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Development of anticancer medicines

« Expedited pathways

We want medicines to be as safe as possible

« (Conditional marketing authorization
(CMA)

« Non-comprehensive evidence
=» more uncertainties

* Increasing number CMAs based on
single-arm trial data

Access to new medicines
as soon as possible

""""" G

knowledge about medicine

time
Adapted from pharmaphorum.com

N
AN

Pharmacoepidemiology
and Clinical Pharmacology

N
4]
NS


https://pharmaphorum.com/views-and-analysis/emas-adaptive-pathways-safety-concerns-exaggerated/#_edn1
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Conditional marketing authorization (CMA)

Requirements:

Positive benefit-risk balance;

Medicine fulfills unmet medical need;
Comprehensive evidence will become available in a timely manner while

the medicine is marketed,;
Benefits of timely market access outweigh risks of incomprehensive data

- Additional evidence through post-authorization randomized controllea

trials (RCTs)
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Comprehensive data: delays & incomplete

=» Questions raised about feasibility of post-authorization RCTs
Feasibility assessments by CHMP:
« Limited guidance through regulatory guidelines

« Details rarely described in EPARs

=>» Which feasibility factors should be evaluated?
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Aim

To identify factors that facilitate or impede the feasibility of post-
authorization RCTs for anticancer medicines that are conditionally
authorized based on non-comprehensive data from SATs.

= Exploratory qualitative study
= Multi-stakeholder perspective
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£~ Methods - qualitative research

patients Main themes - identified patients
EMA
. Trial design
physicians physicians
HTA . ]I:eatsmlllty
P medical Trial conduct medical actors
clinica -
ethicists ici
e ethicists
committee .
pharmaceutical Viotivations pharmaceutical
industry industry
Interviews Focus groups
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Results - respondent characteristics

Patient Physicians |Medical Industry
representatives ethicists representatives
No. respondents (n) 5 6 6 11
Experience in role 4(3-5) 15(5-19) 25.5 (8 - 40) 25 (8 - 35)
(median (range) - years)
Understanding of regulatory |4 (3-5) 3(3-4) 4(3-5) 4 (2 -5)
system (1-5 (median(range))
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Results were categorized under 4 themes

Trial design

Trial conduct

External factors

Post-authorization discussion with regulators
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Trial design

Indication with a large
patient population

Clinically relevant endpoints

Focus on
essentialdata

Low burden of data collection

Pragmatic trial design

Fair comparator ——»°

Early planned trial ———————

Involvement of stakeholders

Facilitating in trial design

Impeding

Technical barriers

Difficulty identifying
eligible patients

Rare indication

Burden of participation

Difficulty enrolling N
and retaining patients /

Risk of randomization
to controlarm

Trial design
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Trial conduct

Patientaccess Clinicallyrelevant
to new medicines research question

Investigators’ willingness

to participate /4 .
Financial Publishable
compensation results

Possibility of cross-over  High
to interventionarm randomizationratio
Patients’ willingness \

to participate . .
Informationon Informationon
uncertainties  trial rationale

Clear and complete A

information for patients o
Information about
participation

Evidence base for HTA

Incentives for industry to conduct trial —

Strictregulatory Potential extension

Facilitating requirements of indication
>
Impeding Limited research
Low scientific  capacityinclinical
interest centers
Lack of investigators’ .
willingness to participate /4 /4 /
Administrative Burden of data
burden collection
Lack of financial benefit
Limited incentive for N
industry to conduct trial
Potentiallynegative
benefit-risk balance
Trial conduct
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Post-authorization

ST EERE interaction with regulators

Medicine not
commercially available

Authorized line(s)

_—
of treatment

—_——>

Optimizationtrial

Earlier line(s)

Empowered patients of treatment

Facilitating

Impeding
Medicine commercially
available

Competing medicines

: B ——
and trials

Possibility for
alternatives to RCTs

Biological rationale

High expectations
about clinical benefit

Pre-authorization
data

Fast-changing
treatment landscape

Post-authorization

R interaction with regulators
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Post-authorization

ST G interaction with regulators

Trial design

Patientaccess Clinicallyrelevant

— . to newmedicines research question
Indication with a large

. N —_—Pp
patient population

Investigators’ willingness
to participate

Financial Publishable
compensation results Medicine not
commercially available

Authorized line(s)
of treatment

Clinically relevant endpoints
—_—» —_—>
Possibility of cross-over  High

to interventionarm randomizationratio

Patients’ willingness A
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Focus on

essentialdata Optimizationtrial

Low burden of data collection
Informationon Informationon
uncertainties  trial rationale
Clear and complete \4 \ A Empowered patients
information for patients o

Pragmatic trial design
Earlier line(s)
of treatment

Fair comparator ———»

Information about
participation

Incentives for industry to conduct trial »

Early planned trial —————») Evidencebase for HTA

Involvement of stakeholders

Focttatng il desgn Syisregiaoy Foietalenen Feasibilityof post
4 authorization RCTs for
anticancer medicines that are
Impeding Limited research - ) conditionally authorized
Low scientific  capacityinclinical Medicine commercially
interest centers available
Technical barriers Lack of investigators’ .
Difficult identifvi \ willingness to participate /4
ifficulty identifyin, i ici
eligibletgatientsfy & » Administrative Burdenof data ggangf;;?g medicines —_—»
A burden collection
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. . about clinical benefit
Difficulty enrolling Limited incentive for N o
> > Pre-authorization

and retaining patients industry to conduct trial

) o data
Risk of randomization
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treatment landscape

Post-authorization
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Discussion
Feasibility of post-authorization RCTs: a process visualization

Regulatory requirement Trial design

. . Indication
Requirement to obtain

comprehensive,
randomized evidence . . Endpoints

Data collection

Comparator & blinding

Further discussion
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Key takeaways

 (linical equipoise perception varies between stakeholders
« We recommend sponsors and regulators to better inform patients and
physicians about remaining uncertainties
« Empower to make well-informed decisions

 Tailor trial design to post-authorization setting
* Pragmatism
« Clinically relevant endpoints
* Fair comparator
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Thank you & Questions
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