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This report serves as an urgent call to action to enhance patient access to CAR T-cell
therapy — an innovative, individualized and potentially curative treatment for certain blood
cancers.” While progress has been made in expanding availability of CAR T-cell therapy,
many patients still face significant barriers that prevent them from receiving this life-
changing therapy when they need it most.

CAR T-cell therapy involves the engineering
of a person’s own immune cells to target and
treat cancer.! These individualized medicines
offer a different approach from conventional
therapies, involving a one-time treatmentthatis
intended to provide long-lasting remission. For
some patients with certain forms of aggressive
and difficult-to-treat blood cancers, CAR T-cell
therapies have enabled them to remain cancer
free for more than five years?34°— a significant
milestone.

Despite its curative potential, many patients
who could benefit from CAR T-cell therapy and
want to access this treatment do not get the
opportunity. In the US, as well as in European
countries where CAR T-cell therapy is available
to treat patients with large B-cell lymphoma
(LBCL), only about two out of 10 eligible
patients receive access to CAR T-cell therapy.®’

There are several reasons why patients do not
get access to CAR T-cell therapy in the crucial
treatment window when they are eligible.
Limited knowledge of and capacity for CAR
T-cell therapy outside specialized treatment
centers,® limited capacity at treatment centers,®
delays in referral,® long journeys for treatment,®
financial and logistical burden on patients and
caregivers,!? significant upfront investment and
total cost of treatment and care,!! and funding

and reimbursement challenges® are just some
of the barriers that either prevent people from
accessing treatment altogether or cause delays
that risk a patient’s cancer progressing before
they access treatment. As experience with CAR
T-cell therapies has grown, so too have the
strategies and initiatives aimed at addressing
access hurdles. In the future, as more therapies
are approved across broader indications, there
will be more need as well as more opportunities
to address access challenges, including the cost
of care, through innovation and system-level
efficiencies. But patients needing treatment
today cannot wait.

Time is of the essence and urgent action is
needed. This is why a group of clinical, patient
support, provider and health system experts
came together to develop the Vision for CAR
T-cell therapy with recommendations for
interventions that, if adopted and scaled, will
help many more patients get the opportunity of
treatment. This expert Steering Committee has
set an ambitious goal: to double the proportion
of eligible patients who are treated with CAR
T-cell therapy by 2030. The aim is to unite
diverse stakeholders behind this Vision and the
meaningful changes that are needed to support
more eligible patients in reaching the outcomes
that CAR T-cell therapy can offer.



It’s Time for CAR T

We believe every eligible patient should have the
opportunity for cure with CAR T-cell therapy.

By 2030, we aim to double the proportion of eligible
patients treated with CAR T-cell therapy.

We call on every person and
organization with the ability to shape
patient journeys — policymakers,
regulators, health system leaders,
payors, health technology assessment
(HTA) bodies, providers, healthcare
professionals (HCPs), patient advocates
and industry - to act with urgency to
ensure every eligible patient has the
opportunity for cure with CAR T-cell
therapy, doubling the proportion of
eligible patients treated in the next five
years.

This report is the first publication of
the Steering Committee. Its purpose

is to inspire further discussion and
exploration about how the CAR T
Vision could be achieved and provides
a foundation for collaboration between
country stakeholders on the actions
needed to address specific barriers to
patient access.

*We define eligible patient as a person who meets the
regulatory criteria for treatment with CAR T-cell therapy
— this may vary by country or region and the Vision is
meant to be adaptable to local contexts.



The following recommended imperatives aim to dramatically increase the proportion of eligible
patients accessing CAR T-cell therapy. They provide the foundations for advocacy and action by local
stakeholders to address the specific access challenges faced by patients in different geographies.

"\Tﬂ 1.

Increase awareness and understanding of CAR T-cell therapy

IMPERATIVES
&

HCPs in referral centers identify potentially eligible patients for CAR T-cell therapy early and
refer to specialists with urgency

Eligible patients and their caregivers understand the clinical benefits and risks, as well as
logistical and financial considerations of CAR T-cell therapy to make informed choices about
treatment

Policymakers and payors understand the value of CAR T-cell therapy and collaborate with
stakeholders to address systemic barriers to treatment and care

@xs) 2. Expand resources and capacity to deliver CAR T-cell therapy
X
@ IMPERATIVES

Decentralized care delivery models — with the capital and infrastructure necessary to deliver
care in accordance with quality and safety standards — are in place to bring care closer to
people’'s homes

