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Executive Summary

In recent years, the European Medicines Agency (EMA) has introduced several accelerated
pathways (APs) to enable earlier access to promising therapies where there is high unmet
medical need, particularly in oncology. However, while regulatory acceleration has been
achieved, value assessment processes as part of Health Technology Assessment (HTA)
and pricing & reimbursement (P&R) across EU member states have not changed
consistently in response. National HTA and P&R processes have differing evidentiary
requirements and timelines compared to regulatory approval, leading to fragmented
access pathways in individual member states. As a result, patients in Europe often do not
receive fast access to these treatments, and significant inconsistencies persist across
countries. HTA agencies typically request more robust data than what is available at the
point of accelerated regulatory approval, and flexible reimbursement and HTA models,
such as risk-sharing agreements and reassessment, are underutilised. The upcoming Joint
Clinical Assessment (JCA) process may support alignment, but its uptake and impact
remain uncertain.

To address these challenges, the Office of Health Economics (OHE) has developed an
Accelerated Patient Access to Cancer Care in Europe (APACE) framework for promising
oncology treatments targeting conditions with high unmet need, that are perceived to lack
mature enough evidence for traditional HTA and P&R pathways. The framework lays out
the key principles and processes for the HTA and P&R components of an accelerated
pathway. This framework should initially be implemented at the national level, with
countries agreeing and consistently adhering to the key principles. As the EU moves
toward greater harmonisation of HTA processes, the APACE framework should evolve in
parallel, supporting access and evidence generation at a multi-national level. While pricing
and reimbursement (P&R) decisions will remain under the authority of national payers, the
intrinsic link between value assessment and P&R highlights the importance of developing
core principles that can be adapted at the national level.

The APACE framework was developed through a four-phase structured engagement
process conducted between November 2024 and February 2025, involving European
stakeholders—including regulators, HTA bodies, payers, patient representatives,
economists, and industry representatives—from six countries.

The APACE framework outlines a structured pathway for managing the uncertainty of
promising treatments for oncology. Key components include:

1 Eligibility Phase:

o Treatments must address a condition with a significant and urgent
unmet need and show promise of demonstrating effectiveness for HTA
appraisal

9 Initial Assessment:

o HTAbodies assess expected value and scientific uncertainty. Treatments
qualify for managed access if uncertainties are resolvable to an
acceptable level and if expected value justifies provisional
reimbursement.

0 A Data Collection Agreement (DCA) defines the studies needed to
resolve specific uncertainties to an agreed upon level, with
reassessment timelines.
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 Reassessment:

o Takes place at the agreed-upon reassessment point. If available, new
evidence informs updated expected value and assessment of whether
uncertainties have been resolved to an acceptable level.

o Depending on evidence, or lack thereof, treatments may enter traditional
reimbursement pathways, with either the same or an adjusted price, or
are delisted.

0 Resolution mechanisms for remaining uncertainties are set out.
 Exit Phase:

o Outlines conditions for entering the traditional reimbursement pathway
or removal from reimbursement status, including obligations to patients
and penalties for non-compliance.

There was broad support for the APACE framework among stakeholders. However, certain
issues remained unresolved, including how to quantify eligibility criteria, define relevant
outcomes and finalise a suitable P&R model under uncertainty. The resulting
recommendations for further work and actions to progress the implementation of the
framework are:

1. Generate and agree clear eligibility criteria - Develop measurable and balanced
criteria for eligibility based on unmet needs and urgency of condition, supported by
stakeholder consensus and EU-level validation.

2. Align regulatory and HTA requirements - Strengthen collaboration between
regulators and HTA bodies to streamline eligibility and evidential standards and improve
access timelines.

3. Define relevant and feasible outcomes - Create EU-endorsed criteria for relevant
outcomes and involve patients early to capture relevant, meaningful endpoints to be
used in HTA assessments.

4. Agree on principles and methods for replicable assessments of uncertainty -
Adopt consistent methods to measure and manage evidential uncertainty in early and
ongoing assessments.

5. Strengthen national and pan-European real-world evidence infrastructure -
Enhance national data collection systems, cross-country data integration and quality to
support broad, effective real-world evidence use in evaluation.

6. Progressing implementation of alternative P&R models - Encourage outcome-
based agreements aligned with treatment value and evidence generation incentives.

7.  Creating legal enforcement mechanisms for exit process - Introduce
enforceable legal frameworks to ensure timely delisting of treatments that no longer
meet APACE criteria.

8. Define funding arrangements - Establish dedicated short-term funds at the national
level and long-term plans to sustainably finance accelerated access to ATs.

9. Determine how APACE will integrate into EU HTA regulation (EU HTAR)
processes - Improve EU-wide alignment in terms of timelines of assessments,
evidence requirements and payment models used in accelerated pathways, to ensure
APACE can fit well into JCA and other EU HTAR-related processes.

The APACE framework provides a structured, stakeholder-endorsed approach to
accelerating access to oncology medicines targeting unmet needs across Europe. It seeks
to bridge the gaps between regulatory approval and reimbursement by enabling
conditional access paired with evidence development. To realise its potential, further policy
work is needed to resolve outstanding issues and ensure consistent implementation
across countries.

ohe.org ’
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Background

There are a number of programs to accelerate access to medicines in regulatory contexts
in the European Union, overseen by the European Medicines Agency (EMA). These
accelerated pathways (APs) include conditional marketing authorisation, accelerated
assessment, exceptional circumstances, and the PRIME initiative (EMA, 2016). Most of
these AP schemes are designed to provide support and/or accelerated approval to
medicines targeting a condition with a “medical need for severe, life-threatening or rare
diseases” when comprehensive clinical data are not available. They may also be used when
early-stage trials show the potential of a substantial effect size to address “medical need”.
APs counted for 36% of all EMA approvals between 2018-2022, but this share has
decreased since 2020 (CIRS, 2024). A much larger proportion of APs is observed in the
US, where 75% of new molecules between 2018-2022 had at least one AP.

