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HTA process & Patient Involvement

“Health technology assessment (HTA) is

a multidisciplinary process that summarises
information about the medical, social,
economic and ethical issues related to the
use of a health technology in a systematic,
transparent, unbiased, robust manner. Its
aim is to inform the formulation of safe,
effective, health policies that are PATIENT
FOCUSED and seek to achieve best value.
Despite its policy goals, HTA must always be
firmly rooted in research and the scientific
method” (EunetHTA definition).

Growing tendency across HTA bodies, with
different assessment approaches, for patient
involvement in the decision-making process

Relevance

Capacity

Value of building

Patient
Involvement
in HTA

Adapted from Hunter A, Facey K, Thomas V, et al. EUPATI Guidance for Patient Involvement in Medicines
Research and Development: Health Technology Assessment. Frontiers in Medicine. 2018 ;5:231


http://www.eunethta.eu/about-us/faq#t287n73
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. Prioritiza 7-H Emtpont A€loAdynong punopéi va kalei eknpoow-

< Involveme TIOUGOUANOYWV QOBEVWV Kal ETNIOTNHOVIKWY OCWUATEIWY
patients a 1 ETALPEILV IATPIKWY EISIKOTATWY YId va EKPPATOLV TIg
experienc  QIMOYELG TOUC.
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recommendations of the decision makers

Procedural

« Patient interviews/focus groups/advisory boards on
. . . burden/experience of disease/treatment
Qualitative evidence . Patient journey

» Patient perceived benefit-harm trade-off

« Trial entry/exit interviews

« Patient forums/social medial listening

» Patient Reported Outcomes (Symptoms, impact on daily life, HRQolL,
treatment satisfaction
Patient Preference Information (PF
Preference studies

Quantitative evidence
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Patient Preference Information —
Voluntary Submission, Review in
J0000800c Premarket Approval Applications,
Humanitarian Device Exemption
Applications, and De Novo Requests,
and Inclusion in Decision Summaries

Incorporating e

Guidance for Industry, Food and

e Drug Administration Staff, and
I n Other Stakeholders

Document issued on August 24, 2016.
This document will be in effect as of October 23, 2016.

Re g u I a t o ry The draft of this document was issued on May 18, 2015.

t this document n g CDRH-regulated devic t the Office of

)0 or Anindita Saha at 301-

tions about this document regarding CBER-regulated de contact the Office of
e n v I ro n m e n Communication, Outreach, and Development (OCOD) at 1-800- 09 or 240-402-8010.

g US. Department of Health and Human Services
Food and Drug Administration

H Center for Devices and Radiological Health
, Center for Biologics Evaluation and Research

US Food and Drug Administration (FDA) - Center for Devices
and RadHoIoglcaI ealth & Center for Biologics Evaluation and
esearc

» Guidance on how to collect patient preference

* Recommendation on incorporating data into a benefit-risk
assessment framework

. F%colpmendation on including preferences information in
abelling

* Voluntary submission of preference data

» Discrete Choice Experiments, the most suitable methods
for eliciting PPI

EUROPEAN MEDICINES AGENCY

January 2021
EMA/97615/20212021
Stakeholders & Communication Division

Pilot phase for CHMP early contact with patient /
consumer organisations

Background and rationale

Patients and their representatives are involved in many activities at EMA and the added value of
including their perspectives within committee evaluations has been well demonstrated.

They are currently involved at various timepoints during the medicines’ lifecycle, including CHMP
evaluations. However, requests for patient input generally come at a later stage of the evaluation,
often once major objections have been identified (e.g. expert meeting, oral explanation). Experience
shows that late input may lead to missed opportunities to properly incorporate patient perspectives
into the assessment process. Therefore in order to make current engagement practices more efficient
and enhance timely participation, it is proposed to establish contact with relevant patient / consumer
organisations at the start of new medicines assessment. This will enable patients to share aspects
such as quality of life, treatment options and unmet medical needs so that the CHMP is well-aware of
all aspects from the beginning. This is also expected to facilitate further interactions with patients as
the procedure progresses.

This proposed action and process improvement is in line with both the CHMP work plan objective to:

*Incorporate additional and regular processes to capture and include patients’ views and preferences in
the benefit/risk evaluations’, and EMA’s Regulatory Science Strategy recommendations which highlight
the need to enhance methods to systematically incorporate patient data in regulatory decision-making.