Formalized processes and dedicated resources for coordination and communication between
referral and treatment centers are in place, supporting eligibility assessment, referral and
swift transfer of patients

Manufacturer requirements for treating centers are harmonized to reduce duplication

Qualification processes for treating centers are streamlined to maximize efficiency and
reduce administrative burden, while maintaining quality and safety standards consistent with
larger, integrated medical systems already administering CAR T-cell therapies

Forecasting and demand planning processes are in place to support staff and expand health
system capacity as more cell therapies are approved for expanded indications

of treatment and care

@ 3. Develop sustainable and innovative financing approaches to manage the costs

IMPERATIVES

Economic models reflect that the upfront budget impact of CAR T-cell therapy can be mitigated
in the long-term by reductions in healthcare spending

Robust real-world data to support decision making on the clinical and economic value of CAR
T-cell therapy is continually collected and utilized

Innovative and sustainable contracting models ensure that patients have access to innovative
treatments now and as more treatments become available

Reimbursement for CAR T-cell therapy happens in a timely way to enable swift treatment, and
covers the full cost of hospital treatment and care

The long-term sustainability of CAR T-cell therapy is achieved by reductions in the total cost of
care, expanded access and innovative financing partnerships
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CAR T Vision Gommunity

In developing the CAR T Vision and this report, the Steering Committee has consulted with experts
and advocates to understand how the Vision can support their work and advocacy. We want to hear
from more organizations in this field and expand the Vision community to include everyone working
to enable access to CAR T-cell therapy for eligible patients.

The below organizations have endorsed the CAR T Vision:

ﬁb Advanced Practitioner
O_}.,, Society for Hematology

and Oncology
APSHO

~AACI

Association of
American Cancer Institutes

Barts
Cancer Institute

QWi

CANCER SUPPORT
COMMUNITY.

FOUNDATION FOR THE
ACCREDITATION or
CELLULAR THERAPY

LEUKEMIA &
LYMPHOMA
SOCIETY®

Disclaimer

,.:,. Alliance for
<* Regenerative
"2 Medicine

ACCC)

ASSOCIATION OF CANCER CARE CENTERS™

CANCERCAare

catAPULT

Cell and Gene Therapy

O) INTERNATIONAL
MYELOMA
FOUNDATION

LYMPHOMA - S
COALITION s34}

This report and the initial activities of the CAR T Vision Steering Committee have been funded by Gilead and Kite, as
the inaugural supporter of CAR T Vision. Report content has been reviewed by Gilead and Kite. However, the Steering
Committee has editorial control of the CAR T Vision and its outputs, including this report.



o Introduction 7
° Vision for improving patient access to CAR T-cell therapy 8
o Overview of CAR T-cell therapy 10
Patient access to CAR T-cell therapy: A mismatch between eligible patients
. 12
and actual patients treated
° Opportunities for change
@ Awareness and understanding of CAR T-cell therapy 13
@ Resources and capacity to deliver CAR T-cell therapy 22
Sustainable and innovative financing approaches to manage the costs of 33
treatment and care
° A call to action 36
a Appendix: case studies 37
o References 48
MYCART 6
‘¥ VISION



CAR T-cell therapy is a potentially curative treatment that is currently
available to treat certain types of aggressive and advanced blood cancers.
However, many eligible patients do not get the opportunity to benefit from
this treatment.

The CAR T Vision Steering Committee was
established to tackle this challenge — bringing
together leaders from top North American and
European patient advocacy groups, medical
society organizations, academic and community
treatment centers, and health technology
assessment, policy and other subject matter
experts. lts aim was to develop a Vision that
would unite stakeholders behind shared goals
with a renewed sense of urgency for action.
This report is the first publication of the CAR T
Vision Steering Committee. It details the Vision
and how it was developed, the challenges to
address, and the priority areas where progress
is needed to make the Vision a reality.

The recommendations in this report are divided under
three focus areas identified hy the Steering Committee:

1. Awareness and understanding of CAR T-cell therapy
2. Resources and capacity to deliver CAR T-cell therapy

3. Sustainable and innovative approaches to manage the costs of / | 4
treatment and care /

The recommendations section includes
imperatives to dramatically increase the
proportion of eligible patients accessing CAR
T-cell therapy. They provide the foundations for
advocacy and action by local stakeholders to
address the specific access challenges faced by
patients in different geographies.

o CAR
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2. Vision for improving patient
access to CAR T-cell therapy

The Vision defines access as the proportion of
eligible patientstreated with CAR T-cell therapy.
Thisis a milestone that can be benchmarked and
measured in different geographies to assess
the impact of interventions aimed at improving
patient access. We define eligible patient as
a person who meets the regulatory criteria for
treatment with CAR T-cell therapy — this may
vary by country or region and the Vision is
meant to be adaptable to local contexts.