Health Technology Assessment (HTA) bodies require different types of evidence
compared to the EMA's regulatory procedures, reflecting the different objectives of each
process. The requirement for HTA agencies to assess comparative efficacy or cost-
effectiveness can necessitate evidence that is often not feasible for medicines typically
eligible for APs (now referred to as Accelerated Treatments — ATs). These challenges are
especially frequent in oncology, a field where high unmet need and rapid innovation often
lead to the use of APs. However, these therapies frequently face challenges in meeting
traditional evidence standards at the time of approval. For example, overall survival (OS)
data may be immature, and generating comparative data is difficult due to evolving
standards of care and parallel development of treatments. Patient reluctance to
participate in randomised trials—especially when placebo arms are involved—further
limits the availability of robust evidence (Kim, Goodall & Liew, 2019).

Despite these constraints, HTA bodies may still expect conventional comparative data to
justify reimbursement, without fully accounting for the unique context of oncology and ATs
(Rejon-Parrilla et al., 2023). Moreover, while centralised regulatory pathways aim to speed
up access, national HTA and reimbursement processes often remain misaligned, leading to
inconsistencies in patient access across Europe.

This mismatch between regulatory and HTA pathways is supported by evidence on
timelines. A Centre for Innovation and Regulatory Science (CIRS) report analysed rollout
times of new active substances in a selection of European countries, Canada and
Australia. They found that combined regulatory and HTA approval times were the same as
or longer in conditional regulatory approval processes compared to non-conditional
approval processes in the majority of countries analysed, with a similar effect seen when
focusing on HTA timelines specifically (CIRS, 2024). This demonstrates that current APs in
regulatory settings are not having the desired effect of accelerated access for patients.

These discrepancies lead to an inconsistent pathway to access for ATs across countries.
Dedicated pathways exist in some countries, such as the Cancer Drugs Fund (CDF) and
Innovative Medicines Fund (IMF) in England, the innovation funding or early access
authorisation programme (autorisation d’accés précoce or AAP) in France, and the
Innovative Medicines Fund in Italy for oncological and non-oncological medicines (NHS
England, 2016, 2022; HAS, 2021; AIFA, 2024). However, these pathways are limited to a
narrow set of countries, and their processes are unlikely to apply on a pan-European level.
These pathways have also faced challenges in generating additional evidence and
addressing uncertainties, suggesting that some of their components may need to be
changed to achieve accelerated access for oncology medicines across Europe
(Wiedmann, Cairns and Nolte, 2024; Trigg et al., 2023).

In addition, dynamic reimbursement models with risk-sharing arrangements that could
address these challenges are not utilised in most European countries. Without such
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models, payers are unlikely to enter into accelerated access agreements due to the
uncertainty around the effectiveness of ATs, which increases uncertainty around their
reimbursement decisions.

Finally, the developing European HTA regulation (EU HTAR) offers potential opportunities,
but also complicates matters. Whilst currently, individual member states drive value
assessments and reimbursement decisions, the new Joint Clinical Assessment (JCA) has
the prospect of facilitating a convergence of method guidelines and evidence
requirements across Europe (European Commission, 2024). However, in its initial phases
of implementation, there is uncertainty around the approach each member state will adopt
to incorporating JCA reports in decision-making. Therefore, any new framework for the
value assessment of ATs must account for changes associated with adoption of the new
EU HTAR and also build on the opportunities it offers.

The challenges associated with collecting evidence that meets current HTA standards,
persistent differences in member state requirements, and lack of dynamic reimbursement
models, increase the inequity of patient access to oncology medicines across the EU and
provide inconsistent signals to innovators about the sort of technologies to research and
develop. There is a need to develop a clear and shared policy framework for generating
and assessing evidence on ATs for oncology, as well as defining the most appropriate
reimbursement models to complement assessment processes. This builds on work from
the Bellberry Limited international workshop, which recommended specific changes to
HTA appraisal pathways and reimbursement processes for ATs (Phillips et al., 2024;
Ollendorf et al,, 2024).

The project Accelerated Patient Access to Cancer Care (APACE), led by the Office of
Health Economics (OHE), aims to develop such a framework for accelerated access to
promising treatments based on an engagement process with stakeholders. The framework
and its principles should be considered by individual member state HTA agencies and
payers for their national processes, and also for pan-European collaborative initiatives.
Whilst the framework focuses on oncology medicines, we recognise that it has potential
applications to a range of therapeutic areas that face similar challenges in terms of unmet
need and evidence generation, such as rare diseases.
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Methods

We recruited a panel of 11 European stakeholders covering the following countries: UK,
Italy, Spain, Sweden, Norway and Belgium. They represented multiple stakeholder groups
including HTA bodies, regulatory bodies, payers, patient organisations and health
economists. Some HTA stakeholders also brought the perspective of EU HTA and other
regional HTA collaborations amongst European countries. Global industry representatives
were also part of the panel.