Legal basis

Article 78 of Regulation (EC) N° 726/2004 allows EMA scientific committees to establish contacts on an




HTA bodies working towards * In Europe payers are interested in inclusion of

. . . .« o patient preference information
mtegratlng PPl into decision  Belgium, England, Finland, France, Germany,

making processes the Netherlands, Sweden and Scotland.
NICE provides advice on patient NICE & Myeloma UK collaborate on Belgian HTA body collaborates on
preference study design patient preference report ‘PREFER’ project

February 2019 June 2019 February 2017

“We are delighted to be able to shape “The main aim of PREFER is to

Measuring

our offering to suit the requirements Patient Preferences strengthen patient-centric decision
of Pharma Offering advice and - making throughout the life cycle of
guidance on their patient preference _ medicinal treatments by developing
study should help it to generate the th expert and evidence-based

data required to help future products recommendations on how patient
meet the needs of COPD patients.” preferences should be assessed and

inform decision making.”

Jeanette Kusel, Director of NICE Scientific www.myeloma.org.uk/research-and-patient- de Bekker-Grob, E.W., Berlin, C., Levitan, B. et
Advice advocacy/health-services-research-programme/ al. Patient (2017) 10: 263.




What are Patient Preferences
e

Patient preference information (PPI) is defined as: qualitative or quantitative assessments
of the relative desirability or acceptability to patients of specified alternatives or choices among

outcomes or other attributes that differ among alternative health interventions (FDA 2015).

v" Qualitative PPI... may be useful in identifying which outcomes, endpoints or other
attributes are valued most by patients and which factors affect patients’ perspectives on
risk and benefit.

v Quantitative PPI can provide estimates of how much different outcomes, endpoints or
other attributes are valued by patients, and the tradeoffs that patients state or
demonstrate they are willing to make among them.

Source: FDA (2016). Patient Preference Information — Voluntary Submission, Review in Premarket Approval Applications, Humanitarian Device Exemption Applications, and De Novo Requests, and Inclusion in Decision Summaries and Device Labeling:
Guidance for Industry, Food and Drug Administration Staff, and Other Stakeholders. U.S. Department of Health and Human Services, Food and Drug Administration, Center for Devices and Radiological Health and Center for Biologics Evaluation and

Research. https://www.fda.gov/media/92593/download



https://www.fda.gov/media/92593/download

Patient
preferences

are not
PROs

Differences

on....

PPI

What Preferences on treatment Data on
characteristics, treatment symptom status, physical
related outcomes and function, mental health,
process characteristics social function and

wellbeing

When Stated preferences: can be Before and after an
on hypothetical intervention
scenarios/treatments
Revealed: actual choices, in
real-world settings

How Tailored made Disease-specific

questionnaires, informed by
the study objectives (i.e.
selection of attributes).
Discrete Choice
Experiments, widely used
method

questionnaires (e.g.FACT_B)
and/or general measures
(e.g. EQ-5D)




Use of PPI in different HTA paradigms

QALY as global measure of health

QALY-based

assessments

Willingness-to-pay threshold per
QALY

UK, Northern European Countries,
Australia, Canada

Assessment of clinical (added) value
Used for price negotiations

Efficiency frontier: measures the amount and
the probability of gains in patient-relevant
outcomes like mortality, morbidity, and QoL

Germany, France (and Greece ??? As no
WTP value per QALY?)

NICE’s statement on integration of PPl in HTA decision
making*

"..patient preference studies could be considered
alongside other types of evidence, especially for
appraisals that involve distinctly different treatment
options or are indicated for a heterogeneous
population or for technologies that have important
non-health benefits”

IQWiG guidelines on integration of PPl in HTA decision
making**

"Efficiency frontiers can be drawn either for an aggregated
outcome or for a single outcome criterion such as mortality
(death rate), morbidity (symptoms and complaints) or quality of
life. However, often data are only available for single outcome
criteria. To summarize efficiency frontiers for different patient-
relevant outcomes to an overall evaluation, that is, to aggregate
them, the individual results must be weighted. Patient
preferences, for example, can be used for this purpose”.

*Bouvy JC et al,. Use of Patient Preference Studies in HTA Decision Making: A NICE Perspective. The Patient-Patient-Centered Outcomes Research. 2020 Apr;13(2):145-9
**IQWIG (2013) How preferences of patients can be determined https://www.iqwig.de/en/press/press-releases/how-preferences-of-patients-can-be-determined.3661.html

Accessed April 2021



Application of PPl in HTA decision making

Endpoint
Selection

Lack of
established

-

Evidence
alongside

Larger
patient
population

Elements not
captured by

Heterogenous 0
patient groups

Patients-
trade offs

Very different
drug profiles

Pat len t Patient-reported QALYs: process Reimbursement (efficacy, safety,
outcomes (PROs) utility, different for subarouns of user-
Pl’efel’en ces mode of group friendliness/conv

PPI study is
conducted in
early phase of
drug
development

v'Attribute trade-offs
v'Relative importance
of attributes and levels

patients (e.g.,
patients with,
higher functional
limitation, severe
end of disease
spectrum)

administration
(MoA)

Help HTA
committees
understand the
value of change

in MoA

enience).

