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Executive Summary

Across Canada’s healthcare systems, there is consensus that there is a need to incorporate real-world
evidence (RWE) to enhance cancer care and to make better drug funding decisions. To address this need, the
Canadian Real-world Evidence for Value in Cancer (CanREValue) Collaboration has developed a framework to
generate and use RWE for cancer drug funding decision making in a consistent and integrated manner. Two
policy working groups (WGs), the RWE Planning and Drug Selection WG and the RWE Reassessment and
Uptake WG, were established consisting of decision-makers/payers, regulatory agency representatives,
health technology agency representatives, researchers, clinicians, and patient representatives. The aim of
this report is to provide an overview of the CanREValue proposed RWE framework that has been developed
by the two policy WGs.

In the first section of the report we describe, in two parts, the main findings from the RWE Planning and Drug
Selection WG. Part one outlines priority areas of consensus established by WG members. Part two outlines the
model for identifying, selecting, and prioritizing RWE projects (Phase | of the RWE framework).

The main considerations and recommendations from the RWE Planning and Drug Selection WG include:

e Definitions of real-world data (RWD) should be flexible to allow for appropriate data collection.

e Definitions of RWE should consider the intended use of the evidence.

e RWE can be useful to a broad range of stakeholders and their questions of interest can be grouped into
clinically-related and policy-related. The major users of RWE include decision-makers, payers and health
technology assessment agencies.

e RWE is considered complementary to randomized controlled trials (RCTs).

e RWE to inform decision-making must be of high quality; this includes using high-quality RWD sources
and methodologies appropriate to the study question.

e When identifying RWE projects, the Planning and Drug Selection WG recommends that the main
considerations should be resolving residual uncertainties from the initial assessment, which would
include uncertainties in the clinical evidence, alignment with patient values, or uncertainties that factor
into the value for money or feasibility of adoption into the system. Additionally, an important
consideration is whether the uncertainties are expected to be addressed by future studies that are
already planned or underway.

e After identifying a list of potential RWE projects, projects are to be prioritized using multi-criteria
decision analysis (MCDA) and a deliberative process based on feasibility, timeliness, and relevance to
decision-makers.

In the second section of the report we describe, in three parts, the main findings from the RWE Reassessment &
Uptake Working Group. Part one describes the main considerations that need to be taken into account when
developing a reassessment process. Part two describes the processes and tools in planning and initiating an
RWE study (Phase Il of the RWE framework). Part three describes the model for the reassessment review
(Phase IV of the RWE framework).
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The main considerations and recommendations from the RWE Reassessment and Uptake WG are listed below:

At the time of an initial recommendation, health technology assessment agencies should indicate
whether there is a need for RWE generation.

The reassessment process should follow a procedure similar to the reassessment process at CADTH.

The reassessment process should be modelled after pERC’s Deliberative Framework with the following

four quadrants: clinical benefit, patient values, economic evaluation (including cost-effectiveness
analysis), and implementation, feasibility of adoption, and sustainability®.

Three recommendation categories were proposed: status quo; revisit funding criteria or pricing; and do
not continue to fund.

The reassessment review should be prioritized to manage the potential volume of submissions.

Stakeholders involved in the original drug review should also be involved in the reassessment review.

2 Note: These four quadrants are no longer explicitly used as part of pERC’s Deliberative Framework
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CanREValue Collaboration

Overview of the CanREValue Collaboration

The Canadian Real-world Evidence for Value in Cancer (CanREValue) Collaboration is a pan-Canadian, multi-
stakeholder initiative established in 2017 under a Canadian Institutes of Health Research Partnerships for Health
System Improvement Grant. Led by Dr. Kelvin Chan, the central project is titled “Developing a framework for the
incorporation of real-world evidence (RWE) into cancer drug funding decisions in Canada”. The goal of the
project is to develop and test a framework for the generation and use of RWE for cancer drugs to facilitate:

l. Reassessment of cancer drugs by recommendation-makers; and

Il. Refinement of funding decisions, renegotiation of drug prices, or disinvestment as appropriate
by decision-makers/payers across Canada.

The framework could potentially be used to support evidence-based policy reform, pricing, and reallocation of
funding from low- to high-value settings. In addition, the framework could facilitate the accountability and
sustainability of the cancer system if used by the provinces and by other players in the healthcare system.

Working Groups

As part of framework development, five working groups (WGs) were established to develop specific processes in
the generation and use of RWE for cancer drug funding decisions in Canada (Figure 1). To ensure that the
framework can support the needs of various stakeholders, the CanREValue Collaboration brought together a
broad range of stakeholders from across different organizations and agencies (Figure 2). A detailed description
of the WGs and their respectives goals, deliverables and WG composition are described in Chan et al., 2020
The development of the RWE framework is based on the knowledge and expertise of the WG members. The
WGs and their key deliverables are listed below.

RWE Planning and Drug Selection WG: Recommend criteria to identify and prioritize potential drug candidates
for RWE studies and advise on the necessary provincial infrastructure needed for the conduct of RWE studies.
e This WG consists of individuals involved in the cancer drug funding process including Health Canada,
provincial health ministries, provincial cancer agencies, HTA organizations, clinicians, patients, and
researchers.

RWE Reassessment and Uptake WG: Develop a process to incorporate RWE for HTA reassessment and advise
on strategies to incorporate RWE results into policymaking.
e The WG consists of individuals from Health Canada, provincial health ministries, provincial cancer
agencies, HTA organizations, cancer drug recommendation and decision-makers, clinicians, patients, and
researchers.
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RWE Data WG: Recommend strategies for data access, provide advice on harmonization of data elements
relevant for RWE studies across provinces and conduct and support demonstration RWE generation project(s). A
demonstration project was undertaken to better understand the feasibility of conducting a multi-provincial RWE
study to generate evidence about a drug’s effectiveness, safety, utilization, and cost-effectiveness that can be
used to support drug funding decision-making.

e The WG consists of data experts from all ten Canadian provinces.

RWE Methods WG: Recommend methods to analyze real-world data (RWD) with methodological rigor.
e The WG consists of researchers with expertise in HTA, health services research, statistical analysis, and
health economics.

Engagement WG: Establish a mechanism to ensure a wide range of stakeholders from across all relevant
jurisdictions that/who have an interest in oncology drugs, the reassessment process and in the use of RWE, have
an opportunity to provide feedback into the development and implementation of the CanREValue proposed
RWE framework.
e The WG consists of individuals with perspectives from HTA organizations, provincial cancer agencies,
patients, clinicians, and researchers.
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Introduction:

As oncology drugs become increasingly expensive, the concepts of sustainability and accountability in health
care have become more important than ever. Drug funding decisions and clinical practice have long been
informed by evidence from clinical trials and predictive economic modeling. As a result, policy-makers have
little information on whether drug funding decisions based on clinical trials ultimately yield the outcomes and
value for money that are expected®*. However, the generation of RWE can provide additional information than

clinical trial evidence to better support decision-making across a drug’s lifetime*>%758,

Final Report:
In this final report, we describe the work undertaken by the two policy working groups (WGs):

RWE Planning and Drug Selection WG:

The goal of the RWE Planning and Drug Selection WG was to develop:
I.  Criteria for identifying potential drug-indication candidates for real-world evaluation and;

Il Recommendations on how to establish provincial infrastructure for the generation of RWE.

From January to December 2023, the WG convened 10 meetings (7 teleconferences, 2 in-person meetings and
1 virtual meeting), conducted 3 MCDA workshops, a validation exercise in collaboration with Canada’s Drug
and Health Technology Agency (CADTH) Provincial Advisory Group (PAG) to evaluate the MCDA rating tool and
process (2021-2022) and completed nine surveys (Appendix A). Throughout these iterative working sessions,
the members reached a preliminary consensus on key considerations for RWD and RWE. After establishing the
general context around RWD and RWE, the members developed a mechanism to identify, screen and prioritize
potential RWE questions to be addressed in an RWE project for HTA reassessment. The work supporting the
development of the prioritization process are described in Parmar et al., 2023 and Takhar et al., 2024
(submitted for publication)®*°. This report outlines the development of Phase | of the framework (Section 1,
Part 1) and describes the processes and tools developed as part of Phase | (Section 1, Part 2) by this WG.

