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ISA and the Value of Multiple Stakeholder
Engagements

ulti-stakeholder involvement with patients, regulators,
M and health technology assessment (HTA) bodies

is fundamental in the development of evidence
generation plans for the success of new technologies.’
Medical treatment developers can seek to optimize their
plans via Integrated Scientific Advice (ISA), through which
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Figure 1. Integrated Scientific Advice
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regulators, HTA bodies, and payers (See Figure 1) are able
to provide constructive feedback, enabling developers

to create a robust evidence package that is relevant to all
stakeholders, including patients, clinicians, regulators, HTA
bodies, and payers, paving the way for timely access.’

Since the establishment of the first HTA early advice
procedure in 2009, the number of options available

to treatment developers has dramatically increased.

In addition to the options for ISA offered by national
regulatory agencies and HTA bodies, several multinational
programs have emerged such as the European Network for
Health Technology Assessment (EUnetHTA) Early Dialogues
and the National Institute for Health and Care Excellence
(NICE)-Canadian Agency for Drugs and Technologies in
Health (CADTH) parallel advice. These formal, national and
multinational interactions can be further supplemented
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through informal advice with former members of the
agencies via advisory meetings and roundtables, among
other engagements. Different combinations of formal and
informal engagements can also be sought to maximise
the value of these interactions while at the same time
meeting key internal objectives, deadlines, and resource
requirements (See Figure 2).

Despite being a relatively recently established procedure,
there is emerging evidence of the benefits of ISA for
developers.? Agreement between stakeholders on evidence
generation topics discussed during the scientific advice
procedure has generally been high, especially among

HTA bodies where a consistently high level of agreement

is observed.? 3 While the views of European Union (EU)

HTA bodies and regulators can vary, choice of treatment
comparator is the only domain where a meaningful
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Figure 2. Integrated Scientific Advice Combinations
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variance in agreement has been found.?® Treatment
developer compliance with provided advice is higher for
regulatory advice than for HTA advice, especially when the
stakeholders have limited alignment on their advice.?3

The benefits of ISA to developers fall into four main streams
(See Figure 3)"2

De-risking: Companies can obtain external validation of
their clinical development plan. This is particularly useful for
medicines with transformative potential, are first-in-class,
there is complexity or uncertainty in the approach to clinical
development, and where there is a lack of clinical or HTA
guidelines.

Engagement: The process provides an opportunity for
early engagement across market access stakeholders; for
example, incorporating a patient representative can provide
crucial insights into the unmet need and patient burden
associated with a given indication, which may challenge
pre-conceived notions around the need for new therapeutic
innovation.

Alignment: The process requires the cross-functional
involvement of clinical, biostatistics, regulatory, market
access, health economics, and outcomes research within

a company. This early cross-functional engagement may
lead to improved internal alignment during the preparation
process, exposure of functions to the HTA decision making
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process, as well as educating different functions on the HTA
appraisal process and market access, leading to greater
internal harmony on the future development of other
treatments.

Timely patient access: The opportunity to seek scientific
advice with multiple stakeholders and refine the evidence
generation plan and launch strategy in response to
feedback ensures fewer technical hurdles at the final

HTA submission. There is emerging evidence of the
positive impact of obtaining early ISA on the subsequent
achievement of positive HTA recommendations.’*

While early engagement with regulatory bodies for

advice on clinical and non-clinical development plans

to demonstrate the safety and efficacy data required for
marketing authorization is well established, the involvement
of HTA bodies in scientific advice is relatively recent. The
first HTA advice procedure was only established in 2009
compared with the much earlier establishment of regulatory
advice in 1995. HTA bodies provide advice on the evidence
requirements to demonstrate relative effectiveness and
economic value of a new product in clinical practice
compared with the current standard of care (See Table 1).
HTA bodies can also provide direction on relevant
comparators, outcomes of interest, evidence quality, and
relevance of routine clinical practice. As for HTA appraisals,
the patient perspective is increasingly being incorporated at
the advice stage.
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Figure 3. ISA Streams of Engagement
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Table 1. Overview of HTA Scientific Advice Processes’
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Table 2. Categories of ISA Procedure Characteristics

