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INTRODUCTION

The US FDA has approved thirty-four cellular & gene therapy products, six of which are chimeric
antigen receptor T-cell (CAR T) immunotherapies.! Canadians are not guaranteed to see these
products, which are often developed outside Canada and associated with significant costs.
Therefore, the Canadian government is investing in homegrown CAR T-cell therapies through
groups like BioCanRx and Canada’s National Research Council.? These groups propose to help
provide access to Canadians by preparing Canadian healthcare systems, shifting manufacturing to
the bedside (also referred to as point-of-care or hospital-based manufacturing), subsidizing
development in Canada, and identifying new antigen targets. However, global industry and/or
homegrown CAR T-cell developers must successfully navigate technology transfer, translational
and commercialization pathways to succeed. (see Figure 1).

Figure 1 — High-level Product Development Processes
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weCANreg Consulting Group, Inc and Morse Consulting have supported many Canadian
regulatory and reimbursement successes, some homegrown but most from abroad. Anecdotally,
Canada's scientific and clinical data is sufficient to transfer from an academic to industry setting
(via licensing or company creation) but struggles to translate to the clinical and has yet to
successfully navigate commercial market access. “Regulatory uncertainty” and “drug costs” are
often cited as possible reasons. Neither assertion is productive without considering the underlying
meaning, causes or potential solutions.

Using cancer immunotherapies (chimeric antigen receptor (CAR) T-cell therapies) as an example,
this White Paper offers Canadian researchers insights that will help their scientific discovery reach
routine clinical practice, with consideration given to the sustainability of Canada’s healthcare
system. It does this by identifying regulatory and reimbursement lessons learned throughout
development. These lessons are equally applicable to academics, clinicians, or industry
researchers, regardless of whether they seek a return on their investments.

Making a realistic determination of the market size for any new product is challenging, which
tends to lead to overestimation of market potential. The initial accessible patient population does
not correspond to the incidence and prevalence of disease,® nor does the market size necessarily
align to approved indications given existing market dynamics; however, with critical evaluation
and planning, the risk of erroneous market potential estimates can be mitigated. It is important to
understand that clinical trial design is pivotal in determining the product’s indication, subsequently
shaping its market size and potential revenue. Researchers must carefully consider the targeted
patient subgroups in a therapeutic space before designing clinical trials. Elements such as inclusion
and exclusion criteria, comparators, and trial duration can impact the final eligible population for
which payers will provide reimbursement. Therefore, researchers should strategically align
preclinical study plans and clinical trial design with the intended indication to optimize market
access and revenue potential.

Aligning clinical trial design to optimize indication for market access requires an understanding
of where the unmet need currently lies for a specific therapeutic space, how this unmet need will
likely change in the future, and where new therapy will fit into the existing treatment pathways.
Other factors influencing market potential include implementation challenges, development cost,
potential competition, and timeline to commercialization. Advancements in science and increased
interest will see more CAR-T cell therapy products coming into the market. Innovative strategies
that consider anticipated timelines and the shifting competitive landscape are critical to a
successful launch.



In commercializing CAR-T in Canada, the rebated price and eligible patient
population are determined through a stepwise and multi-stakeholder process.
Early strategic pricing and market sizing are critical to launch success.
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Cancer Immunotherapies Context

Multiple groups in Canada recognize the importance and value of supporting the translation of
cancer immunotherapies. These groups are responding to the global successes of early CAR T-cell
therapies targeting BCMA (multiple myeloma) and CD19 (non-Hodgkin's lymphoma and various
leukemias) surface antigens, and their desire to replicate the therapeutic success of those products
through home-grown technologies is understandable as a means to ensure these products are made
widely available to Canadians. They assert Canada’s National Research Council, in collaboration
with a network of Canadian research scientists, could enable more cost-effective CAR T-cell
therapies than industry, based on a range of hospital/clinic-based or subsidized biomanufacturing
facilities and novel antigens such as CD22.*