RWE Reassessment and Uptake WG:

The goal of the RWE Reassessment and Uptake WG was:

I.  To propose a high-level process on how the reassessment of currently funded drugs could work within
the Canadian health system and;

II.  Torecommend processes and factors required to revisit negotiations and funding decisions.

From January to December 2023, the WG convened nine meetings (6 teleconferences, 2 in-person meetings
and 1 virtual meeting), conducted a mock reassessment session, and completed 5 surveys (Appendix B). During
the collaborative sessions, the members discussed multiple options on how to conduct a reassessment
process. Through these discussions, the WG members drafted a preliminary process for reassessment. The
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work supporting the reassessment process has been formally published in Dai et al., 2021 and Dai et al.,
202112 This report outlines the development of Phase Il and IV of the framework (Section 2, Part 1) and
describes the processes and tools developed as part of Phase Il and IV (Section 2, Part 2 and Part 3) by this WG.

Stakeholder Consultation

Since we published the Policy WG Interim Report in 201923, we have hosted a number of engagement
initiatives to solicit feedback on the development of the framework with a wide range of stakeholders involved
in cancer drug funding processes, including:

e  Payers: Provincial health ministries, cancer | e  Clinicians
agencies e Patients/caregivers
e Regulatory bodies: Health Canada e Industry
e HTA bodies: CADTH, INESSS e Data experts
e Patented Medicine Prices Review Board e Researchers with expertise in HTA, health
(PMPRB) services research, statistical analysis, and
e Pan-Canadian Pharmaceutical Alliance health economics
(pCPA)

In addition to Policy WG working sessions (teleconferences, surveys, etc.), we conducted numerous
engagement activities ranging from multi-stakeholder engagement webinars, annual meetings, mock
reassessment exercise, industry engagement consultation, patient engagement consultations and lastly
conference presentations (e.g., CADTH Symposium, ARCC Conference). Detailed descriptions of each
stakeholder engagement activity are reported in Appendix C.
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CanREValue Proposed RWE Framework: Overview

Through an iterative process in collaboration with a pan-Canadian group of experts involved in cancer drug
funding, the CanREValue Collaboration has developed an RWE framework for the use and generation of RWE
for HTA reassessment. We have reorganized the previous draft framework to consolidate the eight steps into
four main phases which can be applied as a whole or in part. Each phase of the framework encompasses
decision-making by multiple stakeholders and expertise.

Phase | - Identification, selection, and prioritization of RWE questions

The first phase of the framework focuses on the identification, selection, and prioritization of reassessment
opportunities (evidence gaps and potential uncertainties) that may be appropriately addressed through the
generation of RWE through retrospective analysis of administrative population-based data.

Phase Il - Initiating and planning an RWE study

The second phase of the framework focuses on initiating and planning the RWE study and outlines the
standards and tools to develop an RWE Implementation plan, including a study protocol (understanding the
data requirements/needs) and identifying key stakeholders.

Phase Ill - Conducting an RWE study

The third phase of the framework focuses on conducting the RWE study, including data collection and analysis.
Note: this phase of the framework is outside the scope of the Policy WG Report and will be captured in the
Data WG Report.

Phase IV — Conducting Reassessment
The fourth, and final, phase of the framework focuses on the reassessment submission process, including the
evaluation of the evidence and adoption of the reassessment recommendation.

The final CanREValue proposed RWE framework is outlined in Figure 3.
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Section 1: RWE Planning and Drug Selection Working Group

Part 1: Considerations for developing Phase | of the RWE Framework

The following considerations helped to inform the development of Phase | (Identification, selection,
prioritization of RWE questions) of the RWE Framework. A detailed description is provided in Appendix
D.

Consideration 1: Definitions for Real-world Evidence (RWE)/Real-world Data (RWD)

The Planning and Drug Selection WG acknowledged the need to differentiate between RWE and RWD.
The WG members considered RWD to be data collected from sources outside of traditional trials,
commonly in an unselected population, whereas RWE was considered as evidence generated from
aggregation and analysis of RWD elements.

When considering a potential definition for RWD, the members’ responses could be categorized into i)
how the data are collected, and ii) what data are collected (e.g., types of outcomes) (Table 1).
Moreover, the members noted that RWD are often gathered after a drug is available on the market
and is funded by a drug plan (private or public) or patient support programs. When considering
potential definitions for RWE and RWD, the members suggested that the definitions should consider
the intended application of RWE and be broad enough to allow for flexibility. Furthermore, the
members suggested that the definitions used by different organizations should be congruent with one
another.

Table 1: Example Sources of RWD and Types of Outcomes

Sources of Real-world Data Types of Outcomes

e  Pragmatic trials e  Overall survival
e  Prospective or retrospective observational e Drug utilization
or registry studies e Long-term toxicity
e Administrative and claims databases e Health services costs
e Data from medical devices e Progression free survival
e (Casereports e Quality of life
e Electronic health records e Patient-reported outcomes
e  Public health investigation or surveillance
databases

At the time of consultation, majority of the WG members noted that their own organizations had not
yet established formal definitions for RWD and RWE, with the exception of Health Canada (2020)“.

Health Canada uses the following definitions:

“Real-world data: data relating to patient status and/or the delivery of health care routinely
collected from a variety of sources.

Real-world evidence: evidence regarding the usage, and potential benefits or risks, of a medical
product derived from the analysis of RWD.”**

Over the course of developing the framework, we recognize the RWE landscape has evolved within
the cancer drug funding space both in Canada and internationally. A number of guidance documents
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defining RWE have since been published, including the CADTH RWE Guidance in Canada (2023),
INESSS State of Knowledge document in Canada (2022), NICE RWE framework in the United Kingdom
and the framework for FDA’s RWE Program in the United States®!>16'7 The definitions noted above
are aligned with CADTH RWE Guidance document published in 20238,

Consideration 2: Applications of RWE
The WG members acknowledged that the collection of RWD and generation of RWE could benefit a

wide range of stakeholders. Some potential uses of RWE identified by the WG are listed in Table 2 by
type of stakeholder. The WG members felt that the primary users of evidence derived from RWE studies
were likely to be payers and regulators. HTA bodies were also considered potential primary users of
RWE, given their role in advising public payers.

A number of guidance documents on the use of RWE have been published as the development of the
framework evolved. The potential uses of RWE initially identified by WG members listed in Table 2 are
aligned with national and international initiatives and guidance documents®*>16,

Table 2: Potential use of RWE for various stakeholders

Stakeholder Uses

Payers: Provincial health ministries, cancer Assess actual uptake, effectiveness, and cost-effectiveness

agencies, private payers etc. e Re-evaluate funding decision
e  Re-negotiate pricing
Regulators (e.g., Health Canada) e Safety and efficacy surveillance

e Amend approved indications
e Notice of compliance with conditions
e  Supplement RCTs
HTA Bodies e Reconsider/reassess past recommendations
e  Optimal use
e Inform future submissions

pCPA e Integrate RWE studies into pricing/listing agreements

PMPRB e Inform the price review for patented medicines

Healthcare Practitioners (Clinicians, e Effectiveness and safety in practice

Pharmacists) e Evaluate outcomes such as optimal use, quality of life, disease-free

survival, and progression-free survival
e  Continuing medical education

Patients/ Caregivers e Assess outcomes such as effectiveness, safety, optimal use, quality
of life, disease-free survival, and progression-free survival

Public e  Effective and efficient use of resources

Industry e Requirements for future studies

e Improve market access

Consideration 3: Potential outcomes for RWE studies

RWE studies have the potential to answer questions on outcomes that may be difficult to study using
traditional clinical trials. Table 3 lists some of the common outcomes that WG members felt
stakeholders may be interested in. The common outcomes of interest included comparative
effectiveness, safety, cost-effectiveness, and budget impact. The WG members noted that the type of
RWE needed would depend on the drug or RWE question proposed.
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Table 3: Outcomes of interest for RWE studies

Clinically relevant outcomes Policy relevant outcomes

e Long term clinical effectiveness e Uptake of treatment

e Comparative effectiveness e Resource utilization

e Safety monitoring e Drug wastage

e Longterm side effects e Treatment delivery

e  Duration of treatment e Budget impact

e  Optimal dosing ¢ Incidence and prevalence of a disease/indication
e Rates of discontinuation e Sequencing of different treatments in a

e Patient reported outcomes therapeutic space

e Quality of care

Consideration 4: Quality of RWE
The WG members highlighted the importance of using high-quality evidence to inform decision-making.

