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Expanded Access

Non-trial (pre-approval) access to unapproved medicine.

For patients who:

e Cannot be treated with approved medicine

e Cannot participate in clinical trials

 Seriously debilitating or life-threatening condition

« May benefit from investigational therapy (risk/benefit)




Real-World Data

Data collected outside of conventional (controlled) trials.

e PASS/PAES

¢ Electronic Health Records

¢ Claims and billing activities

®* Product and disease registries
¢ Patient-reported outcomes

¢ Social media

e Expanded Access
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Research question

* What role does expanded access play in
regulatory decision making?

To identify, characterize, and compare all FDA and EMA
approvals that relied on real-world data from expanded
access programs for clinical efficacy profile.
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Aims: To identify, characterize and compare all Food and Drug Administration (FDA)
and European Medicines Agency (EMA) approvals that included real-world data on
efficacy from expanded access (EA) programmes.

Methods: Cross-sectional study of FDA [1955-2018) and EMA (1995-2018) regula-
tory approval documentation. We automated searching for terms related to EA in
22506 documnents using machine learning techniques. We included all approvals
where EA terms appeared in the regulatory documentation. Qur main outcome was
the inclusion of EA data as evidence of clinical efficacy. Characterization was based
on approval date, disease area, orphan designation and whether the evidence was
supportive or pivotal.

Results: EA terms appeared in 693 out of 22506 (3.1%) documents, which
referenced 187 approvals. For 39 approvals, data from EA programmes were used to
inform on clinical efficacy. The yearly number of approvals with EA data increased
from 1.25 for 1993-2013 to 4.6 from 2014-2018. In 13 cases, these programmes
formed the main evidence for approval. Of these, patients in EA programmes formed
over half (median 71%, interquartile range: 34-100) of the total patient population
available for efficacy evaluation. Almost all (12/13) approvals were granted orphan
designation. In 8/13, there were differences between regulators in approval status
and waluation of evidence. Strikingly, 4 treatments were granted approval based
solely on efficacy from EA.

Conclusion: Sponsors and regulators increasingly include real-world data from EA
programmes in the efficacy profile of a treatment. The indications of the approved
treatments are characterized by orphan designation and high unmet medical need.
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Methods

Algorithmic approach.

O,

®
®

Download FDA and EMA approval documentation

Process imagines to obtain text

Search text for expanded access terms

('compassionate use, special access, managed
access...")

Assess candidate documents for context of EA

Evaluate impact of expanded access for efficacy
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Timeline of EA RWD approvals

Supported by RWD from EA to support clinical efficacy
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Regulatory framework

Who regulates Expanded Access?

®
®

Responsibilities lie with individual Member States

o Countries allow data collection (FR) or do not (BE)

EMA's Compassionate Use procedure

« CHMP offers scientific opinion on group programs



Contrasting statements
From the FAGG-AFMPS regulations (Belgium):

'The main goal of an UMN program is to provide an
early access to a new innovative medicinal (...).
Hence no other data except pharmacovigilance
data can be gathered (...).'

Clinical Trial > Eur J Cancer. 2016 Jun;60:117-24. doi: 10.1016/].ejca.2016.03.010.
Epub 2016 Apr 20.

Results of the Belgian expanded access program of
eribulin in the treatment of metastatic breast cancer
closely mirror those of the pivotal phase III trial
Philippe Aftimaos 1, Laura Polastro 2, Lieveke Ameye 3, Christiane Jungels 2, Jalal Vakili 2, Marianne

Paesmans 3, Joanne van den Eerenbeemt 2, Alfino Buttice 2, Andrea Gombos 2, Dominique de
Valeriola 2, Thierry Gil 2 Martine Piccart-Gebhart 2, Ahmad Awada 2

Affiliations 4 expand
PMID: 27107326 DOI: 10.1016/].ejca.2016.03.010



EMA on data collection

From the 'Guideline on Compassionate Use of Medicinal Products'

“The EMA does not allow efficacy data collection”- SE, BE

“Although safety data may be collected during compassionate
use programmes, such programmes cannot replace clinical
trials for investigational purposes.”



Final thoughts

Expanded Access programs generate RWE

EA has been a source of RWD since the 1990's and are being
used more by EMA/FDA and pharmaceutical companies.

European harmonization

Member States and the EMA harbor unclear or confusing
statements on the use of RWD from EA.

Treatment versus research

EA programmes primarily intended as a treatment pathway,
but may secondarily be used to generate RWE. Conventional
lines between treatment and research are becoming blurred.
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