It is not hard to imagine how Canada might recreate or build upon CAR T-cell successes with
novel manufacturing or antigen targeting and Canadian infrastructure, but it is premature,
ambitious, and more complex than meets the eye. Using public funds, hospital-based
manufacturing, and functionally closed automated systems like Miltenyi’s CliniMACS Prodigy®
instrument,” it is possible to (i) reduce manufacturing costs involving Contract Development and
Manufacturing Organizations (CDMOs) and (ii) reduce reliance on high-risk venture capital or
industry investments motivated by a commensurately high return on investment. However, using
a hospital-based manufacturing approach depends upon (a) efficient translation and
commercialization systems in Canada, with the capability to navigate innovative regulatory and



reimbursement pathways and (b) a non-existent model for transitioning from academic, hospital-
based research teams to a centralized organization that supports ongoing reporting and continuous
improvement requirements.

Without appropriate strategy and implementation, “homegrown” bedside CAR T-cell therapies
merely exchanges costs associated with the industry’s investment return expectations with costs
resulting from translational and commercialization inefficiencies and mistakes. Even with an
appropriate strategy and implementation, the potential perception of a two-tier system involving
outputs from government-funded versus industry-funded drug development must be addressed.

Canadian regulatory Context

Regulatory milestones gate clinical translation and commercialization. So, one must consider the
regulatory perspective. In Canada, Health Canada has a two-pronged mandate to (i) minimize
health risk factors and manage the benefits and risks of health products and (ii) help Canadians
make informed choices about their health.® The Food and Drugs Act provides legal authority to
regulate how drugs (like cancer immunotherapies and CAR T-cells) are manufactured and
accurately represented for use, which is codified under Divisions 1, 1A, 2, 4, 5, and 8 of the Food
and Drug Regulations.” Together, this legislation enforces global regulatory standards such as
Good Laboratory Practices (or “GLP” for ensuring acceptable non-clinical data), Good
Manufacturing Practices (or “GMP” for ensuring acceptable manufacturing data) and Good
Clinical Practices (or “GCP” for ensuring acceptable clinical data).

With the intent to help cell & gene therapy developers navigate these standards, Health Canada
recommends “come early, come often” (meaning one should go to the regulator for development
advice); however, Health Canada is trained to review emerging science, not create it. Although
meeting the regulator might help to de-risk a strategy, regulators do not have the mandate, training,
or broad-based insights to create it. Hence, Health Canada has no role in creating product
development strategies beyond retrospectively assessing whether they meet typical expectations
or assessing resulting data against global standards of evidence and thresholds for benefit-risk
decisions. So, it is incumbent on drug developers to make these strategies, which are guided by
key considerations and informed by precedents and evidence in the public realm, including the
following non-exhaustive list of lessons learned.

A REGULATORY PERSPECTIVE OF CAR T BEDSIDE PROCESSING

Regulatory strategies, interactions, and submissions involve describing the materials, processes,
and attributes of a product. For complex biologics, compartmentalizing these components is an art
(not a science). Most emerging companies do this poorly, as one must learn from experience and
think in terms of implications (not rules). A few high-level illustrative lessons learned are provided
below:

1. Compartmentalize technologies, then ascertain regulatory expectations.
2. ldentify a Target Product Profile (TPP), then focus on critical studies.
3. Consider strategies for managing change over time.



4. Think about how (or whether) your solutions to today’s problems meet tomorrow’s
expectations.

Compartmentalize technologies, then ascertain regulatory expectations

At its simplest level, CAR T-cell products are manufactured by combining transplant technologies
with biologic, cell culturing, and genetic manipulation technologies. All approved CAR T-cell
therapies start with collecting the patient’s human apheresis materials using established devices at
a facility meeting pre-specified standards. Experienced CAR T-cell manufacturers will minimize
special collection requirements and rely instead on conforming to FACT-JACIE standards and
accreditation and consider their GMP Drug Substance manufacturing to begin when these starting
materials are admitted through their quality systems at their facility door. These are considered
critical starting materials and should be screened and tested for infectious diseases to avoid or
mitigate the risk of contaminating the manufacturing facility. It is relatively straightforward to
meet minimum regulatory expectations IF one knows where to look and does not seek to find
shortcuts and cost savings (which demand more advanced considerations).