The sources and the quality of RWD were noted as particularly important when interpreting RWE. The
process of generating RWE must be rigorous and employ methodologies appropriate to the study
question. The WG members acknowledged that RWE studies lack the randomization process that is a
central component of high-quality clinical trials. As such, the members view RWE studies as
complementary to evidence from traditional clinical trials. Some members also suggested that the
intended application of RWE should be considered. Decisions affecting initial drug funding require more
robust evidence in comparison to subsequent modifications to the initial funding criteria.

In 2023, CADTH in partnership with Health Canada and INESSS, published a guidance document outlining
the principles and standards for generating and reporting RWE to support decision-making in Canada®.

Consideration 5: Provincial infrastructure for RWE

In the Canadian healthcare system, most decision-making falls under the purview of provincial and
territorial governments. There are variations between provinces and territories with respect to
population size and characteristics, range and scope of insured services, and other considerations
related to access to care. Local and provincial priorities must be considered and incorporated into the
national RWE infrastructure. The WG members considered different types of models for a national RWE
structure that would embrace provincial priorities. One potential model would be for provincial
priorities to be submitted to a national body dedicated to RWE that would develop consensus for
national priorities. The WG members acknowledged the importance of dedicated funding and resources
for RWE projects. CADTH’s Post-Market Drug Evaluation (PMDE) program is a potential lever to
coordinate and execute RWE projects. The program has established ColLab which is a distributed
network of granted research teams and contractors*®. The learnings from the CanREValue Collaboration
have led to the development of the Canadian Cancer Real-world Evaluation (CCRE) program, one of four
granted Core Network Partners with CADTH’S PMDE, ColLab, network. CCRE has a dedicated
collaboration with Health Data Research Network Canada (HDRN) to provide/leverage additional
Canadian data®®.
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Consideration 6: Stakeholders involvement for planning and selection of potential RWE projects

The WG members acknowledged that different stakeholders should be included to gather a broad range
of important RWE questions. In addition, the selection of an RWE project requires comprehensive
collaboration from different stakeholders. For example, patients and clinicians best understand current
trials and gaps in the treatment landscape. Payers and administrators understand budget constraints.
Researchers and HTA agencies understand approaches to critically assess the evidence and value of
health technologies. Manufacturers can provide insight (or information) on ongoing studies (clinical
trials or RWE studies) at both pipeline meetings with provincial drug programs and pre-submission or
early Scientific Advice meetings with HTA bodies. When selecting an RWE project, a balance between
value implications and pure academic interests needs to be struck due to limited resources. Moreover,
priority setting from the payer perspective requires a focused assessment body with insight into the
funding landscape and policy-relevant needs.
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Part 2: Phase | of the RWE Framework — Identification, Selection and Prioritization of
RWE questions

Phase | of the framework focuses on the identification, selection, and prioritization of potential
uncertainties that may be addressed through the generation of RWE through retrospective analysis of
administrative population-based data. The final model for Phase | identification, selection and
prioritization of RWE questions is outlined in Figure 4.

Topic Identification & Selection Process Prioritization of RWE Questions

Horizon Scanning

Heaith Canada

HTA

. Deliberative Approach
Analytical Approach -

- - 1
r o T e
Eligibility =z A
Criteria e o o o o I 81 poean 2.2 Project B
. 1= = 1 -
I g D, ProjectB ‘ :. Project C
e o e o & sl -
=] Projectc Y
P EWEERIS | 3 S22\ A roo
Project D
o]
s _sg sps . . MCDA Criteria Case specific considerations
Eligibility Criteria Are there any important
Criterion 1: Uncertainties in the clinical benefit and/or alignment with patient Importance of RWE Feasibility of RWE considerations that are not
values Question Question included in the MCDA rating
A . e ) . items that are specific to this
Criterion 2: Uncertainties in value for money or feasibility of adoption of the drug Drug’s perceived Ability to identify a case that may Impact the
incremental benefit comparator 3 ority f o
Criterion 3: The identified uncertainties listed in criteria 1 and 2 are not expected importance/priority for payers?
to be resolved by evidence from future planned studies Magnitude of uncertainty  Ability to identify cases
Criterion 4: Can the question/uncertainties potentially be answered by available . o High Priority: Both feasibility &
data and methods? RElwa_n_ce of uncertainty Availability c;_f A importance are scored high
to decision-makers comprehensive data

T - T— Medium Priority: Feasibility or
Criterion 5: Can the study potentially be completed before the patent expiration importance (not both) are scored

date? Availability of necessary high

expertise & methodology o |y priority: Both feasibility &
importance are scored low

Figure 4. CanREValue Proposed RWE Framework — Phase I: Identification, selection and prioritization

1.1 Phase I: Topic Identification and Selection Process

The CanREValue Proposed RWE framework is intended to facilitate both early planning of RWE studies
prior to funding decisions and to support RWE studies for currently reimbursed drugs. The first step of
the framework is to identify potential uncertainties/questions that may benefit from RWE analysis for
the purpose of reassessment. Initial reassessment can be initiated by different stakeholder groups and
organizations, such as decision-makers from HTA bodies, provincial drug programs, regulatory bodies,
clinicians, manufacturers, payers or by patient representatives throughout the lifecycle of the drug,
particularly during the regulatory and HTA processes'y. The intention of this step is to identify a broad
list of questions that may be addressed by RWE projects.
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Uncertainties/questions can be identified through either proactive or reactive identification. Proactive
identification occurs as new drugs are anticipated to enter the Canadian market (e.g., CADTH early
scientific advice, pipeline meetings, early submission meetings to CADTH/Health Canada). Whereas
reactive identification occurs as new drugs undergo regulatory approval, health technology assessment,
or pricing discussions. This approach allows for the identification of potential questions of interest to
different stakeholders that might be addressed by RWE generation (e.g., HC, CADTH-pERC review,
clinicians, PAG and patients).

To aid in identifying potential uncertainties, a set of eligibility criteria have been developed to help users
determine whether the uncertainties surrounding the clinical use (criterion 1) and/or economic value
(criterion 2) of a drug can be appropriately addressed through RWE generation (Figure 5). To avoid
duplicative work, criterion 3 ensures the identified uncertainty is not expected to be resolved by
evidence from future planned studies. To ensure that potential uncertainties can be addressed in a
timely manner, criteria 4 and 5 help users determine whether the uncertainty can be addressed by
available data and methods and before the patent expiration date.
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Criterion 1: Uncertainties in the clinical

benefit and/or alignment with patient values

Uncertainty in the long-term comparative
effectiveness, long-term comparative toxicity, or
magnitude of clinical benefits (e.g., study setting
with indirect treatment comparisons, single-arm
evidence, early study termination, or crossover
between arms)

Uncertainty in the generalizability of the evidence
(e.g., study findings based on small trials or limited
external validity)

Uncertainty in alignment with patientvaluesand
preference (e.g., study findings that reported

minimal quality of life data or patientreported =****

Criterion 2: Uncertainties in value for money

or feasibility of adoption of the drug

Uncertainty in long-term cost-effectiveness
Potential large or uncertain budget impact
Consideration include: uncertainties in cost per
patient, drug delivery costs (including wastage),
treatment duration, uptake and utilization
Challenges related to adoption feasibility
Considerationsinclude:lack of evidence of
optimalsequencing,impact on treatment
pathway

outcomes)

Uncertainty in clinical practice pattensuch as
optimal dosingand prescription patterns 1/»

= Atleast one criterion has to be
. met in order to proceed to
H Criterion 3.

