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> 15 years of regulatory and clinical experience
with biosimilars, yet...

* The value biosimilars bring is clear; beyond cost savings, increasing access to
biologicals for patients

« Over 15 years of experience: considerable exposure and excellent safety record

« Still doubts and hesitancy among healthcare providers and patients about their
safe use, and especially on interchangeability of biosimilars




Replacement can be done by

What’s in a name?

Interchangeability

The possibility of exchanging one medicine for another medicine that is expected
to have the same clinical effect. This could mean replacing a reference product
with a biosimilar (or vice versa) or replacing one biosimilar with another

T s W sweiwion

The practice of the prescriber deciding to
exchange one medicine for another medicine
with the same therapeutic intent

EMA (2017) Biosimilars in the EU. Information quide for healthcare professionals

The practice of dispensing one medicine
instead of another equivalent and
interchangeable medicine at pharmacy level
without consulting the prescriber
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https://www.ema.europa.eu/en/documents/leaflet/biosimilars-eu-information-guide-healthcare-professionals_en.pdf

Systematic review on switching

REVIEW

The Efficacy, Safety, and Immunogenicity
of Switching Between Reference
Biopharmaceuticals and Biosimilars:

A Systematic Review

Liese Barbier'*, Hans C. Ebbers’, Paul Declerck!, Steven Simoens', Arnold G. Vulto" and Isabelle Hu],fsl’Tr

Q, 178 studies, >20.000 switched patients
Combination of RCTs, open-label extension studies, observational studies, registries

A No signs of efficacy, safety, or immunogenicity issues
v

In open studies, we observed a potential nocebo effect
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Barbier et al. (2020) CPT


https://ascpt.onlinelibrary.wiley.com/doi/epdf/10.1002/cpt.1836

Interchangeability data in regulatory documents
Drugs (2021) 81:1881-1896 (E MA)

https://doi.org/10.1007/540265-021-01601-2

ORIGINAL RESEARCH ARTICLE f.]

Check far
updates

Safety, Inmunogenicity and Interchangeability of Biosimilar
Monoclonal Antibodies and Fusion Proteins: A Regulatory Perspective

Pekka Kurki' © - Sean Barry® - Ingrid Bourges® - Panagiota Tsantili* - Elena Wolff-Holz®

« Comprehensive analysis of postmarketing surveillance data of mAbs biosimilars and
etanercept

« > 1 million patient-treatment years of safety data with no safety concerns
« Biosimilars in the EU highly similar to and interchangeable with their reference products
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Kurki. et al. (2021) Drugs


https://link.springer.com/content/pdf/10.1007/s40265-021-01601-2.pdf?pdf=button

Reviews on biosimilar to biosimilar switching

BioDrugs (2022) 36:625-637
https://doi.org/10.1007/s40259-022-00546-6

SYSTEMATIC REVIEW m)

Check for
uwpdates

Switching from One Biosimilar to Another Biosimilar of the Same
Reference Biologic: A Systematic Review of Studies

Hillel P. Cohen'® - Sohaib Hachaichi? - Wolfram Bodenmueller? - Tore K. Kvien>© . Silvio Danese” -
Andrew Blauvelt®®

Drugs (2021) 81:1859-1879
hittps://dolorg 10,1007 /40265-021-01610-1

No reduction in effectiveness or increase in
adverse events in biosimilar-to-biosimilar
switching studies conducted to date

REVIEW ARTICLE

Check Tor
updates

Biosimilar-to-Biosimilar Switching: What is the Rationale and Current

No unexpected findings or concerns Experience?
from emerging real-world evidence for

Eduardo Mysler' . Valderilio Feijé Azevedo®© -« Silvio Danese® © « Daniel Alvarez” - Noriko likuni®© -

SWitCh | n g betwee n b | oS | m | IarS Beverly Ingram® - Markus Mueller” - Laurent Peyrin-Biroulet®*

Cohen. et al. (2022) BioDrugs; Mysler. et. al. (2021) Drugs
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https://link.springer.com/content/pdf/10.1007/s40259-022-00546-6.pdf?pdf=button
https://link.springer.com/content/pdf/10.1007/s40265-021-01610-1.pdf?pdf=button

What can we conclude

The suggestion of switch-related adverse effects is not supported by current evidence

All biosimilars in the EU are proven highly similar to and interchangeable with their
reference products

Clinical switch studies are not able to detect potential rare adverse effects; risk
management should be based on pharmacovigilance

Additional systematic switch studies are not needed to support the switching of
patients
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Kurki (2022) GaBlI Journal; Kurki. et al. (2021) Drugs; Barbier & Vulto (2021) Drugs


http://gabi-journal.net/no-need-for-systematic-switch-studies-to-demonstrate-interchangeability-of-biosimilars.html
https://link.springer.com/content/pdf/10.1007/s40265-021-01601-2.pdf?pdf=button
https://link.springer.com/content/pdf/10.1007/s40265-021-01629-4.pdf?pdf=button

Solid evidence base yet...