Lentiviral vectors are another commonly used raw material in manufacturing CAR, but unlike
human starting materials, they must be manufactured under conditions that meet GMP principles.
These are often manufactured by third parties with specialized manufacturing conditions specially
designed for manufacturing viruses. Lentiviral vectors may be manufactured using proprietary
materials or processes that may be owned by third parties. This suggests lentiviral vector
manufacturing and analytics could be provided to regulators directly (in a CAR T-cell submission)
or indirectly (via cross-reference to Master Files capable of dividing lentiviral vector
manufacturing submissions into proprietary and non-proprietary components); however, we now
know from regulators that lentiviral vector data should be submitted directly by the product
sponsor in stand-alone sections of regulatory materials such as their own Quality Overall
Summaries and associated modules that must be provided directly by the CAR T-cell
manufacturer.

Leukapheresis starting materials and lentiviral vector raw materials are illustrative examples of
how regulators adopt flexible regulatory approaches to novel technologies and that we can use
regulatory precedents to compartmentalize lessons learned about new manufacturing technologies
and continually modify our regulatory approaches to reflect them as they emerge.

With the preceding success of truly novel biologic products like CAR T-cells (i.e., where early
pioneers navigated regulatory uncertainty by following a risk-based approach despite a lack of
regulatory precedents), a savvy regulatory strategy will find opportunities to re-establish norms by
taking a risk-based approach OR quickly understand how to follow another who does.

Identify a Target Product Profile (TPP), then focus on critical studies

A Target Product Profile (TPP) is an optional (but important), dynamic planning tool that
documents clinical plans and provides/illustrates clear direction — it is a key element of developing
a product portfolio that supports internal and external communications. Many bedside CAR T-cell
programs focus too much OR too little on developing a TPP.



Teams that develop TPPs lacking substance for investment pitches should be critically assessed as
“uninformed”, and investors should reassess their credibility for developing a viable product.
Teams that take too much time in the early stages to develop and refine every nuance of a TPP
should be critically assessed as “too scared or inexperienced to move forward”, and investors
should reassess their credibility for developing a timely product. Hence, one should take a balanced
approach to documenting a TPP during early stages that effectively guides product development
and allows for continuous improvement, without getting bogged down.

Once a high-level TPP is outlined, it is time to identify and assess preclinical and clinical
guidelines and precedents that should be used to refine clinical targets. Only after completing a
comprehensive review of guidelines and precedence and reconciling them in a refined TPP should
a product sponsor consider approaching a regulator. This is as important to the entire cell and gene
therapy field as it is to any given product sponsor: turning the regulator into a personal regulatory
tutor takes their time from advising a product sponsor who takes the time to prepare themselves
properly, demonstrates a lack of preparedness, and misses an opportunity to advance discussions.

Consider strategies for managing change over time

The concept of relying on a device license to support a manufacturing process is appealing.
Logically, if you can point to a device license number of a product approved by Health Canada,
one must assume this could lead to information and submission shortcuts. Unfortunately, it was
never clear how the manufacturing device authorization can support a CAR T-cell therapy
authorization in any way — there are no therapeutic claims associated with the device, and it is just
considered a piece of manufacturing equipment by the CAR T-cell drug reviewers that must be
(re)qualified and maintained for use. All signs point to this getting clearer (and less useful) as
major device manufacturers plan to stop supporting device authorizations.

Assuming regulatory benefits of approved automated functionally closed CAR T-cell
manufacturing systems is problematic and can have unintended consequences like locking oneself
into device partnerships and associated restrictions — one must carefully consider the agreements
to which they enter when using these devices (e.g., What materials must be used? What settings
must be used? How can settings be changed? Who owns the data? What happens if the device or
ancillary components result in adverse events using your product/other’s products? Etcetera).