Figure 5. Eligibility criteria for identifying potential RWE questions

/

Criterion 3: The identified uncertainties listed
in Criterion 1 and 2 are not expected to be
resolved by evidence from future planned

studies

No other relevanttrials or studies currently
underway to address the uncertainties
Absence of full regulatory approval/oversightfor
indication

NOC/c, particularly when stated conditions may not
fully resolve uncertainty for indication e.g.,
confirmatory study beingconducted in a different
setting

Absence of NOC for the stated indication (off-label
use)

> Not suitablefor
reassessment review

Not suitable for

§

Criterion 4: Can the question/uncertainties
potentially be answered by available data and
methods?

reassessmentreview

Not suitable for

Criterion 5: Can the study potentially be
completed before the patent expiration date?

reassessmentreview

Not suitable for

-

Proceed to prioritization process

reassessmentreview

Abbreviation: NOC, Notice of Compliance; NOC/c, Notice of Compliance with conditions

21| Page



[ENREValue

Value-based decisions from Real World Evidence

1.2 Phase lI: Prioritization of RWE Questions

Once an uncertainty has been identified and screened, the next part of the framework involves
prioritizing proposed RWE questions using a standardized process involving both analytical methods
(multi-criteria decision analysis (MCDA) rating tool) and engaging in a deliberative process with a multi-
stakeholder group of experts and a moderator. An important component of the prioritization process is
assessing the importance of the RWE question identified and the feasibility of conducting an RWE
evaluation of relevance to stakeholders, particularly payers. We recommend that the prioritization
process occurs after the HTA recommendation has been issued and in parallel with pricing negotiation.
However, we recognize the potential role of the prioritization process (application of the MCDA), if
applied earlier in the framework, in helping HTA agencies determine whether they should consider a
time-limited recommendation based on RWE for future assessment.

The prioritization process involves the following three main components: consensus building,
deliberation, and prioritization (‘MCDA process’). In an effort to increase transparency, reliability, and
accountability in the decision-making process, the WG developed a tailored MCDA rating tool in
collaboration with an expert in MCDA application (F.D.)¢ in accordance with the International Society of
Pharmacoeconomics and Outcomes Research (ISPOR) Good Practices Guidelines (described below)2°,
The MCDA process should be led by an experienced and knowledgeable moderator and involves the
participation of key stakeholders involved in cancer drug funding across Canada (‘MCDA committee’).

The MCDA committee members should include a minimum of ten participants with expertise in drug
funding decision-making, fulfilling the following critical roles, recognizing select participants may fulfil

more than one role:

e Clinical expert e Health economist

e Payer e pan-Canadian Advisory Group (PAG) member
e Methodologist e pan-Canadian Oncology Drug Review Expert
e Patient representative Review Committee (pERC) member

e Public member e pan-Canadian Pharmaceutical Alliance (pCPA)
e Bioethicist member

The MCDA rating tool consists of seven specific criteria, each with a unique 3-point rating scale, divided
into two groups, designed to assess the importance and feasibility of conducting an RWE study (a copy
of the MCDA rating tool is found in Appendix E)°. Criteria in Group A assess the importance of an RWE
guestion by examining the (1) drug’s perceived clinical benefit, (2) magnitude of uncertainty identified,
and (3) relevance of the uncertainty to decision-makers. Criteria in Group B assess the feasibility of
conducting an RWE analysis by assessing the (1) identification and assembly of cases and comparator
control cohort, (2) sample size for cases and comparator control cohort, (3) availability of data for

4 Francois Dionne was contracted by the CanREValue Collaboration as a consultant to support the development of
the MCDA rating tool.
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covariates and outcomes and (4) availability of necessary expertise and methodology. The MCDA rating
tool is based on an additive model generating an aggregated weighted score for each RWE proposal,
ranging from 100 to 300, with a larger score indicating greater value. The development of the MCDA
rating tool is formally published in Parmar et al., 2023°.

Consensus building involves evaluating the importance and feasibility of the RWE proposal using the
MCDA rating tool with the goal of achieving consensus on the rating for each criterion. After consensus
is achieved for each criterion in the rating tool, committee members continue deliberations factoring in
case specific considerations (i.e., additional factors not included in the MCDA rating tool that were
specific to the file and may impact the importance and/or priority for payers). Subsequently, MCDA
committee members proceed to voting on the priority level for each RWE question assessed with the
goal of achieving a collective priority level reflective of stakeholder deliberations. Priority levels are
defined as high priority (i.e., importance and feasibility are both assessed high), medium priority (i.e.,
importance or feasibility are assessed high but not both) or low priority (i.e., both importance and
feasibility are assessed low).

WG members recommend re-evaluating the MCDA rating tool periodically to ensure the criteria and
assigned weights are capturing what is intended and continue to be relevant in the current landscape.
WG members highlighted the importance of maintaining transparency and accountability throughout
the selection and conduct of RWE projects. In an effort to manage stakeholder expectations, a list of
prioritized RWE projects (high, medium, or low priority) should be made publicly accessible for all
stakeholders. The intent is to ensure studies being undertaken are publicly available (e.g., posting on the
CanREValue website), to allow other interested stakeholders an opportunity to consider conducting an
RWE study and lastly to reduce duplicative effort/work.

Related Publications

e The development of the MCDA rating tool is formally published in Parmar et al. 2023
Parmar A, Dai WF, Dionne F, Geirnaert M, Denburg A, Ahuja T, Beca J, Bouchard S, Chambers C,
Hunt MJ, et al. Development of a Multi-Criteria Decision Analysis Rating Tool to Prioritize Real-
World Evidence Questions for the Canadian Real-World Evidence for Value of Cancer Drugs
(CanREValue) Collaboration. Current Oncology. 2023; 30(4):3776-3786.
https://doi.org/10.3390/curroncol30040286

e The outcomes and lessons learned during the validation exercise conducted in collaboration
with CADTH’s PAG is described in the following publication: Takhar P, Geirnaert M, Gavura S,
Beca J, Mercer RE, Denburg A, Mufioz C, Tadrous M, Parmar A, Dionne F, et al. Application of
Multi-Criteria Decision Analysis (MCDA) to prioritize real-world evidence studies for Health
Technology Management: Outcomes and lessons learned by the Canadian Real-World Evidence
for Value of Cancer Drugs (CanREValue) Collaboration. Manuscript submitted for publication.
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Section 2: RWE Reassessment and Uptake Working Group

Part 1: Considerations for developing the Reassessment Process

The following considerations helped to inform the development of Phase | (Identification, selection,
prioritization of RWE questions), Phase Il (Initiating and planning an RWE study) and Phase IV
(Conducting reassessment) of the CanREValue RWE Proposed Framework. A detailed description is
provided in Appendix D.

Consideration 1: Definition of Reassessment
For the purpose of the CanREValue Collaboration, the definition of reassessment is as follows:

“A structured, evidence-based assessment of the clinical, social, ethical, and economic effects of a
technology currently used in the healthcare system, to inform optimal use of that technology in
comparison to its alternatives.