To iteratively gather the views of the panel and develop agreement around key aspects of
the APACE process, we engaged the stakeholder panel in a four-phase process,
undertaken between November 2024 and February 2025:

1 Pre-meeting survey — to identify areas of agreement and disagreement and frame
the discussion at the first virtual roundtable. It focused on the need for APACE,
eligibility of treatments, evidential requirements and reimbursement processes. The
survey included questions that asked participants to rate their level of agreement with
statements, as well as comment boxes in which they could raise additional points.

9 First virtual roundtable — to discuss the challenges of developing a framework for
APACE. This involved relaying the results of the pre-meeting survey to highlight key
areas of convergence and divergence of positions. The panel discussed what
components should be included in a framework for APACE in light of these
challenges.

1 Second pre-meeting survey — to feedback on the initial framework for APACE that
was developed utilising the results from the first two phases. This framework was
presented to participants prior to the second virtual roundtable alongside a survey
that gathered agreement on the phases of the framework and remaining areas of
contention. The survey included questions that asked participants to rate their level of
agreement with statements, as well as comment boxes in which they could expand
further or raise additional points.

1 Second virtual roundtable — to present the second survey results and discuss
remaining areas of disagreement. The aim was to facilitate convergence and identify
areas that would require further investigation and engagement, beyond the scope of
this project.

The surveys and roundtable discussions identified areas of consensus and divergence on
the key components of an accelerated access pathway for oncology medicines. Based on
these insights, we developed a general APACE framework outlining the core principles and
processes that should underpin APACE. Materials in the survey and roundtable were
informed by desk research. Evidence from the literature also supplemented the insights
from the surveys and roundtable where possible.

21 This report

This report presents a framework for APACE based on our findings in the literature and the
stakeholder engagement process. It details the justification for each phase of the
framework, as well as remaining areas of disagreement and solutions required to address
these areas. Finally, it lays out the steps needed to implement such a framework.

ohe.org e
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While we recognise that other alternative access pathways exist, such as Switzerland’s
Article 71, which allows reimbursement of treatments that are not currently insured or
even regulatorily approved (Swissmedic, 2024), we focus instead on pathways for
treatments with immature clinical data that can be addressed with further evidence
collection as part of an interim funding period.
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A framework for APACE

The APACE framework is a value assessment and reimbursement process designed for ATs
that show promise of demonstrating effectiveness for HTA appraisal but face substantial
evidential uncertainty, making them unsuitable for traditional reimbursement pathways. To
deal with this uncertainty, managed access agreements (MAAs) for treatments that meet
certain criteria can be implemented, whereby manufacturers and HTA bodies/payers enter
an arrangement for an AT to be reimbursed for a preset period whilst additional evidence
is gathered. Movement into the traditional reimbursement pathway depends on whether
initial uncertainty has been resolved through further data collection, allowing the HTA body
to be sufficiently confident they are reimbursing an effective and, when applicable, a cost-
effective treatment.

The framework is designed to be high-level and applicable across EU countries, despite
particularities in each jurisdiction. To facilitate broad application, alignment across
countries on certain processes may be required (see recommendations in section 5).
Below, we outline the phases of the APACE framework and map the process in Figure 1.

The first stage is to assess whether an AT meets the eligibility criteria for consideration
to enter the process, with criteria based on the characteristics of the condition they are
treating. The three eligibility criteria are:

1. major therapeutic gaps, which refer to the lack of effective treatments for the
disease in question.

2. urgency of condition, which refers to the critical and often life-threatening nature
of diseases like cancer, where delays in access to treatment can significantly impact
patient survival and quality of life.

3. promise of demonstrating effectiveness for HTA appraisal, which refers to the
likelihood the treatment will generate meaningful improvements in patient outcomes
sufficient for a positive HTA recommendation.

These criteria ensure that APACE is used only for treatments targeting the conditions with
the greatest medical need. Where possible, the criteria should be judged by quantitative
metrics, such as lack of approved treatments for major therapeutic gaps or rapid disease
progression for urgency of condition. These criteria differ from the conditions for entry
into managed access, which require a more comprehensive assessment of the treatment’s
value for money.

For eligible treatments, the next stage is an initial assessment to evaluate whether a
treatment should enter a MAA, and the conditions under which it should do so. The initial
assessment involves a full assessment of the expected value of the treatment by the HTA
body, as well as an assessment of the scientific uncertainties that remain. The AT enters
the MAA if it satisfies the following conditions:

1 It has scientific uncertainties that are too significant for traditional reimbursement
processes to address.

1 It has scientific uncertainties that are, however, resolvable to a satisfactory level
during a reasonable period of managed access.

1 It has a high likelihood of being value for money to the payer based on an initial payer
assessment of expected value and a confidential price, which is acceptable to both
the payer and manufacturer.

ohe.org °
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During initial assessment, a data collection agreement (DCA) should be created, setting
out what type of evidence should be collected and paid for by the manufacturer to
address key uncertainties, and when the reassessment period should take place. The DCA
should be designed and agreed upon by both the payer and manufacturer.

The reassessment'takes place at a point in time stated in the DCA. It evaluates whether
the uncertainties set out in the DCA have been addressed to a satisfactory level and
whether new evidence changes the assessment of expected value. If uncertainties have
been sufficiently addressed, the confidential price may be adjusted up or down depending
on the change in expected value. Such price adjustments are conditional on successful
negotiations between payer and manufacturer.

Payment models can vary depending on the AT and condition under question and can
include rebates or outcome-based agreements.

The exit phase details the process of leaving the accelerated access pathway. If
reimbursement is confirmed and the price is successfully negotiated, the AT exits the
process and enters the traditional reimbursement pathway. However, the AT may also be
delisted in the cases where evidence is not submitted, fails to address uncertainties, or
price negotiation fails. When an AT is delisted:

1 clinicians are recommended not to prescribe new courses of the AT.
1 patients on the AT are informed about reasons for delisting.