Think about how (or whether) your solutions to today’s problems meet tomorrow’s

To date, autologous CAR T-cell therapies have been more successful than allogeneic CAR T-cell
therapies, but the original drawbacks of autologous CAR T-cells remain: variability in patient-
derived leukapheresis materials, shipping patient apheresis to centralized manufacturing facilities,
reliance on functionally closed lentiviral vector systems, and resulting challenges with cost and
scalability. Attempts to overcome these with off-the-shelf allogenic CAR T-cells have stumbled
into the “trough of disillusionment” with concerns related to persistence.® Hence, some researchers
plan to avoid supply chain problems associated with autologous CAR T-cells by moving
manufacturing to the bedside. Unfortunately, hospital facilities are not highly amenable to GMP,
often requiring significant (and costly) retrofits. Furthermore, manufacturing quality culture is very
different from clinical/hospital-based quality culture. Therefore, regulators are being asked to



guide hospital-based point-of-care manufacturing, which is increasingly becoming viable as
technologies emerge.

Technologies can close and automate manufacturing; monitor and document in-process activities;
and monitor manufacturing performance over time. Even performance-based regulations that were
intentionally non-prescriptive to apply flexibly to a wide variety of products cannot always account
for this leap to decentralized manufacturing. Therefore, regulators like Health Canada have
adopted new tools and legislative authorities they hope to use. These are a true source of regulatory
uncertainty (and not confabulations).

Novel powers under Health Canada’s Food and Drugs Act allow them to list novel technologies
on “Schedule G — Advanced Therapeutic Products” and exempt these products from any (or all)
requirements under the Food and Drug Regulations. This sounds exciting, but it creates significant
uncertainty where people already feared the specter of uncertainty: Health Canada’s draft guidance
and consultations on the subject propose listing a product on Schedule G only AFTER clinical
trials have been completed. The effect is that it would apply only when an entire process,
analytical, preclinical, clinical, and regulatory development strategy has been initiated and
received investment.

Ultimately, today’s CAR T-cell therapy developers and investors must expertly develop plans to
predict and meet regulatory expectations yet to be established. What is more, they must do it in
the context where they must compete with a CAR T-cell therapy pipeline involving an estimated
1,354 Phase I, 11 or 111 interventional CAR T-cell therapy studies.® This means success and failure
will depend upon accurately predicting and exceeding minimum standards.

CANADIAN REIMBURSEMENT CONSIDERATIONS

While regulatory milestones are fundamental to clinical translation and commercialization, the
subsequent ability to convince payers to reimburse CAR T-cell therapies determines market
success.



Current Market Access Pathway for CAR-T in Canada

Jurisdictional Payers

HTA PCPA

With regulatory approval from
Health Canada, CAR-T will need
to be submitted for

o If an agreement is reached at
Once an HTA recommendation is pCPA, each jurisdiction will

finalized, pCPA will engage with proceed to sign a
the manufacturer to negotiate the with
confidential pricing for CAR-T.

Health Canada

For CAR-T to enter the
Canadian market, the first step

) the manufacturer to cover the
is to undergo

at

at Health Canada and
receive approval.

safety and
efficacy

Regulatory challenges for
CAR-Ts primarily involve
balancing with

. while
adapting to the complex

CADTH and INESSS.

clinical and
pharmacoeconomic

affordability,
implementation

assessment

The novelty and complexity of
CAR-T present unigue
challenges at HTA, including

,as
well as

Unlike traditional therapies,
CAR-T negotiations also involve
institutional and hospital
stakeholders at the pCPA table
due to its unique delivery
reguirements involving complex
procedures different from drugs

CAR-T.

jurisdictional
differences,
implementation

There are unigue challenges
associated with CAR-T that need to be
addressed, such as

, and other complexities;
each junisdiction has

responsible for CAR-T coverage

nature of these
treatments.

Before delving into specific considerations for CAR T-cell therapy, it is crucial to grasp the
fundamentals of Canada’s publicly funded healthcare system. Under this system, each province
and territory are independently responsible for the delivery and administration of healthcare
services; furthermore, each province and territory make their own decisions regarding which drug
treatments to provide access to (i.e. what it will pay for). However, this does not mean that there
is a lack of coordinated effort across jurisdictions in these decisions: once Health Canada approves
a drug treatment for use in Canada, there are well-established pan-Canadian assessment processes
to evaluate the clinical and economic value of each product and negotiate public-payer pricing.

