-world

target and patient cohort identification

Deloitte Insights | deloitte.¢
evidence adoption, investment, and application

Source: Deloitte analysis.

+ providing new evidence of relative effectiveness of new medicines.

RWD has conventionally been used to understand and characterise treatment populations, patterns of care
and burden of disease. It is also used to describe the natural history of disease, project long-term outcomes,

and define and validate new measures of ocutcome of relevance to patients,
RWE of the effectiveness of existing therapies will usually be available to help plan studies of new medicines.
In some situations it may be possible to generate new RWE (‘early’ estimates) of the effectiveness of a new

medicing, in time to inform reimbursement decision-making.
I. ‘Real-world evidence and its importance in medicines development’. Available at: https://rwe-navigator.eu/rwe-importance-in-medicine-development/. Accessed March 2019. 2. Real-world evidence: Four shifts

RWE Navigator ¢ 0 Real
ushering in a new era of evidence in life sciences and health care. Available at: https://blogs.deloitte.com/centerforhealthsolutions/real-world-evidence-life-sciences-industry/. Accessed March 2019.
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https://blogs.deloitte.com/centerforhealthsolutions/real-world-evidence-life-sciences-industry/

A RWD/E FRAMEWORK: OPTIMAL DEVELOPMENT AND USE OF
RWD/E TO SUPPORT ACCESS AND P&R DECISIONS

Governance

Defining that the manner in which RWE/RWD is developed, accessed, and used appropriately and in an
ethical and legal way

Operational Relevance

Methodology
Addressing the practical issues

and challenges arising from the
generation of RW Data, and
execution of RWE studies

Being practical but also be
comprehensive enough to be
meaningful and allow relevant

usage

N~ N

—t— ~

SN inking gnd gzﬁzrﬁ Dissemination / FUEl:
managing aggregation probIer and publication e
the data (data sources) s into practice 2

Being methodologically robust
and neutral to ensure
acceptability and credibility

Raw
data

Information based on speaker’s experience




SO WHAT QUESTIONS AREWE TRYING TO ADDRESS!?

* What should be the role of RWD/E in Access & Price/Reimbursement decisions (i.e. coverage and
payment)?
— How can RWD/E be integrated as a key element within the Access, Price & Reimbursement process submission, as
well as post-launch (to maintain/enhance reimbursement)?

— Acceptability of RWD/E into decisions on “access (coverage)/price & reimbursement (payment)” — life-cycle approach

— What RWDV/E will fit into payer decision-making framework:“access decision criteria”

— How can RWD/E be a key element to address some of the gaps/lack of information in PRICING
process (given wider use of RWD/E for Reimbursement)?
— Types of studies
— What outcomes to measure

— “Patient-based RWE”: is it accepted, and how does it fit?




BARRIERS TO RWE INITIATIVES (1/2)

* Bias & confounding
* Incomplete data

* Data mining

* Access to data

* Lack of universally accepted methodological
standards

* Lack of investigator expertise

* Obsolete evidence hierarchies

Real-world evidence for coverage —
decisions: opportunities and challenges

Journal of Comparative
Grace Hampson*-!, Adrian Towse', William B Dreitlein?, Chris Henshall'-*> & .
Steven D Pearson? Effectiveness Research
' Office of Health Economics, Southside, London, SW1E 6QT, UK
?|nstitute for Clinical & Economic Review, Boston, MA, 02109, USA
3Independent Consultant, UK

* Incomplete access to electronic healthcare data
from different MSs and a lack of hospital in-patient
data

* Variable data quality and a lack of harmonisation

* The need to develop methods for efficacy and
HTA outcomes

* Delays to start studies

* Fragmentation of EU efforts to harness the potential

Source: EMA, Update on Real World Evidence Data Collection, STAMP, 10 March 2016




BARRIERS TO RWE INITIATIVES (2/2)

[ Figure 11. What are the top three challenges
to the success of your RWE efforts?

75%
respondents

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

Mission critical ?Dﬂ.“i}

Biopharma companies are accelerating real-world res pD r'l'dE nts
evidence adoption, investment, and application

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

« Respondents noted that health care stakeholder
receptivity to industry-generated RWE and lack
of an internal understanding of where RWE
analyses can be applied are the key barriers to
RWE initiatives.

65%

respondents

Lack of access to external data necessary
to make RWE analyses valuable

Mote: Chart shows top three barriers calculated as the
percentage of respondents who ranked the barrier in the 18
top three.

Source: Deloitte’s 2018 RWE Benchmarking Survey.

Deloltte Insights | deloltte.com/Insights




.AND HOW CANWE MOVE FORWARD IN THE USE OF RWD!?

Data Rich, Information Poor: Can We
Use Electronic Health Records to Create
a Learning Healthcare System for
Pharmaceuticals?