The “reassessment review” refers to the subsequent review of a drug that has been previously
reviewed by CADTH or INESSS. A reassessment review refers to the action of critically appraising
new data that has been collected since the initial review and issuing a recommendation based on the
critical appraisal of the new data. It does not encompass the collection of the new data.?* — (Soril et
al, 2017)

Consideration 2: Who would initiate the reassessment process?
The WG members recommend that the reassessment reviews be initiated by*!:

i The federal, provincial, or territorial drug programs/jurisdictions;
ii. Cancer agencies (including tumour groups in some jurisdictions);

Industry (at the initial funding stage or when new evidence on a funded drug becomes available)

Consideration 3: Reassessment recommendation by HTA agency

The WG members discussed the particular context when HTA agencies such as CADTH-pERC make a
preliminary recommendation noting that more data needs to be collected to address uncertainties
identified in the review. This additional data would then be the focus of the reassessment review. The
WG members outlined the following factors to be considered:
i. The data needed for the reassessment review. This could include details on outcomes, such as
safety, utilization, etc.
ii. The timeline for the review, based on the information made available at the time of the
recommendation.
iii. Considerations regarding who should be responsible for 1) collecting the data and; 2) initiating
the reassessment review (i.e. industry or jurisdictions).
a. WG members identified several stakeholders/groups that could potentially conduct the
RWE study, such as:

e Academic groups e Payers
e  Core groups of individuals within each e  Manufacturers/Industry
provinces e Members of the CanREValue Collaboration
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e Credible independent third party (e.g.,
a group at arm’s length from payers
and manufacturers such as an HTA
agency)

The Expert Review Committee could use the following criteria to establish whether the initial
recommendation should include a condition for data collection and a subsequent reassessment review:

e High unmet need (i.e., no reasonable, publicly funded treatment alternatives available); and

e C(Clear signal of benefit, but with substantial uncertainty in the magnitude of benefit compared
with standard of care; and

e Feasible to gather information to address areas of uncertainty

Moreover, it was noted that at any time point between the issuance of the Expert Review Committee’s
final recommendation on the initial review and the initiation of a reassessment review, a jurisdictional
committee (e.g., Provincial Advisory Group) could indicate that a reassessment review is no longer
required. One example as to why there may no longer be a need for a reassessment review would be
that a new comparator treatment became available that is unequivocally superior to the drug under
consideration. Another example could be that a change in the funding algorithm could make the use of
the drug for a certain indication essentially obsolete.

Consideration 4: When to initiate a reassessment review?

As part of the proposed framework, the reassessment review should follow similar procedures to the
CADTH reassessment process. A reassessment at CADTH aims to address key concerns/uncertainties
from the initial recommendation related to the comparative clinical benefit and/or cost-effectiveness of
a single drug?>?2, A reassessment review must undergo an eligibility review to ensure that the new data
addresses the uncertainty in the initial recommendation?>?2, The timeframe between the original
recommendation and the reassessment will be dependent upon the time required to obtain the data
required for the reassessment.

Consideration 5: Tailored vs Comprehensive Review?

The WG members considered the advantages and disadvantages of having two reassessment review
streams: a tailored review and a comprehensive review. There was substantial discussion on both
possible streams and initially there was support for two distinct review streams. However, the WG
finally decided that having one comprehensive reassessment review option was most appropriate at this
stage. They made this decision because, without experience, it was difficult to delineate what questions
would require a tailored versus a comprehensive reassessment review. The Reassessment and Uptake
WG suggested that a tailored review may be possible once the system has had some experience with
reassessment reviews and would be better positioned to determine which questions warranted a
comprehensive versus a tailored reassessment review.
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Consideration 6: Incorporation of cost-effectiveness analysis

The WG members discussed that a cost-effectiveness analysis may not be needed in all reassessment
reviews; however, without experience, it was difficult for the WG members to determine in which
scenarios a cost-effectiveness analysis would be beneficial. The WG members felt that with experience
there would likely be situations where another type of costing analysis might be sufficient to inform a
recommendation on a reassessment review. Once there is more experience with reassessment reviews,
the requirement to have cost-effectiveness analyses for all reassessment reviews should be
reconsidered.

Consideration 7: Recommendation framework — Reassessment quadrants

There was agreement amongst the WG participants that the recommendation framework for
reassessment reviews be modelled after the pERC Deliberative Framework® (Clinical Benefit, Patient
Values, Economic Evaluation, Adoption Feasibility). All quadrants could be similar to the deliberative
framework for the initial review with the exception of changing the “Adoption Feasibility” quadrant to
an “Implementation and Sustainability” quadrant. This latter quadrant would consider factors such as
drug utilization, budget impact analysis, and an assessment of if and how the funding algorithm has
changed since the initial review. It was proposed through the external stakeholder consultation process
that ethics should have a designated evidence category during the review process. WG members
recognize the importance of ethical considerations in the context of the reassessment process. Ethical
considerations will be embedded throughout the reassessment process, in the same way that ethics and
related concepts such as procedural fairness are embedded in HTA processes in Canada.

Consideration 8: Proposed Recommendation Categories
Three recommendation categories were proposed for the draft reassessment review process:

1) Status quo
— There are two possible scenarios:

e The data provided for the reassessment review confirmed the effectiveness,
safety, and cost-effectiveness of the initial review. There is no need to change
the current reimbursement recommendation, and the condition of collecting
RWE would be removed.

e The data provided were insufficient to address an important question of
effectiveness, safety, or cost-effectiveness. Additional data and subsequent
reassessment are required.

2) Reuvisit funding criteria or pricing
— The reassessment committee felt that based on the new evidence reviewed, the
criteria for funding need to be revised (e.g., broader or narrower indication); and/or
— The committee felt that based on the new evidence reviewed, the cost effectiveness
of the drug has changed (e.g. the drug performed better or worse than expected on
one or more key outcomes of interest). Jurisdictions should evaluate whether
existing pricing agreements need to be revised.

€ Note: These four quadrants are no longer explicitly used as part of pERC’s Deliberative Framework

26 |Page



[ENREValue

Value-based decisions from Real World Evidence

3) Do not continue funding/delist

— The reassessment committee concluded that there was at least one other better
alternative treatment available (based on patient preference, effectiveness, safety,
and/or cost-effectiveness).

— Rationale/Explanation: The purpose of RWE is not to delist treatment but rather to
address uncertainties about the value of new interventions, which could facilitate
access to new drugs. However, it is unlikely that a recommendation would be made
to delist a drug in the absence of strong evidence against its use. A recommendation
to stop funding may be appropriate, for example, if a drug proves to be more toxic
and/or much less effective than other available treatment options. A
recommendation to delist would be dependent on the specific circumstances, taking
account of available treatment options and appropriateness of choice for patients
and clinicians. As is the case with initial recommendations, payers would consider
this recommendation in the context of the therapeutic space after careful
consideration and deliberation.

Consideration 9: Prioritization of drugs for data collection and reassessment reviews

There will need to be a method to prioritize which drugs require reassessment reviews, as HTA
organizations have constrained budgets and could not conduct reassessment reviews for all drugs.

The WG members considered that a jurisdictional group (or groups), such as the Provincial Advisory
Group (PAG), could potentially inform the (1) prioritization of which drugs should be considered for data
collection and (2) subsequent reassessment reviews. Depending on the proposed framework, these two
steps may be informed by two separate groups. It is important to note that the purview of the Planning
and Drug Selection WG was to propose which drugs would be considered for data collection, and this
was out of scope for the Reassessment and Uptake WG. It was acknowledged, however, that in order
for a jurisdictional group (or groups) to inform prioritization for data collection and reassessment
reviews, they would require:

e Aframework or criteria to help inform how drugs are selected/prioritized for data collection
(and subsequent reassessment reviews)

e A method/mechanism to receive perspectives from other key stakeholders (i.e., clinicians,
patients, Health Canada, pCPA etc.)

It was the opinion of the WG members that setting an upper limit (i.e., cap) on the number of
reassessment reviews was not ideal. However, this may need to be considered in order to manage the
volume of potential reassessment reviews.

Consideration 10: Stakeholder involvement in the reassessment review process

It is proposed that the procedures for engagement with patients, clinicians, payers, and industry used
during the original drug reviews be applied to reassessment reviews since these procedures are well
established within the HTA community. However, the data requirements for reassessment reviews may
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vary from those for original reviews. Therefore, this will likely need further exploration to determine if
the current mechanisms for original reviews are sufficient.