Seeking public reimbursement for a Health Canada-approved product involves making evidence
submissions to the Canadian Agency for Drugs and Technologies in Health (CADTH?) and Institut
National d'Excellence en Santé et Services Sociaux (INESSS). CADTH and INESSS subject
submissions to a Health Technology Assessment (HTA) review, evaluating the clinical and
economic aspects of each new product brought forward for consideration, along with patient and
clinician perspectives and ethical, socioeconomic and health system considerations. After each
HTA review, a reimbursement recommendation is provided. For example, CADTH may
recommend public reimbursement for a drug with conditions such as clinical criteria, or CADTH
may recommend a product not be reimbursed.

1 As of May 1, 2024, CADTH has adopted Canada’s Drug Agency (CDA-AMC) as their new operating name. The
current publication uses ‘CADTH?” to refer to the organization.



Assuming a positive reimbursement recommendation is received through the HTA process, a
product is then considered through the pan-Canadian Pharmaceutical Alliance (pCPA) for
confidential price negotiations. The pCPA is a collaborative of Canada’s public drug plans and
cancer agencies (i.e. payers) that works under a shared mandate to negotiate and achieve aligned
drug pricing for its members with its combined purchasing power. The pCPA works with drug
manufacturers to negotiate the terms of reimbursement for a product accounting for the product’s
value, budget impact and competitive landscape, which will then be used by individual public drug
plans and cancer agencies to establish formal Product Listing Agreements (PLAs) that enable
reimbursement. Canada’s public payers will not reimburse a product that has not undergone
consideration for national negotiations.

Overall, Canada’s reimbursement system and value-focused environment present a set of barriers
and opportunities for any new product, however, CAR T-cell therapy also faces some distinct
considerations given the nature of the product and the evolving marketplace:

1. CAR T-cell therapy’s place in Canada’s health system could shift over time.

System costs associated with use of CAR T-cell therapy are high.

Canada’s CAR T-cell therapy market is active, and players are rapidly changing.

Early and deliberate HTA strategy is necessary for CAR T-cell therapy market entrants.
Positive HT A recommendations do not guarantee reimbursement for CAR T-cell therapies.
Reimbursement timelines for CAR T-cell therapies have become extended.
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CAR T-cell therapy’s place in Canada’s health system could shift over time.

Given the unique nature of CAR T-cell therapy, with features that make it analogous to drug
treatments and to cell transplantation, there is still some lack of clarity regarding how it is viewed
by health systems and public payers. There has been debate over whether CAR T-cell therapy
should be treated as a medical procedure and paid for as a medical benefit, rather than a drug
benefit, and via a different budget envelope. To date, CAR T-cell therapy products have been
primarily viewed as a drug-like treatment and therefore subjected to the reimbursement processes
described above. However, the health system could continue to shift its view on how CAR T-cell
therapy should be funded, which could subsequently change its reimbursement pathway and
purchasing decision-maker.

System costs associated with use of CAR T-cell therapy are high.

Understanding that CAR T-cell therapy is an oncology treatment approach that is currently
provided in hospitals, it is provided only through publicly funded health systems. In addition to
the high cost of the treatment itself, there are substantial system costs associated with its use that
must be considered when assessing the impact of a CAR T-cell therapy product on public health
care budgets overall. These costs include direct costs of facilities and infrastructure, supporting
procedures and clinical personnel, and are concentrated in a few specialized, accredited facilities.
For some provinces and territories, these costs also include sending patients to other provinces for
treatment at facilities with the specific infrastructure and accreditation required to provide CAR
T-cell therapy.



Over time, with increased system experience in administering CAR T-cell therapy and an
expansion of system infrastructure, it is expected that it will become more routine, and its
administration will frequently shift to the outpatient clinic setting. This shift in where CAR T-cell
therapy is administered has the potential to vastly reduce the system costs and make it more
accessible for health systems across the country.