1 patients can be allowed to complete their course of the AT, paid for by the
manufacturer, or are transitioned to a safe alternative.

1 patients remaining on the AT are monitored to gather data on the safety and efficacy
until the course of therapy is complete.

1 payers will consider if individual patients should remain eligible under clinical
exceptionality criteria at the payer’s expense and without any data collection
requirements for the manufacturer.

1 financial penalties will be levied on manufacturers who fail to submit evidence within
the agreed upon timelines, in line with the value of the uncertainty the evidence was
intended to address. This will involve a discount on the prices paid by payers during
the managed access period.
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Figure11 A framework for APACE

A Expected value estimates
A Assessment of uncertainty

Assessments are as thorough as standard assessments. Faster timelines may
be considered depending on available resources.

Exit for ineligible treatments

Managed Access Period

Reassessment

dress unc n DCA. New
The point of reassessment is flexible but as short as possible to address
uncertainties, and set out in the DCA
esolved to a satisfactory level

Enter traditional pathway

Treatment is delisted if:

A Evidence not submitted
A Uncertainties not addressed
A Price negotiation fails

Exit phase

Treatment is delisted and removed in a phased way:
A Patient informed throughout
A Patients can complete treatment course or transition to alterative

A Continued data collection
A Consider clinical exceptionality criteria

*Subject to successful price negotiations.
##Whilst we note that the opposite scenario may ocour (i.e. the effectiveness is higher than predicted), the framework only allows for this to be reflected in potential future price increases and does not
include the possibility of retrospective reimbursement.

DCA: data collection agreement, VFM: Value for Money

[l Criteria for progression [l Evidence Timelines [ Pricing I Exit process
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Some countries have already implemented similar frameworks to the APACE proposal, with
notable examples in England, France and Italy (NHS England, 2016, 2022; HAS, 2021; AIFA,
2024). Moreover, the World Health Organisation’s (WHO) Novel Medicines Platform has
been developed to improve affordable and equitable patient access to novel high-cost
medicines in the European region, which includes developing principles for their payment,
pricing, HTA and reimbursement (WHO, 2023). The APACE framework aims to reflect this
growing focus on accelerated access to these medicines. It brings a consistent approach
for an accelerated pathway across Europe to minimise market fragmentation and can
inform improvements in countries where similar pathways have been introduced.
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4 Stakeholder perspectives

This section includes an overview of the level of agreement and key discussions on
individual APACE phases from the stakeholder engagement process. Supporting literature
is provided for some of the viewpoints where applicable.

Figure 22 Summary of stakeholder engagements for each phase
of the framework

=

Average level of Average level of

Average level of
agreement®: agreement™:
718 6.60

agreement*:
745

Eligibility criteria Initial assessment Reassessment

Key concerns

Difficulty in setting Length of initial assessment Point of reassessment Ability to enforce delisting
quantitative criteria
Accounting for uncertainty in Price adjustments after Exit strategy
Use of accelerated regulatory initial price reassessment

status as criteria

*Participants were asked "To what extent do you agree with the principles outlined for this phase of the framework? where 1 = strongly disagree,
5 = neither agree nor disagree and 9 = strongly agree

41 Eligibility phase

Eligibility criteria refer to the conditions for a treatment to proceed to the initial
assessment and become an AT. Additional entry criteria for entering the managed access
period and temporary reimbursement are discussed in the assessment phase.

There was strong agreement with the suggested eligibility criteria (see Figure 22). The
term “entry” has been updated to “eligibility” to clarify that meeting these criteria allows a
treatment to be considered for managed access—not to automatically enter a period of
managed access.

What should the eligibility criteria be?

Defining clear eligibility criteria is a crucial component of the APACE framework, ensuring
only a limited number of treatments with specific characteristics enter. Unmet clinical
need was widely considered to be the most important eligibility criterion by participants.
However, it was noted the lack of a common definition of unmet need and different
interpretations across stakeholders can lead to inconsistency in decision-making across
countries and between HTA bodies and regulators.

ohe.org °



OFFICE OF HEALTH ECONOMICS
CONTRACT RESEARCH

Some stakeholders suggested broad definitions of unmet need should be used,
encapsulating patient-centric factors such as treatment convenience. However, others
warned overly broad definitions could dilute resources and create inefficiencies, as
treatments that were not a priority for accelerated access use the limited resources
available for such schemes. We explored more targeted definitions of unmet need during
the roundtable discussions and surveys.

Figure 3 Level of agreement for unmet need dimensions

Lack of effective
treatment options

Safety and toxicity
of available treatments

Severity

Rarity

o
[EY
N

3 4 5 6 7 8 9
Mean level of agreement

*Participants were asked to rate level of agreement for each dimension, where 1 = strongly disagree, 5 = neither agree nor disagree and 9 =
strongly agree. The mean level of agreement for each dimension was then calculated.

ohe.org

Lack of effective treatment options was considered the most important dimension of
unmet need by participants, followed by safety and toxicity of available treatments (see
Figure 3). To encapsulate both dimensions of current treatment shortfall, the first of our
eligibility criteria was named ‘major therapeutic gaps’ This definition aligns with previous
attempts to define unmet need in the literature, as well as the French eligibility criteria for
early access programmes (Farmer et al., 2023; BlueReg Group, 2025). Participants also
noted the importance of clearly identifying what constitutes an alternative treatment
when assessing such criteria.