The phrase opportunity for cure was chosen
because it articulates the ambition for
transformative outcomes that is the intent of
CAR T-cell therapy, while also recognizing that
not all patients may reach the five-year survival
mark. It also incorporates the importance of
patient autonomy and choice — all eligible
patients should have the opportunity to choose

CAR T-cell therapy, if that is the appropriate
option for them and it is available in their health
system.

The Vision does not seek to supplant ongoing
initiatives by the many organizations working in
the CAR T-cell therapy space. Rather, it hopes
to build on them by providing a new focal point
and an urgent call to action for policymakers,
health system leaders, payors, providers
and industry for better access to this form of
therapy. It also sets the strategic direction for
a series of Vision Working Groups, which will
draw on more experts from the CAR T-cell
therapy community to turn the Vision goals into
local action. While the initial focus of the Vision
is on North America and Europe (where CAR
T-cell therapies are available), its scope may be
expanded to other geographies in future.




It’s Time for CAR T

We believe every eligible
patient should have the

opportunity for cure with
CAR T-cell therapy.

By 2030, we aim to double
the proportion of eligible

patients treated with
CAR T-cell therapy.

OUR GOALS TO HELP US
ACHIEVE OUR VISION:

Increase awareness and understanding
of CAR T-cell therapy

Expand resources and capacity
for CAR T-cell therapy

Develop sustainable and innovative
financing approaches to manage the
costs of treatment and care

Communicates the urgency to act
now to ensure that patients who
could benefit from CAR T-cell
therapy get access when they
need it

Our ambition

to address access for patients who
could benefit from the curative
potential of CAR T-cell therapy

Our Vision

goal for increasing access in the
near term

To realize the Vision, we need

to see action across these three
areas. The Vision goals will
provide a framework for action
via dedicated Working Groups,
comprising members of the
Steering Committee and additional
experts, that will define specific
objectives, actions and progress
indicators to turn the Vision into
local action. Other individuals and
organizations may also use these
Vision goals to guide their own
efforts to drive progress.




3. Overview of CAR T-cell {herapy

¢ &

T-cells are a type of white blood cells that play a crucial role in the immune
system by targeting and eliminating infected cells and directing other immune
responses.’? CAR T-cell therapy involves a process called apheresis, where blood
is drawn from a vein and T-cells are separated from the blood.”® These T-cells
are then engineered to add a new piece of genetic code, which creates chimeric
antigen receptors (CARs). When the cells are infused back into a person’s body,
they may be able to recognize and target cancer cells more effectively.’

In 2017, two CAR T-cell therapies received
US Food and Drug Administration’s (FDA)
approval — one for patients up to 25 years
old with B-cell precursor acute lymphoblastic
leukemia (ALL) that is refractory or in second
or later relapse,'* and the other for adults
with relapsed or refractory (R/R) large B-cell
lymphoma (LBCL) after two or more lines of
systemic therapy, including diffuse large B-cell
lymphoma (DLBCL).*®

Since then, the CAR T-cell therapy landscape
has expanded rapidly. Seven CAR T-cell
therapies have been approved by the US
FDA16171819202122 gnd six by the European
Medicines Agency (EMA)?324252627.28 gnd the
UK’s Medicines and Healthcare products
Regulatory Agency (MHRA)?293031323334 {0 treat
blood cancers, including ALL, LBCL, mantle
cell lymphoma (MCL), follicular lymphoma
(FL), chronic lymphocytic leukemia (CLL) and
multiple myeloma (MM).3%

In the near future, it is expected that CAR
T-cell therapies may be approved in new
and expanded indications, in blood cancers
and beyond. Today, there are hundreds of
clinical trials underway to explore CAR T-cell

2 CAR
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therapies for other serious conditions, including
solid tumor cancers, HIV and autoimmune
diseases.36,37,38,39'40

It is estimated that more than

50,000 patients have been treated

to date with commercial CAR T-cell therapy

—many of whom would have likely had few, if any,
other treatment options available with curative
intent.3® CAR T-cell therapy has demonstrated
its ability to induce prolonged remissions in
patients with B-cell malignancies,** and one of
the earliest patients treated in clinical trials has
experienced remission of more than a decade.*?