Consideration 11: Appeals Mechanism

Through stakeholder consultation it was proposed to consider an appeals mechanism to “protect
consistency/transparency” allowing stakeholders (e.g., researchers, manufacturers) to include new
clinical or economic data. It is expected that the reassessment process will be similar to existing
assessment processes which allow for a number of opportunities for stakeholders to provide input,
including pre-submission, input on review and feedback on recommendation, and procedural review.
WG members recognize the importance of an appeals mechanism in the reassessment process and have
flagged this suggestion as a future direction.
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Part 2: Phase Il of the RWE Framework — Initiating and planning an RWE Study

Phase Il of the CanREValue Proposed RWE framework focuses on initiating an RWE study and outlines the
preparatory work required for prioritized RWE projects, including obtaining research ethics approval,
designing the implementation plan, and consulting with methodological and data experts.

Note: Phase Ill of the framework focuses on conducting an RWE study, including data collection and analysis.
Phase lll is the primary focus of the RWE Data and Methods WG and is out of scope for this report.

2.1 Phase lI: Initiating and planning an RWE Study

Phase Il of the CanREValue Proposed RWE framework outlines the process of planning and
communicating an RWE study for prioritized RWE projects (identified at Phase | of the framework) with
attention to the following objectives: (a) addressing the specific needs of the key stakeholders, (b)
building consensus on the methods for the RWE study and (c) eliciting stakeholder buy-in, input and
agreement to support the uptake of the reassessment recommendations.

The output of this process is the final, approved version of an RWE Implementation Plan, including the
final study protocol and project summary. The RWE Implementation Plan aims to guide the process of
conducting and implementing the RWE study with integrity and transparency. This process involves
collaborating and engaging with key stakeholders with a range of expertise throughout the development
of the study plan to ensure successful implementation of the reassessment recommendations. Based on
WG discussion, a timeline of 2 — 6 months is proposed, recognizing timelines may vary depending on the
complexity of the RWE project.

A list of all planned and ongoing RWE projects detailing the project objectives, methods and timelines
will be made publicly available to all stakeholders (e.g., posting on the CanREValue website).

RWE Implementation Plan

The RWE Implementation Plan is a guidance document (or a “blueprint”) for the RWE study. It
encompasses the key stakeholders, their roles, and responsibilities, outlines contingency plans for the
study and provides a high-level overview of the key components of the study protocol and lastly
describes strategies for implementing the RWE study.

The RWE Implementation Plan seeks to identify and/or describe the following:
(1) Rationale and context for conducting the RWE study
(2) Key stakeholders, their requirements (needs) and define their roles/responsibilities

(3) Components of the study protocol, including objective, rationale, data sources and stakeholders
involved in the development of the protocol and conduct of the RWE study

(4) Engagement activities (outline opportunities for feedback)
(5) Communication strategies (outline who will receive RWE study updates, etc.)

(6) Project summary outlining the key components of the study, including reassessment outcomes
and continency plans (reassessment uptake)
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Table 5 provides a brief description of each section of the RWE Implementation Plan. A complete copy of
the RWE Implementation Plan can be found in Appendix E. RWE Implementation Plan Template

The overall process of developing the RWE Implementation Plan is outlined in Figure 6.

Table 5. Description of the RWE Implementation Plan

RWE Implementation
Plan Section

Section 1: General
RWE Study
Information

Description

e This section describes the general study information and outlines key team
members and authority levels.

Rationale

e Increases transparency
e  Easily locate information on key team members, funding information and
decision-makers

Section 2: Context and
Rationale

e This section describes the current status of the health technology under review
and a high-level description of the rationale for conducting the RWE study.

Rationale

e Clearly describes why the particular drug was selected for RWE assessment
e Increases transparency and avoids the perception of ‘cherry picking’

Section 3: Stakeholder
identification, roles &
responsibilities

e This section identifies key stakeholders who may impact and/or may be impacted
by the RWE study and outlines stakeholders' roles and responsibilities in the
implementation plan (e.g., RACI chart), study protocol and RWE study.

Rationale

e C(Clearly identifies key stakeholders, and defines their roles/responsibilities
e Ensures all stakeholders understand their roles and boundaries within the
reassessment process

Section 4: RWE Study
Information

e This section provides a high-level overview of the RWE study to support protocol
development such as project objectives, study design, outcomes of interest,
provincial/territorial involvement, project schedule (e.g., timelines, milestones,
Gantt chart), and deliverables.

Rationale
¢ Information provided supports the development of the Study Protocol
e Ensures all stakeholders involved in the development of the Study Protocol are
aware of study timelines, milestones, deliverables, and provincial involvement
e This section outlines how the Implementation Lead will communicate with
stakeholders identified in Section 3 and describes the engagement opportunities
Section 5: (e.g., feedback process).
Communication & .
Engagement Strategy Rationale
e  Ensures the RWE study incorporates and engages with a diverse group of
stakeholders
e Increases transparency and buy-in of the final RWE Implementation Plan
This section describes in detail how the RWE study will be completed addressing the
Study Protocol specific research questions, data sources, data collection methods, and statistical

methodologies for data analysis.
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This section describes the key components of conducting and implementing the RWE
study. The project summary will outline key information that will help to
support/inform pricing negotiation and/or reassessment. Key components include
the study objectives, study timelines, parties involved in the RWE study, data
collection measures, reassessment outcomes, contingency plans, costs associated
with conducting the study and responsibilities of those involved.

Project Summary

Step 1: Generate Implementation Plan
based on stakeholder needs

Part A: Section1-5
51: G | RWE Study Inf i
52: Context & Rationale
53: Stakeholder Identification, Roles &

Step 3: Stakeholder Consultation

Responsibilites = = m e s Review & finalize the RWE Implementation Plan
54: RWE Study Information o ——
55: Ci ication & Engag ™
Strategy A
Final RWE
!~ ~|  Implementation
Plan )
: Step 2: Provinces & Researchers
Part B: generate study protocol
Project Summary
Legend
________ Stakeholder
consultation
Components of the RWE
Implementation Plan

[ Framework Outputs ]

Figure 6. Phase Il of the CanREValue Proposed RWE Framework — Initiating and planning an RWE Study

Step 1 begins with developing Part A of the Implementation Plan, which is to be completed prior to the
development of the Study Protocol (Step 2). Part A consists of five sections outlining the general study
information (section 1), rationale for conducting the study (section 2), stakeholders’ roles and
responsibilities (section 3), RWE study protocol information (section 4) and the communication and
engagement strategy (section 5). The Implementation Plan Lead along with key stakeholders identified
in section 3 (3.1.1) will form the core team responsible to complete Part A. Key stakeholders and
provinces will be engaged early on in the process to ensure stakeholders needs are accounted for and
reflected in the preliminary Implementation Plan.

The objective of section 3 of the RWE Implementation Plan is to identify all stakeholders who may
impact and/or be impacted by the RWE study/reassessment recommendation. Suggested stakeholders
include, but are not limited to, clinical experts, decision makers (public payers/provinces), HTA, pCODR,
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PERC, health service researchers with HTA expertise, Health Canada, data scientists, methodologists,
health economists, ethicists, manufacturers, patients, private payers, clinical groups, and
family/caregivers. Payers and decision-makers and methodologists and ethicists have been identified as
key stakeholders in developing the RWE Implementation Plan and study protocol, respectively.

Step 2 involves engaging with provinces and researchers identified in section 3 (3.1.2) of the
Implementation Plan in developing the Study Protocol.

Once the Study Protocol has been established (Step 2), Part B of the Implementation Plan is to be
completed which consists of the Project Summary.

Once the Preliminary RWE Implementation Plan has been drafted, the last step in the process involves
engaging with a broader stakeholder group (Step 3), who may or may not have been involved in the
previous feedback and review processes, to review and finalize all components of the Implementation
Plan (Part A and B) and the Study Protocol to produce the final output of this process: the Final RWE
Implementation Plan.