Another eligibility criterion suggested was urgency of the condition, to ensure that early
access is granted to treatments for severe conditions with irreversible effects, particularly
when there are no viable treatment alternatives (as captured in the unmet need criterion).
In these cases, the costs of no treatment are substantial and speed of access to
potentially effective treatments is particularly important.

The final criterion proposed by participants was promise of effectiveness, ensuring the
treatment has the potential to address this unmet need or urgent condition. This criterion
aligns with the ‘improvement in clinical outcomes’ criterion in EMA's PRIME scheme, in
which medicines should impact the prevention, onset or duration of a given condition or
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improve the morbidity or mortality of the disease (EMA, 2015). PRIME helps
manufacturers targeting accelerated regulatory assessment. Alignment between
regulatory criteria for accelerated approvals and those set in the APACE framework should
be pursued to ensure there is a consistent and efficient access pathway for ATs, within the
limits of the different aims of the two processes. In practice, treatments must show
promising effectiveness through early clinical evidence that suggests a meaningful impact
on desired outcomes, providing a signal strong enough to justify APACE consideration.
Whether this criterion is met will depend on the specific context and how it aligns with the
other two criteria, with expert judgment guiding the final decision. The number of
treatments advancing to initial assessment will also depend on the funding available for
implementing APACE and, accordingly, the strictness of this criterion may vary.

Participants did not support the inclusion of an accelerated regulatory approval alone as a
criterion for consideration for APACE, given the remaining discrepancies between
regulatory and HTA perspectives. As a result, this was removed when finalising the
framework. Whilst some of the criteria align with the EMA’s regulatory priority medicines
(PRIME) scheme, such as unmet need and major therapeutic advantage, there is no
explicit mention of urgency of the condition in PRIME. Furthermore, regulatory criteria were
deemed too vague in their definitions, something addressed in the next subsection.
Convergence between regulatory and HTA eligibility criteria is desirable in the long run in
order to streamline processes.

Participants acknowledged the benefits of using quantitative measures of the agreed
criteria, judged against predefined thresholds, to prevent overly broad definitions
permitting too many treatments, and to improve transparency of the selection process.
This viewpoint supports a European Federation of Pharmaceutical Industries and
Associations (EFPIA) report suggesting it is difficult to determine whether a treatment
fulfils the European Commission’s current unmet need criteria due to their ambiguous
nature. For example, assessing when a disease is associated with ‘high” morbidity or
mortality is open to interpretation (EFPIA, 2023).

One participant noted that a robust methodology linked to QALYs to measure the severity
of a condition (i.e. proportional shortfall) has been used by some HTA systems (i.e.
England and the Netherlands) and can be implemented in this context too. However,
participants also recognised that setting quantitative criteria can be difficult in some
situations due to the lack of clinical data inherent to ATs, and qualitative deliberations are
also required (see Figure 4). They stressed the need for qualitative criteria to be
transparent and accepted by stakeholders prior to implementation.

Stakeholders proposed one possible way of setting criteria is using case histories, whereby
the current case is compared to previously eligible cases. These could be used to set
predefined quantitative thresholds or provide definitions where quantitative setting is not
possible. However, they noted that a challenge with this approach is that many past
eligibility decisions are considered inappropriate by payers, creating a risk of reinforcing
poor treatment selection. Nonetheless, case histories could form a starting point for
stakeholder consultation over defining major therapeutic gaps, for example, with criteria
continuously refined with experience.
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Figure 4 Level of agreement for criteria application

To what extent do you agree with the following approaches regarding the
application of the entry criteria for APACE?

Determined flexibly on a case-by-case basis using a qualit—
assessment framework
Determined by comparison with historically eligible cases to refi_
criteria over time
Based on quantitative measures and predefined thresholds _
additional qualitative input

Based solely on quantitative measures and predefined thresholds
QALY shortfall)

o

1 2 3 4 5 6 7 8 9
Mean level of agreement

*Participants were asked to rate level of agreement for each approach, where 1= strongly disagree, 5 = neither agree nor disagree and 9 =
strongly agree. The mean level of agreement for each approach was then calculated.

42 Assessment phase (initial assessment and reassessment)

The initial assessment phase received the lowest overall agreement of all phases, which
appeared predominantly driven by concerns over the length and thoroughness of initial
assessment, whether risk was appropriately shared, and whether uncertainty should be
accounted for in the initial price. The reassessment phase achieved good average
agreement, with some concerns raised over how the price would change upon
reassessment (see Figure 22).

We combine the roundtable discussions on the initial and reassessment phases,
structuring through themes of evidence, timelines and pricing, which spanned both
phases. For example, risk sharing-mechanisms are developed during the initial assessment
and continued until a decision is made at reassessment.

Evidence

What type of studies should be accepted at the initial
assessment phase?

Roundtable participants broadly agreed that a limited evidence package may be accepted
as part of the initial assessment, in recognition of challenges associated with generating

randomised controlled trial (RCT) data for many ATs, which can include treatments for rare
diseases.
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Whilst there was a preference for RCTs, there was also an acceptance that evidence may
need to be in the form of single-arm studies in some situations. Single-arm trials can be
particularly important for ATs for severe or rare cancers as the ethical basis of conducting
RCTs in these circumstances is questionable (Wang et al,, 2025). Moreover, for rare
cancers, recruiting a sufficient sample size for RCTs may not be feasible. For tumour-
agnostic therapies targeting rare biomarkers across multiple tumour types, single-arm
basket trials are commonly used, as RCTs are often unfeasible due to low prevalence and
tumour heterogeneity. The limitations of single-arm trials were noted, such as the lack of
comparators and compounded uncertainty when combined with non-OS outcomes.
Single-arm trials are often considered to demonstrate clinical efficacy and safety in the
regulatory process, and methods such as external control arms and platform trials were
suggested as potential avenues towards consideration in HTA processes as well.