Canada’s CAR T-cell therapy market is active, and players are rapidly changing.

The promise of CAR T-cells as a therapeutic approach has allowed an increasingly crowded market
to be established in Canada. At the time of writing, six commercial CAR T-cell therapy products
have been approved by Health Canada, and all have been brought forth for HTA review. pCPA is
actively engaged with manufacturers at this time, and several commercial products are already
reimbursed by some Canadian jurisdictions. Access to these therapies is not highly equitable,
however, as necessary accreditations and infrastructure for their use are not available in all
jurisdictions.

In addition to commercial CAR T-cell therapy products, several provinces are leading or
participating in made-in-Canada CAR T-cell therapy clinical trials. These have the potential to
increase access to CAR T-cell therapy across the country. Made-in-Canada approaches to CAR T-
cell therapy could shift the market away from commercially available options, as these homegrown
approaches are expected to decrease treatment timelines and costs to deliver since necessary cell
manufacturing can be completed without transporting patient cells to centralized facilities outside
of Canada. Furthermore, more geographically localized approaches to cell manufacturing
theoretically can increase the quality and viability of the resulting product as less handling,
shipping distance, and freezing cycles may be used.

Early and deliberate HTA strategy is necessary for CAR T-cell market entrants.

All six market-authorized commercial CAR T-cell therapies have undergone HTA review for at
least one clinical indication, and several assessments are ongoing at the time of writing. Except for
one, the resulting recommendations have been generally positive with conditions around clinical
eligibility and pricing. HTA reviews closely consider the available evidence and establish
recommended clinical eligibility criteria in alignment with clinical trial eligibility. However,
positive recommendations are made based on evidence for clinical improvement and reasonable
safety in areas of clinical unmet need, which may become increasingly challenging in more
competitive treatment settings as the CAR T-cell therapy market continues to mature.

The goal of HTA is to assess the clinical data and economic evaluation for a new product in the
context of other treatment options already available in the system. As part of proactively preparing
to present clinical and economic data for HTA, it is essential to carefully consider the strength of
clinical benefit in relation to other available (CAR T-cell and non-CAR T-cell) treatment options,
as well as the potential additional resource implications and cost offsets that will affect the
economic burden and its impact on a product’s pricing strategy. The long-term downstream
implications on both costs and benefits must be expressly articulated through pharmacoeconomic
modelling projections as part of the demonstration of value and this also often warrants appropriate
assumptions and broader evidence generation beyond the clinical trial for a product. Building the
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HTA strategy, both from the clinical and pharmacoeconomic perspective, is an activity that needs
to be undertaken early in concert with a regulatory strategy to ensure required information is
available and sufficient to support the rationale for reimbursement, even in treatment settings with
alternative therapeutic options.

Positive HTA recommendations do not guarantee reimbursement for CAR T-cell
therapies.

Canadian payers, like payers in markets across the globe, are struggling to balance stagnant
budgets with the need for increased care innovation supporting positive patient outcomes. Because
of this, payers must take a holistic approach to the concept of value in the health system, while
also understanding that their allocated budgets tend to be relatively static; a positive HTA
recommendation does not guarantee that payers will see the value of a product in the context of
their health system. As noted above, CAR T-cell therapies, while providing excellent potential for
positive patient outcomes, carry with them significant system costs. These costs are front-of-mind
for payers when participating in the pCPA, as are the negotiated terms of agreements that have
been struck with other market players in the same space.

Taking a proactive approach to understanding the elements of value and the broader market for
oncology treatment is crucial to setting a pathway for reimbursement success. It is important to
consider how any CAR T-cell therapy seeking reimbursement fits into the oncology market in
terms of patient and system value, and what value-driving elements can be negotiated in the context
of discussions with the pCPA. Building relationships with payers early to gain mutual
understanding of the nuanced public payer perspectives on value will support positive and timely
interactions over the course of formal negotiations.

