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How do regulators get patients’ input?

« Patients’ representatives in EMA scientific evaluation
committees and working parties

« Public consultation
« Public hearings
« Multistakeholder meetings and workshops

« Patience experience data (PED), especially through
Patient Reported Outcomes (PROs)
Patient Preference Studies (PPS)

Patient engagement




H MA EUROPEAN MEDICINES AGENCY
Heads of Medicines Agencies SCLEN MEDICINES H

PED is an important piece of the totality of evidence

supporting medicines’ development and evaluation ! I
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PED in support of early medicines development and evaluation
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Early access programme

Clinical trial design
» Selection of endpoints and outcome measures
« that matters more to patients
+ Formulation and delivery modes
+ to minimise burden and support adherence
Benefit/risk assessment
+ Patient preferences (trade-offs)

« Acceptability of risks when planning the Risk
Management Plan

* Input into product information
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PED support pharmacovigilance &

risk minimisation
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Patient experience data is one of the main sources of

information on the safety of medicines:

Reporting of safety signals and Adverse Drug
Reactions (ADRs)

Patient preferences on tolerability and
acceptability of ADRs and possible trade-offs

Compliance with risk management measures

Prevention of medication errors

Figure 1b: Patient involvement during a medicine lifecycle - post-authorisation
Source: CIOMS Working Group Xl
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Opportunities to further improve

O To optimise the use of PED, more work is needed
especially on:

« Data collection methods
« Data quality and completeness

» Methodologies applied to PED




TABLE 4 Reasons for patient-reported outcomes label claims
exclusion identified in European public assessment reports reviewers
comments (m = 78)

Comments from EMA Number of indications n (%)

reviewers

Study conduct

Data should be interpreted with 1{1.3%)
caution as there was no blinding of the

study treatment

Potential bias in PRO data as a result 2{2.6%)
of blinding failure

Interpretability of Qol. results and B{6.6%)
therefore their clinical relevance is

unclear/limited

Rational for timing and frequency of 4 (5.3%)
PRO collection was not fully described

with regard to population, disease

and/or treatment regimen

PRO analysis was not robust enough 4(53%)
or did not even exist

PR analysis was considered 4(5.3%)
exploratory

PROM selection

PROM selected was not considered 4(5.3%)
optimal

Missing data

Handling missing data was not 2{2.6%)
included andfor sufficient

Reliability of the results was hampered 5(6.6%)
due 1o missing data

Study design

Value of data was questionable and 16(21.1%)
caution in interpretation is needed

when using open-label design

No firm conclusion could be drawn 2(2.6%)

from the Qol. data of single arm trials
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Improving quality, reliability and
representativeness of the data
o Reliability and representativeness

o Study design and conduct of studies (open label designs/ lack of control, lack

of/failure of blinding)
o Bias (e.g. recall bias, reporting bias, dropout bias)
o Data quality and completeness

o Missing data / lack of completeness and underlying mechanisms (information
on mechanisms behind missing data, frequency of data generation, lack/limited

follow-up, etc...)

o Varying quality of PED collection methods (qualitative / quantitative / mixed),

data sources / data collection tools (registries, surveys, wearables, social media)

Teixeiri et il 2ii22 | ) .


https://pubmed.ncbi.nlm.nih.gov/36035431/
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Complex and evolving analytical methods

Endpoints relevance Complex methodologies which are also still

evolving.
« Diversity and multiplicity of measures and scales 9

. . . « Example of Patient Preference Studies
» Generic vs. dlsease-speC|flc measures

Methods for measuring patient preferences
« Different perspectives: PRO vs ClinRo vs ObsRo &P P

Preiarence

« Different degrees of validation of scales encnanon

« Lack of consensus in some cases *
+ Different degrees of implementation or use

« E.qg. in clinical trial setting versus routine care, making | | ambtruios I [ [ orom | [ Qostossegy | _
= ......IWMIIMWJM., | [
[ ] [Bomereem e ()
comparisons and long-term follow-up ([ retrrocen |

8 Soekhai et al., 2019, Value in Health; IMI PREFER

is challenging to perform pre- vs. post- approval
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Opportunity for early interaction and support by regulators

The EU approach is to encourage companies to liaise early with regulators during

Scientific Advice or Qualification, to discuss best way to generate and collect PED,

and have a case-by-case discussion on their specific development plans

Qualification of novel

Scientific Advice methodologies

. . « Opinion on the acceptability of a specific
« Supports the development of high-quality,
effective & safe medicines gsgst;f a PED method (e.g. use of a novel

« Scientific Advice can be provided on any PED . .
. . . o . , « Advice on protocols and methods intended
scientific question (e.g., clinical trial design) to develop a novel method with the aim of

moving towards qualification
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On the journey...

« Regulators welcome PED as an important
contributor to the totality of evidence...

o oo JoN

« EMA and EMRN working on an EU Reflection paper S
N O ON OA
« FDA'’s Patient-Focused Drug Development Ny A

Guidance Series

« ... but we need reliable and representative PED
with high quality standards that meet regulatory
decision-making requirements

+ Scientific advice + qualification of novel methodologies

+ More methodological work and guidance and
harmonisation (ICH)
10
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On the journey...

 Transparency and trust to be improved

« Where PED is needed, how it is collected and
analysed, and how it is used

« Collaboration is a key enabler

« Patient’s voice is critical throughout the whole life
cycle of medicines

« Collaboration with the other downstream
stakeholders (HTAs, payers, healthcare providers)
facilitate faster integration of PED at each stage

« The combination of various data sources and
expertise will result in safer and more effective
pharmacotherapy for everyone

11

“If you want to go <

fast, go alone.
If you want to go

far, go together”.
- African Proverb -
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Thank youl!

Further information

See websites for contact details

Heads of Medicines Agencies www.hma.eu The European Medicines Agency is [
European Medicines Agency www.ema.europa.eu an agency of the European Union kel
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Clinical Trials and ACT EU

Big Data Highlights

Clinical Trials Highlights

&) Big Data
(subscribe here)
rQEI EMA events
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https://www.ema.europa.eu/en/about-us/how-we-work/big-data#hma/ema-big-data-steering-group-section
https://www.ema.europa.eu/en/human-regulatory/research-development/clinical-trials-human-medicines#accelerating-clinical-trials-in-the-eu-(act-eu)-section
https://twitter.com/EMA_News?ref_src=twsrc%5Egoogle%7Ctwcamp%5Eserp%7Ctwgr%5Eauthor
https://www.linkedin.com/company/european-medicines-agency/
https://www.ema.europa.eu/en/search/search/ema_editorial_content/ema_event?sort=field_ema_computed_date_field&order=desc
https://www.ema.europa.eu/en/about-us/how-we-work/big-data#progress-updates-section
https://ec.europa.eu/newsroom/ema/user-subscriptions/3127/create
https://www.ema.europa.eu/en/news-events/publications/newsletters#clinical-trials-highlights-section
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