In such situations, accepting single-arm trials as the basis for initial appraisal in the
absence of comparative trials aligns with the principles of APACE — it accelerates access
to ATs to patients with urgent unmet needs, before more robust evidence or other sources
of evidence are available. Single-arm trials are sometimes the basis for the original
appraisal for the Cancer Drugs Fund (CDF) in England (Kang and Cairns, 2023; Wu, Zou
and Zhang, 2024).

What role does overall survival (OS) have to play in
the assessment phases?

The surveys and roundtables included discussions over the role of non-OS outcomes in
value assessments as part of the APACE framework, though an in-depth analysis and
discussion of the topic was not in the scope of this study. Some participants suggested
the acceptance of non-OS outcomes at initial assessment depends on the possibility of
OS data being available at reassessment, as OS remains the gold standard outcome that
the evidential process should be geared towards. Others felt validation of the surrogate is
sufficient, though this would have to be limited to validation within similar indications. No
consensus was reached regarding their use at the reassessment stage (see Figure 5).

Question on non-OS outcomes at ressassement

Should non-OS outcomes inform estimates of effectiveness at the reassessment
stage?

mYes
m No

Not sure
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However, some felt the focus on OS was inappropriate since many cancers have evolved
into long-term conditions, and OS data may not be available over a reasonable period of
managed access. In particular, whilst OS may be appropriate for late-stage cancers where
treatments can feasibly impact survival and OS may become available, for early-stage
cancers, collection of OS data is more challenging. Within the CDF, OS is the most
common source of uncertainty at initial assessment but often that uncertainty has not
been resolved by resubmission (Simmons, Lilley and Lee, 2022; Trigg et al., 2023). Positive
recommendations are still made despite remaining uncertainty. For example, NICE noted
that there were insufficient data at reassessment to determine how much nivolumab
increases OS for the treatment of melanoma in adults with lymph node involvement or
metastatic disease but still recommended its use upon exit of the CDF. Similarly, in
Germany, maturity of survival data and clinical benefit ratings did not change in the
majority of reappraisals compared to the initial appraisal, highlighting that current
evidential frameworks within these agreements may fail to raise additional insights beyond
the initial assessment (Wiedmann, Cairns and Nolte, 2024).

Participants noted that even when OS data becomes available, its reliability can be
undermined by patients using other treatments and the influence of unrelated health
events, both of which can obscure the true impact of the AT being studied. For example,
crossover of control group patients to taking the treatment under study may
underestimate the OS impact of said treatment. Darolutamide for men with non-
metastatic prostate cancer reduced risk of death by 31% when using intention-to-treat
analysis, compared to 41% when adjusting for crossover (Shore et al,, 2023). Participants
also raised the point that OS may not capture all that is important to patients, with quality
of life commonly mentioned as an important alternative outcome.

As such, some participants recommended that the acceptance of non-OS outcomes or
alternative outcomes at both initial assessment and reassessment should be considered
in some cases. For ATs targeting short-term survival, OS being available at reassessment
can be a condition of managed access. For ATs resulting in longer-term OS, other
outcomes may be acceptable, and these should be specified in the DCA. We include
flexibility within our framework to reflect these differences.

A limited evidence package is likely to be associated with significant clinical uncertainties.
Roundtable participants agreed that acceptance of such evidence rests on the knowledge
that uncertainties will be addressed by more mature evidence, or more robust or expanded
studies (e.g. longer follow-up for the RCT), at a later stage. They stressed the need for an
assessment of what the uncertainties are and whether they can be resolved to a
reasonable extent during an appropriate data collection period (maximum of 5 years). This
perspective aligns with principles set out in the IMF, which states “Any data collection for
managed access must be feasible to undertake, have a credible chance of addressing the
uncertainties and avoid adding undue burden for patients and/or clinicians” (NHS England,
2022). As a result of these discussions, resolvableness of uncertainty was included as an
entry criterion for managed access in the framework.

A further condition for entering the MAA is the potential size of relative benefit. In
practice, this means the treatment should show a high likelihood of cost-effectiveness
according to country assessment guidelines, or the ‘expected value’ of the treatment
should demonstrate cost-effectiveness. The expected value will be updated as longer-
term or more robust evidence is generated, such as at the point of reassessment, but an
assessment based on the more limited evidence package at initial assessment must be
made to judge eligibility for managed access.
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When developing a DCA, roundtable participants noted the need for absolute clarity in
what the uncertainties are and how they are to be resolved, so when a reassessment
occurs, it is obvious what the studies provided by the manufacturer should show to
confirm reimbursement. This involves distinguishing between resolvable and irreducible
gaps in evidence, and the extent to which the irreducible gaps are acceptable and how
they may be mitigated. Participants also stressed the need to identify the most important
uncertainties that may have an impact on the assessment of cost-effectiveness.

These discussions reflect findings in Trigg et al. (2023), who found that fewer than half of
the treatments entering the CDF had a DCA that fully considered uncertainties raised by
NICE committees at initial appraisal. To reflect these findings, we highlight the need for
the DCA to be specific and comprehensive in its assessment of uncertainties and their
potential resolution.

