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xpedited approval pathways have gained significant traction in recent years for

authorizing oncology medicines. Notably, accelerated approval in the United

States (US) and conditional approval in the European Union (EU) have emerged as
prominent pathways. These streamlined processes are often utilized for drug developments
based on single pivotal trials, including those employing a single-arm trial (SAT) design.
However, the release of highly anticipated draft guidance documents by the European
Medicines Agency (EMA) and the US Food and Drug Administration (FDA) occurred only in
2023. This article provides insights into the regulatory guidance offered by the EMA and FDA,
assisting sponsors in navigating the rapidly evolving landscape of expedited approvals in

oncology.
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The Broader Context

Oncology represents 85% of all
accelerated approvals granted in the US
over the past 10 years, while a recent
study of the EU conditional approvals
indicated that more than half were granted
for haemato-oncology or oncology
indications'~.

The regulatory practices around
expedited pathways and/or oncology
approvals have been subject to scrutiny
from both broader scientific community

and regulator themselves alike >,

An analysis of the decisions on new drug
marketing applications submitted to the
FDA and EMA in the period 2014 - 2016
indicated that sponsors tend to make
marketing submissions for oncology and
haematology products to EMA later than
to the FDA, often including additional
clinical trials or more mature data from
the same clinical trial than were submitted
to the FDA'2 This analysis showed that,
in oncology and haematology, the FDA
more commonly granted accelerated
approval than the EMA granted conditional
marketing authorisation or authorisation
under exceptional circumstances. However,
the accelerated approval in the US has
been scrutinized over the recent years,
primarily due to a number of approvals
that were withdrawn by the FDA because
the confirmatory studies failed to verify

clinical benefit. According to the data on

withdrawn approvals published through
FDA's Project Confirm, since the beginning
of 2021 the FDA has withdrawn accelerated
approvals of 17 cancer drug indications'?.

In another review, that compared cancer
treatment approvals in the US and Europe
between 2010 and 2019, the lower number of
new oncology therapies receiving conditional
marketing authorisation and higher median
review times was suggested as indicative
of EMA’s more cautious approach to cancer
therapy approvals'. The uncertainties
relating to EU conditional approvals of
anticancer medicines that required post-
authorisation measures were mostly related
to efficacy and the pivotal trial design, and
sample size'.

Expedited approvals are often granted
for the developments based on single
pivotal trials, many of which deploy the SAT
design. The advantages, namely facilitating
patient access to novel therapies, as well as
limitations of the SAT approach, have also
been a matter of scientific and regulatory
debate over the past years. However, it
was not until 2023, that the EMA and the
FDA have issued their respective, much-
anticipated draft guidance documents
on these complex topics. These guidance
documents, once finalised, are expected to
better inform the planning of the expedited
approval pathways for oncology medicines,
and of the oncology medicines development
in general.
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New Guidance Documents

In April 2023, the EMA has opened a
public consultation on “Reflection paper
on establishing efficacy based on single-
arm trials submitted as pivotal evidence
in a marketing authorisation”'. According
to the announcement’s, the reflection
paper is intended to reflect the current
EMA's thinking on the topic and “aims to
stimulate the scientific discussion around
key concepts and challenges associated
with single-arm trials and to improve their
design and conduct”. The EMA further
notes that the randomised controlled trials
(RCT)s are “widely considered as the gold
standard for generating evidence needed
by regulatory authorities to assess the
efficacy and safety of a new medicine’, but
that in certain areas such as rare diseases,
a proportion of marketing authorisation
applications are submitted to EMA with
clinical data from SATs as pivotal evidence.

The reflection paper discusses
considerations in relation to the design,
planning, conduct, analysis, and
interpretation of results derived from
SATs, and is applicable across different
therapeutic areas, including rare diseases,
i.e., it is not specifically intended only for
oncology products. Importantly however,
defining general conditions under which
SATs may be considered acceptable
as pivotal evidence for marketing

authorisation is outside of the scope of the

“Oncology represents 85%

of all accelerated approvals
granted in the US over the

past 10 years.”

document. Although the focus of the paper
is on establishing efficacy via SATs, “also
establishing safety via SATs is fraught with
substantial shortcomings and many of the
critical considerations discussed equally
apply to the assessment of safety”.