Hans-Georg Eichler’, Brigitte Bloechl-Daum?, K1rl Broich?, Paul Alemnder Ky rle’ , Jillian Oderklrk
Guido Rasi ', Rui Santos Ivo” 2/, Ad Schuurman , Thomas Senderovitz , Luke Slawomirski®, Martin Wenzl*

and Valerie P‘aris‘l

Judicious use of real-world data (RWD) is expected to make all steps in the development and use of
pharmaceuticals more effective and efficient, including research and development, regulatory decision making,
health technology assessment, pricing, and reimbursement decisions and treatment. A “learning healthcare
system” based on electronic health records and other routinely collected data will be required to harness the full
potential of RWD to complement evidence based on randomized controlled trials. We describe and illustrate with
examples the growing demand for a learning healthcare system; we contrast the exigencies of an efficient
pharmaceutical ecosystem in the future with current deficiencies highlighted in recently published Organisation for
Economic Co-operation and Development (OECD) reports; and we reflect on the steps necessary to enable the
transition from healthcare data to actionable information. A coordinated effort from all stakeholders and
international cooperation will be required to increase the speed of implementation of the learning healthcare
system, to everybody's benefit.

Eichler HG, et al. Clin Pharmacol Ther. 2019;105(4):912-922.




VALTERMED (1/2)

Patricia Lacruz @Patlacruz - 22 ene. v
Hoy hemos mantenido en @sanidadgob una reunidn con las CCAA para avanzar

con #VALTERMED
Avanzamos.

#SNSmasFuerte

diariofarma @diariofarma

Ministerio y CCAA trabajan en Valtermed, un sistema para medir el valor en
farmacos /Sanidad hace publico el Proyecto de RD que regulara el 'Nodo
SNS' - mailchi.mp/diariofarma/po...

Q 3 1 14 QO 25 &

Jorge Mestre-Ferrand @JorgeMestreFerr - 23 ene. v
Suena bien! Pero estaria incluso mejor ver algin detalle de la propuesta...espero
que estéis "usando"” economistas de la salud! ;) @AesSecretaria

Q 1 1 Q 2 1

Patricia Lacruz @Patlacruz - 23 ene. v
Actualmente estamos disefiando el Sl en lo que a los requerimientos funcionales
y técnicos se refiere.

u

Para cada medicamento se definira el protocolo de medicion de resultados en el
seno de la Comision Permante de Farmacia.

#SNSmasFuerte

O 1 (i ¥: &

Gracias @PatLacruz por la informacion-suena
interesante!Asumo que los “requerimientos
funcionales y técnicos” tendran que disenarse
en funcion de lo que se quiera hacer con la
informacion que se recoge?Que seria mi
siguiente pregunta: para qué se va a recoger
los “resultados”? ;)

8:53 - 23 ene. 2019

1 Me gusta o

Q1 0 Q1 ih

o Twittea tu respuesta
Patricia Lacruz @PatLacruz - 23 ene. v
En respuesta a @JorgeMestreFerr @sanidadgob @AesSecretaria

El objetivo es disponer de informacion optima para la adecuada toma de
decisiones en la gestion macro, meso y micro de la prestacion farmacéutica, en
las distintas etapas del ciclo del madicamento.

Q1 L) L B 4

Jorge Mestre-Ferrand @JorgeMestreferr - 23 ene. ~
Pues suena muy bien la verdad! Yo soy optimista por naturaleza, y aun tengo
(algo de) esperanza que |as buenas intenciones se pueden materializar. En este 20

pais hay gente extremadamente buena que puede ayudar. incluido los
economistas de |a salud! ® manos a la obra entonces! ;)




VALTERMED (2/2)

ELGL@BAL En definitiva, vincular la financiacion y precio de un medicamento a su

valor terapéutico no es nuevo, lo cual tampoco deberia sorprender.

Sobre Valtermed Cualquiera sabe que cuando pagamos un precio por un producto, el
. valor que este nos aporta es muy relevante en nuestra decision de
compra. La novedad que supone Valtermed, parece, es que sera un
man s gy s 10y 203315441 Bl sistema de informacion que permitira medir ese valor; y es
D EL16 e sr,en respuesta 5 un i imprescindible que se vayan dando pasos para conseguir que el
Ministerio disponga de los recursos humanos y financieros precisos
para su viabilidad. Tambien sera importante generar complicidades
Eli?i:??f??;ii;fiJ;”E’Sizeas con todos los implicados, porque Valtermed no puede ser una
—_— herramienta contra nadie. Por cierto, tampoco estaria mal que alguien
se empiece a preocupar por ordenar el contenido de la web del
@Il S s T Ministerio, para que tenga el valor informativo que nos merecemos
famtien me contetsami mtemed todos los contribuyentes.
Q PR SRR "

elglobal.es

ELGLOBAL

Q n




FINAL REFLECTIONS

There is a need for:

* Better planning of RWD/E collection and analysis throughout the life cycle, delivered through:
* Scientific advice for products in development

* Benefit risk management planning at initial and post-authorisation

* Many ongoing initiatives, but fragmented: need better coordination between existing initiatives,

leveraging outputs and identifying gaps

* Cross-stakeholder collaborative approach to fill the gaps for RWE access and analysis (trust

critical!)

* Y para Espaina en particular:!la necesidad de tener buenas herramientas si
gueremos modelos mas innovadores basado en datos de vida real!
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Thanks for your attention!
Dr Jorge Mestre-Ferrandiz
Independent Economics Consultant
Profesor Asociado, Universidad Carlos lll, Madrid
Visiting Fellow, Office of Health Economics
Profesor de Health Economics de FT/Instituto de Empresa (IE) Business School
Director, Oxford Martin Programme on Affordable Medicines, Oxford Martin School, University of Oxford
Honorary Visiting Lecturer, Department of Economics, City University London
Views expressed are my own

Email: jormesfer | 3@gmail.com
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