It was noted that, during the data collection period, additional uncertainties may
emerge—uncertainties that neither the manufacturer nor the HTA body could have
anticipated at the time of the initial assessment and that cannot be addressed through a
detailed DCA. In such cases, a resolution mechanism is needed to ensure that these
uncertainties can be addressed through further evidence, while still allowing for timely
access to treatment.

Participants also raised the need to take advantage of opportunities for collaboration, such
as when systems with similar evidential requirements have similar clinical uncertainties.
Manufacturers can take advantage of more efficient evidence generation processes and
avoid conducting separate studies for multiple countries. However, participants also
recognised that differing decision-making contexts and decision uncertainties across
countries might require country-specific evidence generation.

There was agreement across stakeholders that the evidence package should be expanded
for reassessment, compared to the initial assessment phase. As previously discussed,
RCTs may not be feasible for some patient populations, including rare cancers, and
therefore, single-arm trials and/or real-world evidence (RWE) can play a significant role.
Participants agreed the use of RWE can help in addressing uncertainties (see Figure 6).
This reflects a growing acceptance of RWE, as demonstrated by a study showing that RWE
plays an important role in confirming efficacy and safety data from RCTs and informing
oncology reassessment decisions (Bharmal et al., 2024),

Moreover, the roundtable participants emphasised that RWE addresses important real-
world aspects that cannot be addressed by RCTs. For example, it can provide data on
treatment effectiveness in more diverse populations than seen in RCTs and additional
data on how treatments work in practice, outside of the controlled settings. Given
‘generalisability of the trial population to the UK’ and ‘generalisability of treatment
pathways’ were two of the most prevalent uncertainties identified in a review of CDF data
collection agreements, there are clear gaps that RWE is particularly suited to addressing
(Trigg et al., 2023). RWE, therefore, forms an important part of the evidential studies that
may be submitted at reassessment in APACE.
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Figure 6 Level of agreement for acceptable evidence at
reassessment

To what extent do you agree with the following statements regarding the use of
different types of evidence during the reassessment phase?

Non-randomised evidence methodologies using real-world data can
in addressing uncertainties at reassessment.
Single-arm studies may be considered at reassessm_
Only randomised studies should be considered at reassessm_

2 3 4 5 6 7 8 9
Mean level of agreement

o
—_

*Participants were asked to rate level of agreement for each statement, where 1 = strongly disagree, 5 = neither agree nor disagree and 9 =
strongly agree. The mean level of agreement for each statement was then calculated.

Timelines
How long should the initial assessment be?

The length of the initial assessment was a key area of debate during the survey and
roundtable. Some participants suggested the initial assessment of an APACE framework
should be faster than the traditional assessments, as otherwise the accelerated aspect of
the process is less pronounced. However, others noted that given the large uncertainties
inherent to this stage of the process, the initial assessment would need to be as thorough
if not more so than traditional assessment processes, which may preclude the possibility
of a faster assessment. A faster yet thorough process is possible but would require
significant additional resources that may not be available in many jurisdictions.

Efthymiadou and Kanavos (2022) found that in Australia, England, Scotland, and Sweden
the average time from original submission to final funding decision was larger for
submissions with an MAA compared to those without (452 days compared to 404 days).
Whilst this included the managed access period, they suggested one of the reasons could
be the need for stakeholders to align on the required data for a final decision. This
suggests shorter initial assessment timelines in a MAA may be unrealistic, and the
framework instead prioritises a focus on the thoroughness of the initial assessment.
Despite potentially longer initial assessment timelines, patients will still access drugs long
before they otherwise would have without a managed access agreement.

JCA aims to centralise the HTA evaluation of clinical evidence in the EU to avoid or
minimise duplications of assessments and streamline processes. Some participants
suggested JCA offers scope for faster timelines, especially in countries where current
evidential requirements are less clear. However, others questioned whether the JCA would
meaningfully impact timelines given it only covers the clinical assessment and much of
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the broader assessment (including cost-effectiveness in some countries) will still be
conducted at the national level in accordance with country-specific evidence standards
and processes.

How the JCA will be incorporated in accelerated access pathways remains an area
requiring further discussion and analysis, particularly exploration of the impact it may have
on the start and speed of the initial assessment. The impact could be neutral if countries
can decide to pursue APACE without considering the JCA outputs and timelines.
Alternatively, the impact could be positive, if JCA reports identify key uncertainties that
can inform the DCA at the initial assessment phase (such as a common protocol to be
pursued in APACE processes).

Additionally, the Joint Scientific Consultation (JSC), which provides early advice to
manufacturers on regulatory and HTA evidential requirements, could also play a role by
ensuring studies are designed efficiently and include the necessary components for every
stage of an accelerated pathway, from regulatory to reassessment, potentially impacting
initial assessment and MAA period timelines.

Roundtable participants agreed that a fixed timepoint did not account for the variability in
uncertainty and evidence across treatments. Bee et al. (2024) found median data
collection in MAAs in England ranged from less than 1year to more than 5 years. They also
found a correlation between MAAs relying on later phase trials and shorter data collection,
compared to early phase trials/real-world data (RWD)-based MAAs, which required longer
data collection, supporting points raised in the roundtable. Participants raised the need to
build in sufficient time for data collection and preparation for submission, as well as review
points to ensure monitoring of evidence generation. These review points mirror those seen
in the AAP programme in France, where periodic submissions of a summary report of data
are required (BlueReg, 2022).

However, there was also an acknowledgement that the managed access period must be as
short as possible. If uncertainty takes too long to resolve, a treatment should not be
eligible for the APACE pathway. This relates to the assessment of uncertainty described
above - it must be resolvable within a reasonable timeframe, so payers do not have to live
with uncertainty for too long.