FDA's draft guidance for industry “Clinical
Trial Considerations to Support Accelerated
Approval of Oncology Therapeutics”, issued
in March 2023, describes considerations for
designing, conducting, and analysing data
for trials intended to support accelerated
approvals in oncology. According to the
announcement’?, the increased use of
accelerated approval pathways in oncology
is partly due to the serious and life-
threatening nature of cancer, and partly
because the surrogate or intermediate
clinical endpoints that are available in the
oncology field are considered reasonably
likely to predict clinical benefit for
patients. However, in this draft guidance,
the FDA is articulating a clear preference
for RCTs, as opposed to SATs, to support
accelerated approval of oncology therapies.
Specifically, the draft guidance provides
recommendations addressing the design,

conduct, and analyses of data for either two
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separate RCTs or for using a single RCT in the so-
called‘one-trial’ approach to support accelerated
approval.

The draft guidance provides only high-level
recommendations for designing, conducting, and
analysing data from a SAT intended to support
accelerated approval. However, in February
2023, the FDA issued another draft guidance,
“Considerations for the Design and Conduct of
Externally Controlled Trials for Drug and Biological
Products”'. This draft guidance, issued as part of
the FDA’'s mandate to issue guidance about the
use of Real-World Evidence in regulatory decision-
making, provides more detailed considerations
on the use of externally controlled trials to
provide evidence of the effectiveness and safety
of a medicinal product. The draft guidance
discusses various challenges due to absence
of randomisation, use of external controls and
various biases that are inherent to externally
controlled trials.

Key Takeaways for Industry

Draft guidance documents from EMA and FDA
extensively cover the various design elements
that sponsors must address in order to sufficiently
justify to regulators the pivotal evidence of
efficacy provided by a SAT. Importantly however,
both regulators clearly express their definite
preference for RCTs, strongly recommending that
sponsors seek early interaction/advice to discuss
their planned approach and stating that the
acceptability of SATs as pivotal evidence will be
assessed on a case-by-case basis.
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EMA’s draft reflection paper pinpoints that it is the randomisation that provides the
basis for statistical inference, i.e. the causal interpretation of the effect of the treatment,
whereas in case of SATs, “due to the lack of randomisation, the design does not support
a causal interpretation [...] and must rely on knowledge external to the SAT” to estimate
the treatment effect of interest, i.e., whether there is an effect attributable to treatment.
EMA’s draft reflection paper further elaborates that the external information may take
the form of (i) external knowledge about the natural course of the disease, or (ii) external
clinical data. The use of external information is considered a crucial design element and
should be pre-specified in the study protocol. According to EMA’s draft reflection paper,
key features “that are instrumental to avoid bias” and are lacking in SATs, other than the
randomised allocation to treatment, are a concurrent control arm, enrolment of patients
without knowledge of their subsequent assignment, and blinding of participants,
investigators, and outcome assessors to treatment assignment. EMA's draft reflection
paper features a tabulated list of various types of bias and measures aiming to reduce
them but cautions that “demonstration that the mitigation strategies were applied may
not be sufficient to alleviate concerns about biased results derived from a SAT, as formal
proof that treatment effect estimates are unbiased is impossible”.

FDA's draft guidance on accelerated approvals also lists some of the key limitations
of the SAT approach, including: uninterpretable common time-to-event efficacy
endpoints, low magnitude response rates (that may not be reasonably likely to predict
clinical benefit), challenges in establishing the contribution of individual components
to the claimed effects of combination treatments, reliance on cross-trial comparisons
to historical trials to assess whether the observed treatment effect represents an
improvement over available therapy (with the risk of erroneously attributing differences
in response rate to the investigational product), and small safety datasets which limit the
assessment of rare events, and of their attribution, in absence of a comparator.