Minimum
acceptable
benefit

Overall
benefit-risk
balance

Maximum
acceptable risk

N

« Willingness to pay (society, payor, patient)

* Predict treatment uptake (enhance patient compliance / clinicians’ uptake &

prescription of new intervention)

Adapted from: Bouvy JC et al,. Use of Patient Preference Studies in HTA Decision Making: A NICE Perspective. The Patient-Patient-Centered Outcomes Research. 2020
Apr;13(2):145-9



To mAaiowo Asttoupyiag tng A§LoAdynong TexvoAoywwv Yysiag (ATY — HTA) otnv
EAAGS

‘Eyxpion
KukAodopiag
anod tov
Evpwmnaiko
Opyaviopo
Dapuaxkwv

2' TwoAdynon pe
Baon to péoco
6po Twv 2
XapnAdtepwv
XWPwv TNg
Evpwiwvng

YnoBoAn ¢dakélov and
tov KAK ntpog tnv
EAQAX. NpoindBeon n

nPonNyoupEevn £yKpLon
O€ 5 EK TWV NAPAKATW
11 ywpwv (efwtepkd
KpLtripia: BéAyio, Auotpia,
Zounbia, Dwlavbia,
FaMAia, lonavia, OMavéia,
Noptoyalia, MNeppavia,
ltaAia, Aavia)

E€aipéoeig anod ta
efwTEPIKA KpLTApLA:
Opdava Oapuaka, Dapupaxa
ywa ) Meooyeilakr Avawia,
EpBoAwa EBvixou
Npoypauparog EufoAacuwy,
Napaywya Aipartog, Biopoetdn,
revéonua, Khwvo, Zuvduacpoi
YVWOoTWV Spactikwv oucLwy ,
dapuaka kaAws kaBlepwpivng
xpniong )

HTA Conference: Value Driven Healthcare and Shared Decision Making

Adrjva 18 ®eBpouvapiov 2020

"HTA: An Opportunity for Development” Dimitrios Filippou, President of the National Medicines Organization, President of the Medicines Negotiations Committee, HTA Conference 2020
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LYETIKI) QMOTEAEOPATIKOTNTO
AQiomoria KAivikwv Aedopévwv
Ewimrwon otov lNpoutmoAoyiopd

Azixtng KoéoToug — AmroreAsoparnikomrag
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Methods: Discrete Choice experiment
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Fifer S, Galinsky J, Richard S. Myeloma Patient Value Mapping: |
A Discrete Choice Experiment on Myeloma Treatment ‘
Preferences in the UK. Patient Prefer Adherence. 2020 Jul | I would choose ‘ OTreatment A OTreatment B O Neither

28;14:1283-1293.




Methods: Discrete Choice experiment

Example Choice Drug A to treat Drug B to treat a
Problem common disease Rare Disease
The severity of Serious impact Moderate impact

" the disease

‘i Eocwtepika kprripra A§LoAdynong

2 . The impact of Gain of 1 year Gain of 10 years
KArvix6 Deelog (sofiapbmya ka goptio vbcou, x* .- treatment on a
M?qm PR TR SO ORLE U e patients health
IXETIKN amOTEAEOPATIKOTATO 4 The total budget 20 million to fund 100 million to fund
AtiomoTia KAivikiov AeSopéviv "J totreataffected
Emimrwon otov MpoioAoyiopod Pt population
, i . .- The cost of € 10,000 per patient € 12,000 per patient
Azixtng KooToug — ATTOTEAEOHATIKOTNTAS 4 treating a single
patient
WHICH Prefer to fund Prefer to fund
PROGRAMME drug A drug B

Adapted from : Mentzakis E et al, Health Econ Policy Law. 2011 WOULD?YOU ‘ ‘ ‘
Jul;6(3):405-33. PREFER? | l | l



EpwTtnosig mpog culntnon
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> [Molog Bewpelte OTL TIPETIEL VA EIVOL O POAOC KOL N CUMUETOXT TWV
aoBevwv/evwoswv aoBbsvwyv atn dtadikaaoia ATY,

> Mw¢ Ba PAETTOTE eva LOAVIKO OEVAPLO CUVEPYACLOG AVAUETO OF

x00eVELG - PAPUAKEVTIKEC - TTLITPOTIEG ATY/OLOTPAYUATEVONG TILWV
POPUAKWV;

> [Noleg elval ol TIPOKANCELG KOl EUTIOOLO OTN CUVEPYACLO QUTH KOl TTWG
UTIOPOVV VO EETIEPATTOLV;

» EKTIHATE OTL OL TTPOTIMNCOELG aaBEVWV UTTOPOVV Vo TTAEOLVV POAO 0TI
ATIOPAOELG eTIITPOTING HTA,;