Furthermore, if the managed access period is too long, the possibility of the treatment
landscape evolving further as new competitor treatments enter the market complicates
the reassessment process and can impagt price. To reflect these points, the framework
includes scope for flexibility in the reassessment point, but at a maximum of 5 years, to be
agreed on a treatment-by-treatment basis as part of the DCA. There was also recognition
that after 5 years, new lines of therapy may be available that represent improvements on
the studied AT.

Pricing

One of the most debated areas among roundtable participants was which payment
models should be adopted (as shown, for example, in Figure 7) —specifically, whether
uncertainty should be addressed upfront through fixed pricing discounts or via schemes
where the price is aligned with expected value at all times with no discount for uncertainty.
Such agreements tie the final payment for the medicine to the effectiveness or cost-
effectiveness of the medicine only. This can include outcome-based payments at the
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patient level and also rebates based on the reassessment of effectiveness at the
population level.

Figure7 Level of agreement for dimensions in initial price

To what extent do you agree that the following dimensions should be
incorporated into an initial price?

Uncertainty

3 4 5 6 7 8 9
Mean level of agreement

o
[EEY
N

*Participants were asked to rate level of agreement for each dimension. where 1 = strongly disagree, 5 = neither agree nor disagree and 9 =
strongly agree. The mean level of agreement for each dimension was then calculated.

McElwee et al. (2025) suggested either conditional coverage with a fixed price or pricing
based on effectiveness are suitable payment models when dealing with the contracting
problem of uncertainty around effectiveness. It was important to understand whether
participants felt one of these payment model categories was preferable to the other.

In the proposed framework, price is aligned with the payer’s assessment of the treatment’s
expected value at all stages, including the initial assessment, without applying a fixed
discount for uncertainty on the initial price. To ensure the final price aligns with
effectiveness or cost-effectiveness and payers do not end up paying more for the AT than
effectiveness suggests, rebates or other payment models can be used. Some participants
supported this approach, arguing that pricing should reflect expected value, and that
additional uncertainty should be resolved through the data collection agreements and
rebates, rather than embedded into the initial price. France’s early access scheme shows
rebates after a lower price adjustment are possible. Prices are set freely by the
manufacturer during the early access period but are subject to a double system of
rebates: 1) yearly rebates depending on sales volume, 2) a retroactive rebate equal to the
sales amount during the early access period minus the yearly rebate, and the sales amount
had the final negotiated price been in place during the early access period (Haute
Autorité de Santé, 2025; Abdelghani et al,, 2023).

This expected value approach aligns with the approach detailed in Towse and Fenwick
(2024), who propose a performance-based risk-sharing agreement (PBRSA) integrated
with value of information (VOI) analysis to ensure that providing early access during a
managed access period can be acceptable for both payers and manufacturers. They
identify the issue that if a manufacturer believes the expected value of its treatment is
larger than the expected value proposed by a payer, they may be unwilling to accept a
further perceived price reduction to provide market access. A risk-sharing mechanism,
whereby the initial price aligns with payer expectations of value and the final’ price with
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evidence at reassessment can enable the new price of the treatment to be higher or lower
and encourages both parties to enter into a PBRSA. There is an incentive for the
manufacturer to generate more evidence to demonstrate the expected value of their
treatment, due to the potential of confirmed reimbursement at an increased price. For the
payer, who is assumed to be risk neutral, the risk is shared as price aligns with their
expected value, and there is potential to reduce the price and/or receive rebates if
effectiveness is proved to be lower at reassessment, if further research is not provided or
uncertainties have not been addressed. The option of retrospective rebate to the
manufacturer in the case of the price being higher than the payer’s initial assessment
implies is not included in the framework.

However, some participants preferred fixed discounts, as simplicity is preferred by some
payers over complex pricing arrangements that can be challenging to implement. They
also suggested that some payers have doubts around receiving the money back in the
form of rebates, which highlights issues of trust among the parties involved. This view is
supported by a recent paper that assumes payers are risk-averse, and this risk aversion
should be reflected in a reduced price based on the level of uncertainty at initial
assessment (Jiao et al., 2025). This contrasts with the assumption of risk neutrality made
in our framework. Participants noted that the discount implied by risk aversion could lead
to less ATs being proposed by manufacturers in the first place. It was stated that the
approach should be pragmatic and implementable but that does not necessarily imply the
need for simple discounts.

Due to the incentives generated by aligning price with expected value with no discount for
uncertainty - ATs are not held back and there are incentives for evidence generation - the
final framework proposes this scheme, with mechanisms to ensure the payer does not end
up paying more than the final assessment of AT effectiveness. Different types of
agreements may be implemented, such as patient-level outcome-based schemes or
rebates based on the reassessed level of effectiveness, but the P&R model should
ultimately be tied to AT effectiveness. However, patient-level outcome-based payments
were discussed, and roundtable participants noted their complexity and burdensome data
requirements.

The APACE framework supports a consistent approach to P&R by aligning on key
principles, such as not applying discounts for uncertainty, linking price to expected value,
and enabling price adjustments upon reassessment. It also supports alignment with
timelines of established European processes. Importantly, while supporting greater
consistency, P&R processes and decisions will continue to fall under the jurisdiction of
individual countries with the ability to establish confidential prices.

A related area where there was no consensus was whether the price should be adjusted
upon reassessment. Figure 8 shows that a substantial number of participants were not
sure if the manufacturer should receive a higher price moving forward if the AT was found

to be more effective (i.e. it had a higher expected value than at initial assessment).
However, tﬂ

Some
price
uncertainties