Importantly, both regulators seem to take a firm stance on external controls, with
EMA's draft reflection paper asserting that an external control that would be taken into
the analysis to inform efficacy assessment is envisaged only in exceptional cases. The
FDA's draft guidance on externally controlled trials, which presents a tabular summary of
considerations for assessing comparability of data, states that “the likelihood of credibly
demonstrating the effectiveness of a drug of interest with an external control is low, and
sponsors should choose a more suitable design, regardless of the prevalence of disease”.
The latter appears to be of particular relevance in the context of the requirement of the
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accelerated approval in the US that the drug must provide a meaningful advantage over
available therapy.

The main difference between the draft guidance documents released by the EMA
and the FDA seems to be in whether they discuss the broader policy implications for
oncology developments. Importantly, EMA’s draft reflection paper does not provide
considerations on how the notions expressed in the document would translate into
practice, in terms of utilising the existing marketing authorisation routes in the EU, i.e.,
full, conditional or approval under exceptional circumstances, nor does it discuss the
implications for specific obligations to provide comprehensive data post-authorisation
for conditional approvals based on SATs. In contrast, FDAs draft guidance on
accelerated approval of oncology products seems to be explicit policy-wise, not only in
recommending that “confirmatory trials are underway when the marketing application
is submitted, and are well underway, if not fully enrolled, at the time of marketing
authorisation action”, but also, and more importantly, by renewing the emphasis on the
use of RCTs in lieu of SATs.

In particular, FDA’s draft guidance on accelerated approvals in oncology lays out
that, to support the accelerated approval, sponsors can conduct two separate RCTs -
one with an early response endpoint, and the second one powered for a time-to-event
endpoint to verify clinical benefit. For the second RCT, it may be acceptable to evaluate
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the product in the same cancer type but

in another line of therapy. Alternatively,
sponsors could design a single RCT to
support accelerated approval based on an
early response endpoint; the trial should
also be powered for the time-to event
endpoint to verify clinical benefit (i.e., ‘one-
trial’approach).

According to the draft guidance, the
“one-trial” approach “maintains efficiency
in drug development and can provide early
access to a drug using the accelerated
approval pathway, while ensuring that
a post-marketing trial is fully accrued
and well underway to verify longer term
benefit in a timely fashion”. The FDA
officials outlined the concepts included
and expanded upon in this draft guidance
in an earlier 2022 commentary in the New
England Journal of Medicine?. The apparent
lack of correlation between early efficacy
endpoints, namely objective response
rate and progression-free survival, and
the overall survival is discussed, among
other topics, by FDA officials in another
recent paper®. The authors of that paper
conclude that“In 2023, the FDA's OCE plans
a series of workshops to examine the role
of early endpoints, their relationship to OS,
and considerations around obtaining the
information necessary to make informed
decisions on the risks and benefits of a
novel cancer therapy”.

Conclusions

Apart from noting that SATs could be
acceptable in small populations/where RCTs
are not feasible, the EMA and the FDA do
not provide detailed scenarios or examples
when, in fact, a SAT can be accepted to
support oncology approval. Nevertheless,
as first guidance documents from major
regulators on the topic, the draft guidance
documents do provide a comprehensive
discussion on various methodological and
statistical considerations in relation to SATs,
their limitations, and potential sources of
bias, thus bringing some much welcome

clarity on the topic.

Both regulators do clearly articulate
their preference for RCTs, and strongly
recommend the sponsors to seek early
interaction/advice to discuss their planned
approach. Although the tone of the EMA’s
draft reflection paper is ostensibly more
open to SAT approach, in the context of
previous EMA’s and FDA’s practices, and
of the renewed emphasis on the use of
RCTs within the current draft guidance
documents, seeking early discussion with
both regulators when the SAT design is
considered for a pivotal study seems to be
of even greater importance than it was in
the past.
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