It is important to note the development of the Implementation Plan is an iterative process. As
information becomes available, the Implementation Plan may be updated/revised during this phase.
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Part 3: Phase IV of the RWE Framework — Conducting reassessment

The fourth, and final, phase of the framework focuses on the reassessment submission process, evaluation of
the evidence, and adoption of the reassessment recommendation (Figure 7).

Phase Il: Initiating and Planning an RWE Study Re-assessment & Uptake of Evidence
|~ al
l Final RWE l CADTH/INESSS
1 Implementation 1 (HTA

Plan

Reassessment) — -

* Revisit Funding

+ Status Quo

* Delist (Disinvestment)
| Revisit Price \

Provincial Payers

(Changes in

Sl Funding Decision)

(Pricing
Re-negotiation)

Phase IlI: Conducting an RWE Study

(Note: Not in scope of the Policy WG Report) .
Phase IV: Conducting Reassessment

g F k
Legend [ Stakeholders ] [ r;:lev::)sr ]
Drug Product Pathway ——» P

Sequential Pathwa —

h v Framework
Influence . _____ Additi
Stakeholderinputs - — — — DI

Figure 7. Phase IV of the CanREValue Proposed RWE Framework — Conducting Reassessment

3.1 Phase IV: Submission for Reassessment

Once the RWE project is conducted and completed (Phase lll), the first step of the reassessment process
(Phase IV) includes formatting the results from the RWE study into the reassessment submission template.
This part of the framework is a transition step bridging the completion of the RWE study to when the actual
reassessment occurs. Researchers involved in conducting the study are instructed to format the results from
the RWE study and compile the evidence into the reassessment submission template producing a
reassessment file (note: this process should be similar to the current process for drug submission).

3.2 Phase IV: Reassessment of RWE evidence

Once the reassessment file has been developed and submitted to the HTA agency, the RWE study is
evaluated, and a reassessment recommendation based on the new evidence is issued. Three reassessment
recommendation options have been proposed’ by WG members and are outlined in Table 6**. The overall
reassessment process is illustrated in Figure 7. The evidence is evaluated based on the overall clinical benefit,
overall cost-effectiveness, alignment with patient values and implementation and sustainability.

f Future work will be to refine the reassessment process and identify approaches for implementing the
reassessment recommendations and RWE after a reassessment review is completed by an HTA agency.
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Table 6. Description of Reassessment Outcome Categories'!

Reassessment Description
Recommendation
Status Quo e Data provided for the reassessment confirmed the effectiveness, safety,

and cost-effectiveness of the initial review of the investigated drug, and
thus there is no need to change the current reimbursement
recommendation, and the condition of collecting RWE would be removed
or
e Data provided for the reassessment was insufficient to address an
important question of effectiveness or cost-effectiveness, and additional
data and subsequent reassessment is required
Revisit Funding Criteria or e Data provided for the reassessment warranted a revision to the criteria
Pricing for funding (i.e., broader or narrower indication), and/or
e Data provided for the reassessment modified the cost effectiveness of
the drug (i.e., the drug performed better or worse than expected on one
or more key outcomes of interest), and jurisdictions should evaluate
whether existing pricing agreements need to be revised
Do not continue to fund/ e Data provided for the reassessment confirmed that there was at least
Delist* one superior alternative treatment available, based on patient
preference, effectiveness, safety, and/or cost-effectiveness

* After careful consideration of the feedback received and in keeping with alignment of CADTH’s Reassessment Framework?2, WG
members have retained this recommendation category and understand the importance of explicitly communicating the rationale for
this recommendation to increase transparency and trust within the reassessment process (Appendix D).

Figure 7 outlines the preliminary model of the reassessment process:

e For consistency with the initial drug review process, reassessment reviews should be conducted
by CADTH and INESSS in Quebec.

e |t was proposed through the external stakeholder consultation process to harmonize
the reassessment process between CADTH and INESSS. As this is beyond the scope of
our framework development, we have forwarded this feedback to the respective
organizations for broader consideration.

e An expert review committee will make the recommendations which will be used to help inform
drug funding decisions, consistent with the initial review process. Evidence from the
reassessment review will inform the recommendation from the expert review committee.

e All types/sources of data could be considered, provided that they appropriately address issues
of uncertainty.

e The timeframe for conducting the reassessment review (not including data collection) should be
about 6 months.

e Reassessment reviews should not be conducted for all drugs.

3.3 Uptake of the Reassessment Recommendation / Uptake of RWE Evidence

Future work will be to refine the reassessment process and to identify approaches for implementing the
reassessment recommendation/RWE after a reassessment review is completed by an HTA agency.
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Stakeholder Consultation

The CanREValue Collaboration depends on the input of a broad range of stakeholders and feedback is
crucial to understanding the gaps and future directions of our work. We are especially interested in
hearing your thoughts on any barriers or facilitators that may impact the uptake of this framework.

To provide feedback and input on the Policy WG Final Report, please use this form (a separate browser
will open) by February 28, 2024 (5:00pm EDT): Feedback Form

Alternatively, comments and input can also be provided by email at canrevalue@cc-arcc.ca.

Thank you!
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Summary: CanREValue Proposed RWE Framework

Through an iterative process in collaboration with a pan-Canadian group of experts involved in cancer drug
funding, the CanREValue Collaboration has developed an RWE framework for the use and generation of RWE for
HTA reassessment. We have reorganized the previous draft framework to consolidate the eight steps into four
main phases which can be applied as a whole or in part. Each phase of the framework encompasses decision-
making by multiple stakeholders/expertise.

Phase | — Identification, selection, and prioritization of RWE questions

The first phase of the framework focuses on the identification, selection, and prioritization of reassessment
opportunities (evidence gaps and potential uncertainties) that may be appropriately addressed through the
generation of RWE.

Phase Il - Initiating and planning an RWE study

The second phase of the framework focuses on initiating and planning the RWE study and outlines the standards
and tools to develop an RWE implementation plan, including a study protocol (understanding the data
requirements/needs) and identifying key stakeholders.

Phase Ill = Conducting an RWE study

The third phase of the framework focuses on conducting the RWE study, including data collection and analysis.
Note this phase of the framework is outside the scope of the Policy WG Report and will be captured in the Data WG
Report.

Phase IV — Conducting Reassessment
The fourth, and final, phase of the framework focuses on the reassessment submission process, including the
evaluation of the evidence and adoption of the reassessment recommendation.

The final CanREValue Proposed RWE framework is outlined in Figure A.
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Phase I: Topic identification, selection, and prioritization

Topic Identification & Screening Process
Horizon Scanning

Health Canada HTA

JORINESSS

Pricing

Question
e o o o ; !

Question B

Eligibility,
Criteria |
Question C

Question D

e o e °
Pricing Funding Guestont |
Negotiation Amplementatior CQuesuon F

Eligibility Criteria

Prioritization of RWE Questions

Analytical Approach

Criterion 1: Uncertainties in the clinical benefit and/or alignment with patient
values

Criterion 2: Uncertainties in value for money or feasibility of adoption of the drug

Criterion 3: The identified uncertainties listed in criteria 1 and 2 are not expected
to be resolved by evidence from future planned studies

Criterion 4: Can the question/uncertainties potentially be answered by available
data and methods?

Criterion 5: Can the study potentially be completed before the patent expiration
date?

Topic Identification & Selection
Objective

-—-
oo RS
1 %: .
1 8 Project A -
9 ;I Project B ;‘a
12 =1 -
I =] erojectc -
1 o) -
Project D
L]
MCDA Criteria
Importance of RWE Feasibility of RWE
Question Question
Drug’s perceived Ability to identify a
incremental benefit comparator

Magnitude of uncertainty Ability to identify cases

Relevance of uncertainty
to decision-makers

Availability of
comprehensive data

Availability of necessary
expertise & methodology

Deliberative Approach

AProjectA
A Project B

Project C

A Project D

Case specific considerations
Are there any important
considerations that are not
included in the MCDA rating
items that are specific to this
case that may impact the
importance/priority for payers?