« Gap to bridge between scientific data and stakeholder awareness and trust

 Effective communication of scientific insights about biosimilars and their use
towards patients, healthcare providers, policy makers is key

e Regulators have in this an important role

« Centralised regulatory evaluation versus decisions related to prescribing practices
which are the responsibility of the individual Member States; translation has been
lacking




Regulatory guidance on interchangeability, switching & substitution
A scattered European landscape

? frontiers ORIGINAL RESEARCH

n Medicine

e

Biosimilar information & guidance from national medicines agencies* (N =31)

Regulatory Information and Information about biosimilars 12 |

Guidance on Biosimilars and Their

Use Across Europe: A Call for Information in English 20 |

Strengthened One Voice Messaging

Liese Barbier™, Allary Mbuaki’, Steven Simoens', Paul Declerck', Arnold G. Vulto'*' and

Isabelle Huys™

Uinkerait Adscion Certee Rottarcion. Nsthadarc biosimilars
1
AP presented

substitution 10 = |

@ Available

ONot available
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Barbier. et al. (2022) Frontiers in Medicine; * EU Member States + UK + EEA countries


https://www.frontiersin.org/articles/10.3389/fmed.2022.820755/full

Regulatory guidance on interchangeability, switching & substitution
A scattered European landscape

? frontiers ORIGINAL RESEARCH

in Medicine

Biosimilar position statements from national medicines agencies® (N =31)

=

Re_gmatory Infqrm_at!on and y Position on interchangeability 2 1 23
Guidance on Biosimilars and Their

Use Across Europe: A Call for
Strengthened One Voice Messaging

Liese Barbier™, Allary Mbuaki’, Steven Simoens', Paul Declerck', Arnold G. Vulto'*' and
” ) . .
fasheve Hys Position on switching 2 2 19
Department of Pharmaceutical and Pharmacological Soences. KU Leuven, Leuven, Belgum, * Hospital Pharmacy, Erasmus
N

Urwersity Mackenl Cantae Rottardam Nethadanch

= ' -
"."i I L . /;_/
] Position on (au_tomatlc) . . -
[— substitution
o o)
B m Endorsing position Inconclusive position
¢ Prescriber decision, without further guidance Dissuading position
A Not allowed Planned changes to legislation
\ No position available
Erasmus MC

UniversitairMedisch Centrum Rotte rdam
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Barbier. et al. (2022) Frontiers in Medicine; * EU Member States + UK + EEA countries



https://www.frontiersin.org/articles/10.3389/fmed.2022.820755/full

EMA/HMA interchangeability statement, Sept 2022

EUROPEAN MEDICINES AGENCY | | MA
SCIENCE MEDIC NES HEAL H

Heads of Medicines Agencies

19 September 2022
EMA/627319/2022

Statement on the scientific rationale supporting
interchangeability of biosimilar medicines in the EU

HMA and EMA consider that once a biosimilar is approved in the EU it is
interchangeable, which means the biosimilar can be used instead of its
reference product (or vice versa) or one biosimilar can be replaced with
another biosimilar of the same reference product
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Link to full statement


https://www.ema.europa.eu/en/documents/public-statement/statement-scientific-rationale-supporting-interchangeability-biosimilar-medicines-eu_en.pdf

Road ahead

« Leveraging EU-developed one-voice information &
guidance at the national level for homogenous
(scientific) messaging across Member States

Informationand

« Informing stakeholders = a joint effort between guidance on EU fevel

. EMA, HMA, EC, EU

regulators (central & national) and learned HCP scientificand patient
and patient societies

organizations

Information and guidance on
Member State/regional level

National competent authorities,
national/regional scientificand patient
organizations, policymakers, payers/insurers

Local/HCP level Future HCPs
Hospitals, individual physicians, pharmacists, nurses Physicians, pharmacists,
I\ nurses in training

N

University
programs

Patients who come in contact with biosimilars
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Road ahead
we need holistic policy approaches

Clear,
one-voice
communication
& stakeholder

Robust support

scientific
evaluation &
evidence base

Erasmus MC
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Key take aways

* Interchangeability of EU-licensed biosimilars has been confirmed; robust EU biosimilar
regulatory framework and solid evidence base

« One-voice scientific messaging about biosimilars and their use is essential

« There are untapped opportunities at the national level

« To capture the benefits of biosimilar competition for patients and healthcare systems, now
and in the future

 Holistic approach needed to foster sustainable market

« Concerted action on a European and national level; all hands on deck




Thank you!

Contact

liese.barbier@kuleuven.be

MABEL FUND
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9 https://gbiomed.kuleuven.be/english/research/50000715/52577001/mabel
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