Reimbursement timelines for CAR-T have become extended.

Gaining market access and reimbursement for products is time consuming. Efforts are being made
in Canada’s market access and reimbursement pathway to enhance efficiency, such as Health
Canada’s collaboration with CADTH and INESSS to create a more aligned review process. This
process enables information sharing across organizations and allows HTA processes to begin
before Health Canada provides market authorization for a new product. Despite these efforts, the
amount of time required to go from receiving market authorization to being reimbursed by payers
is variable and can be protracted. This is particularly true when products less clearly meet an unmet
clinical need, and therefore may be considered a lower priority for negotiation by pCPA.
Furthermore, following agreement on negotiated terms at the pCPA table, individual provinces
and territories must still establish PLAs for each product for adoption.

The effects of perceived need may already be evident among CAR T-cell therapies seeking
reimbursement; first-to-market products were able to achieve relatively quick reimbursement in
some jurisdictions as they addressed a gap in therapeutic approach in Canada’s health system.
Other jurisdictions have been slow to execute PLAS, as they do not currently have the ability to
offer CAR T-cell therapy for a variety of reasons, including health system capacity. More recently,
timelines for consideration and negotiation at the pCPA have been extended as well, with more
recent negotiations for CAR T-cell therapy products taking upwards of one year. This is likely
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based on lower perceived urgency for reimbursing what may be viewed as similar products in an
evolving market, which may also affect discount and pricing expectations. Given the number of
CAR T-cell therapy market entrants, and the number of clinical trials ongoing, realistically
estimating potential market size and share for the product with insights on preferences and capacity
from the system and care providers helps to forecast and anticipate potential market dynamics.

The introduction of CAR T-cell therapies marks a transformative era in cancer treatment, to which
the health system and payers are working to integrate into care pathways. Considering the unique
nature of CAR T-cell therapy, the approach to market access and reimbursement for these therapies
is evolving and requires keen attention to market trends. Bringing a CAR T-cell therapy product
to the Canadian healthcare landscape requires a strategic approach that begins with early
engagement of system experts and decision makers. Fostering early collaboration and tailoring
strategies to align with the distinctive features of the CAR T-cell therapy landscape are as critical
to success as generation of clinical data and should not be overlooked.

CONCLUSION

While exciting things are happening in cell & gene therapies, led by CAR-T cell cancer
immunotherapies, problems remain. Emerging players in this space must learn regulatory and
reimbursement lessons as they emerge, including the following:

o Effectively compartmentalize components of CAR-T cell therapy development, which can
help them (a) communicate more effectively with regulators while de-risking or filing
regulatory submissions, and (b) manage new information and precedents that continue to
emerge.

e Start with the end in mind by developing a TPP, then continuously iterate, as required.

e Intentionally establish a robust strategy for managing change that balances the need to
retain controls and adapt to change over time and considers appropriate partnership
dynamics.

e Remember that this field is changing rapidly (both regulatory expectations and competition
are dynamic) and plan accordingly for the future.

e Factor the effect of administration costs associated with CAR T-cell therapies into early
economic headroom assessments to assess product viability.

e Plan for Federal / Provincial governments and payor involvement to shift the playing field
over time (which demands early and deliberate HTA strategy)

e Plan beyond regulatory and HTA success (which will require extended timelines)
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Sang Mi Lee, MBA, BSc Phm, RPh
Executive Director
MORSE Consulting Inc.

LinkedIn: https://www.linkedin.com/in/sang-mi-lee-
mba-bsc-phm-rph-8836531/

Donna Yang, MSc
Market Access Analyst
MORSE Consulting Inc.

LinkedIn: https://www.linkedin.com/in/donna-y-
054818165/
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Lana Duan, MSc
Market Access & Data Analytics Manager
MORSE Consulting Inc.

LinkedIn: https://www.linkedin.com/in/lana-duan/

Jaclyn Beca, MSc
Director of Pharmacoeconomics and RWE
MORSE Consulting Inc.

LinkedIn: https://www.linkedin.com/in/jaclynbeca/
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