Eligibility and Process for Briefing Book Meeting Advice Advice Reporting
Type of Procedure Procedure Requirements Deliberations and Follow-up
Describes more Takes into account | Considers technical Looks at aspects of | Outlines the format of
general aspects of the detail of aspects of the briefing | advice meeting reporting and follow-up
the procedure undertaking the book opportunities
procedure ¢ Format and
e Eligibility e Structure of briefing structure * Document
* Type of advice book
® Fees e Timelines * Content covered
* Steps required ¢ Data requirements
* Venue ° Timelines
* Timeframe for * Restrictions (if any)
engagement e Participants * Follow-up engagement
e Timelines for opportunity
submission
The ISA Framework with EUnetHTA, Canadian, and Italian procedures being

With the growing availability of ISA there is a need

to describe and classify ISA procedures to support
comparisons and identify the value of the differing
programs, similar to the HTA framework developed by
Hutton et al.>¢ Evidera has developed an initial and detailed
framework to compare formal ISA procedures, due to be
presented at ISPOR Europe 2020 in November. A key aim
of this framework is to provide details on the different
services that are offered to companies seeking advice in a
standardised format, thus making it possible to compare
across ISA offerings.

Hutton et al.>¢ developed an analytical framework to
describe and classify the requirements used to justify the
reimbursement of pharmaceuticals by health systems. This
comprehensive analytical framework provides a landmark
to collect information on characteristics of HTA systems in
a more systematic way. This methodology enables us to
move toward a consensus on the key characteristics of HTA
bodies, thereby facilitating cross-country comparison.

Using the Hutton HTA framework as our base, we
performed a desk review of websites, public domain
sources, and interviews with agency representatives to
inform an internal workshop; the result was the creation of
an analytical framework for ISA procedures that describes
and classifies procedures based on identifiable categories
for comparison. Available ISA procedures were compared
using the framework and current trends and developments
identified. We previously described the impact of
COVID-19 on ISA procedures in an earlier white paper
titled “Integrated Scientific Advice during the COVID-19
Pandemic: A Status Update on Key Programs in North
American and Europe,” allowing us to also include the
impact of COVID-19 into our framework. All programs had
or continue to have at least some procedural modifications,
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subject to temporary suspensions. Other modifications
included:

® Shift to online meetings and option for written advice
only

e Capacity restrictions and prioritization of therapeutically
critical technologies

® Accelerated procedures for therapeutically critical
indications

® Further detail on company evidence generation plans
required, e.g., real-world evidence (RWE) and patient-
reported outcomes (PRO) sections

Based on our investigations, we developed an ISA
framework that classifies the characteristics of ISA
procedures into five distinct categories (See Table 2).

The proposed framework was then validated by analysing
various ISA offerings within individual countries and
globally. The results from this analysis will be presented at
ISPOR Europe 2020. In brief, general trends included:

® Increased demand for ISA and resulting agency capacity
issues

® Impact of COVID-19 leading to changes in existing
procedure processes and development of new
offerings, including:

b Prioritization of COVID-19-related or therapeutically
critical technologies

» Acceleration of processes (e.g., new fast-track
options)

b Change of meetings to virtual format
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» More detailed submission requirements, such as By providing the basis for comparative assessment between
companies needing to submit patient-reported ISA procedures, this framework is aimed at helping to
outcomes and post-launch evidence plans navigate the diversity of these procedures and identify the

most appropriate approach to ISA based on a company’s

While more research is ongoing, the proposed framework asset and strategy. M

has enabled our team to identify key risks arising from the

COVID-19 situation as well as changes and trends for some
of the key ISA procedures globally. Given the differences
between each procedure and the complexities of the

For more information, please contact
Jennifer.Boss@evidera.com, Jessica.Griffiths@evidera.com,
William.Laughlin@evidera.com, Christian.Vanoni@evidera.com,

engagements, it is important for companies to assess all Almudena.OlidGonazalez@evidera.com,
options before requesting ISA, with a keen understanding Kacey.Rawson@evidera.com, or
of their objectives, the expected value to be gained from Matthew.Bending@evidera.com.

different engagements, and any potential associated risks.
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