High Priority: Both feasibility &
importance are scored high
Medium Priority: Feasibility or
importance (not both) are scored
high

A Low Priority: Both feasibility &

importance are scored low

To identify uncertainties of RWE questions that could potentially be addressed through RWE assessment.

Who

Multiple stakeholders and groups can identify questions/uncertainties that may benefit from RWE assessment.

e  Proactive Identification: Horizon scanning, CADTH early scientific advice, pipeline meetings, early submission

meetings to CADTH/Health Canada

e Reactive Identification: Health Canada, CADTH-pERC review, clinicians, PAG and/or patients

Process

» Questions/uncertainties are to be identified at multiple endpoints in the drug funding process through the
application of specific eligibility criteria (described below)

e  Proactive Identification: Horizon scanning, CADTH early scientific advice, pipeline meetings, early submission

meetings to CADTH/Health Canada

e Reactive Identification: Health Canada, CADTH-pERC review, clinicians, PAG and/or patients
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Eligibility Criteria for identifying potential RWE questions

Criterion 1: Uncertainties in the clinical

benefit and/or alignment with patient values

. Uncertainty in the long-term comparative
effectiveness, long-term comparative toxicity, or
magnitude of clinical benefits (e.g., study setting
with indirect treatment comparisons, single-arm
evidence, early study termination, or crossover
between arms)

. Uncertainty in the generalizability of the evidence
(e.g., study findings based on small trials or limited
externalvalidity)

. Uncertainty in alignmentwith patientvalues and

preference (e.g., study findings that reported

minimal guality of life data or patient reported
outcomes)

Uncertainty in clinical practice patten such as

optimal dosing and prescription patterns

At least one criterion has to be
met in order to proceed to
Criterion 3.

Criterion 2: Uncertainties in value for money

or feasibility of adoption of the drug

Uncertainty in long-term cost-effectiveness
Potential large or uncertain budget impact
Consideration include: uncertainties in cost per
patient, drug delivery costs (including wastage),
treatment duration, uptake and utilization
Challenges related to adoption feasibility
Considerationsinclude: lack of evidence of
optimal sequencing, impact on treatment
pathway

/

I

reassessment review

Not suitable for

Criterion 3: The identified uncertainties listed
in Criterion 1 and 2 are not expected to be

resolved by evidence from future planned
studies

. No other relevanttrials or studies currently

underway to address the uncertainties

. Absence of full regulatory approval/oversight for

indication

NOC/c, particularly when stated conditions may not
fully resolve uncertainty for indication e.g.,
confirmatory study being conducted in a different

setting

. Absence of NOC for the stated indication (off-label

use)

[}

Criterion 4: Can the question/uncertainties

Not suitable for
reassessmentreview

potentially be answered by available data and

methods?

reassessmentreview

Not suitable for

Criterion 5: Can the study potentially be

completed before the patent expiration date?

L

reassessmentreview

Not suitable for

Proceed to prioritization process
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When
This step occurs in parallel throughout the lifecycle of the drug, particularly during the regulatory and HTA processes.

Deliverable
A list of potential RWE questions identified by the CanREValue Collaboration eligibility criteria.

Prioritization of RWE Questions

Objective

To prioritize potential RWE questions identified using both analytical methods (MCDA rating tool) and a deliberative
process.

Who

e The MCDA committee is responsible for applying the MCDA rating tool and deliberating and assigning a priority level
to the RWE question(s).

e The MCDA committee consists of a minimum of 10 stakeholders with representation from the list below:

e  Clinical experts e Ethicists/Bioethicist
e  Payers e Health economist

e Methodologists/Data experts e pERC members

e Patients e PAG members

e  Public Members e pCPA

Process

e Screened RWE question(s) will be assessed using the MCDA rating tool (a copy is provided in Appendix E)

e  Once the questions have been scored using the MCDA rating tool, the MCDA committee will deliberate and assign a
priority level (high, medium, or low priority)

When

e  We propose that this step occurs after the HTA recommendation is issued and in parallel with pricing negotiations

e  We recognize there is potential to use MCDA earlier in the process to help HTA decide whether to consider a time-
limited recommendation based on RWE for future reassessment

Deliverables

e Alist of RWE projects of high priority to payers that can feasibly be addressed through retrospective analysis of
administrative population-based data.

e The final output of this step is a publicly available ranked list of RWE project that will inform Phase Il (Initiating an
RWE Study)

MCDA Maintenance
WG members recommend re-evaluating the MCDA rating tool periodically to ensure criteria and assigned weights are
capturing what is intended and continue to be relevant.
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Phase IlI: Initiating an RWE Study

Step 1: Generate Implementation Plan
based on stakeholder needs

Part A: Section1 -5
51: General RWE Study Information
52: Context & Rationale
53: Stakeholder Identification, Roles &
Responsibilities
54: RWE Study Information
§5: Communication & Engagement
Strategy

Step 3: Stakeholder Consultation
Review & finalize the RWE Implementation Plan

Final RWE |

il Implementation
Plan

<

Step 2: Provinces & Researchers
generate study protocol

Project Summary

Legend
Stakeholder
consultation

Components of the RWE
Implementation Plan

[ Framework Outputs ]

Objective

Guide the process of conducting and communicating a RWE study for a relevant health technology within the scope of the
CanREValue proposed RWE Framework, through attention to the following objectives:

= Addressing the specific needs of key stakeholders

= Building consensus on the methods for the RWE study

= Eliciting stakeholder buy-in, input and agreement to support the uptake of the reassessment recommendations.

Who
RWE Implementation lead and key stakeholders (to be identified at the onset of Phase 1)

Process

e Step 1: Development of the preliminary RWE Implementation Plan

e Step 2: Development of the Study Protocol

e Step 3: Finalizing the RWE Implementation Plan with broader stakeholder consultation

When
After prioritization of RWE questions (Phase 1); in parallel with the drug pricing negotiation.

Deliverable
A final RWE Implementation Plan that will enable future uptake of the evidence. The RWE Implementation Plan includes
the study protocol and project summary (a copy of the RWE Implementation Plan template can be found in Appendix E).
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Phase IV: Submission for Reassessment, Reassessment of the RWE and Uptake of Reassessment
Recommendation/RWE

Phase Il: Initiating and Planning an RWE Study Re-assessment & Uptake of Evidence
| L
| B I CADTH/INESSS |
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| Plan | i R J l’
. . eassessment) . .
1 * Revisit Funding
: * Status Quo
! * Delist (Disinvestment)
1
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1
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(Changes in
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Phase IlI: Conducting an RWE Study TR EY

(Note: Not in scope of the Policy WG Report)

Phase IV: Conducting Reassessment
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Submission for Reassessment

Objective
To develop a process for submitting evidence for the purpose of reassessment.

Who
Researchers who conducted the study and the HTA agency

Process
e  Format results from the RWE study into the reassessment submission template

e Submit the reassessment file to HTA*
*Note: Process should be similar to the current process for drug submission

When
After the RWE study is completed (end of Phase )

Deliverable
Reassessment file that includes the evidence from the RWE study

Reassessment of the RWE
Objective
To evaluate the RWE studies and issue reassessment recommendations based on the new evidence
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Who
HTA Agencies and stakeholders in the HTA process.

e Process
Evaluate the evidence based on:
0 Overall clinical benefit 0 Alignment with patient values
0 Overall cost-effectiveness 0 Implementation and sustainability

e Issue a reassessment recommendation of:
0 Status quo
0 Revisit funding criteria or Revisit pricing negotiation
0 Do not continue to fund/delist (disinvestment)

Deliverable
A reassessment recommendation, with supporting evidence from RWE studies

Uptake of Reassessment Recommendations/Uptake of RWE Evidence
Objective
To implement the reassessment recommendations into drug funding decisions and/or pricing

Who
TBD

Process
Implement reassessment recommendation
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