Data have demonstrated long-term overall
survival rates’ associated with CAR T-cell
therapy.2354344454647 Eor those still alive at four
years, it is possible that treatment with CAR
T-cell therapy may be curative.*®

As more patients are treated with CAR T-cell
therapy across the world, our understanding
of the treatment is also expanding. In one real-
world study (n=551), the median overall survival
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with CAR T-cell therapy in older adults over
75 was observed to be comparable to those in
younger patients.*® Real-world data showed
that CAR T-cell therapy favorable responses and
survival outcomes for patients with DLBCL were
observed in both the second-line and third-line
or later settings.>° Researchers understand much
more about early predictors of safety profiles.?
The knowledge base is growing.

Unlike many other blood cancer therapies,
CAR T-cell therapy is designed to be a one-
time treatment. While not without its own side
effects, for most patients, these side effects are
generally reversible and time limited.>?

Patients treated with CAR T-cell therapy often
recover more quickly than those treated with
standard of care,>*®*% due to time without
symptoms of disease progression or treatment
toxicities, thereby allowing for a faster return to
their daily lives.%®

However, the nature of CAR T-cell therapies and
the processes required for their manufacture and
delivery, create challenges along the patient
pathway that urgently need to be addressed.

*In third-line setting for R/R LBCL, the estimated five-year overall survival rate was 38.1% in the TRANSCEND trial
(n=270) and 42.6% in the ZUMA-1 trial (n=101). In the Juliet trial (n=115), survival probability at three years was 36.3%.

In second-line setting for R/R LBCL, estimated four-year overall survival rate was 54.6% in the ZUMA-7 Trial (n=180)
and three-year survival rate was 62.8% in the TRANSFORM trial (n=92).

In R/R MM, the estimated five-year overall survival rate was 49.1% in the LEGEND-2 trial (n=74), and the observed
30-month overall survival rate was 76.4% in CARTITUDE (n=419). Median overall survival observed in KarMMa-3
(n=386) was 41.4 months.

Cross-trial comparisons cannot be made because studies were done in differing patient populations. Any direct comparison
is limited without head-to-head data.
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Despite the potential of CAR T-cell therapies, a large proportion of eligible
patients struggle to access them.

A real-world retrospective study observed that between 2022 and 2024, only 25% of eligible LBCL
patients (n=205) deemed fit for second line CAR T-cell therapy received treatment, and non-curative
intent treatments were often used instead.” A 2022 survey of US CAR T treatment centers (n=17)
also revealed that only 25% of patients with MM referred for CAR T-cell therapy are believed to
receive the treatment.®®

In Europe, a 2020 comparative analysis study estimated that across France, Germany, Italy and Spain,
an average of only 33% of third line and beyond relapsed or refractory LBCL patients received CAR
T-cell therapy. The rate varied considerably across countries, with an average of 17% in ltaly and
42% in France.®® A recent IQVIA Institute report assessing Australia, Canada, France, Germany, Italy,
Spain and the UK found that only 13% of relapsed or refractory large B-cell lymphoma patients who
had beyond two lines of therapy received CAR T-cell therapy in 2022, within the EU countries and UK
combined. The rate rose to just 18% in 2023.% Analysis in Germany using a patient-level simulation
also found that an estimated 21% of potentially eligible LBCL patients (n=2191) were misallocated
to another treatment approach due to clinical and non-clinical reasons, leading to reduced overall
survival.®°

In short, there are 1. Awareness and understanding

still too many barriers of CAR T-cell therapy
preventing eligible

patients from accessing
CAR T-cell therapy.
These barriers can be
summarized under the
three following areas:

2. Resources and capacity for CAR T-cell therapy

3. Sustainable and innovative financing approaches
to manage the costs of treatment and care

The next section brings focus to areas where there are opportunities for change, outlining the strategic
imperatives that support and drive that change.

™ CAR
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S for change

The Steering Committee discussion was complemented by a comprehensive literature review to
identify the key barriers to treatment across these three areas, informing this section of the report.
Published literature was retrieved through a literature search in PubMed while other literature
including policy documentation was collected through interaction with Steering Committee members

and handsearching.

While some challenges are more specific to certain regions, the Steering Committee has focused
primarily on those that are applicable across countries and indications. Progress has been made in
all these areas, and case studies are included here and in an appendix to provide inspiration and

demonstrate how and where change is possible.

5.1. Awareness and understanding of CAR T-cell therapy

5.1.1. Limited knowledge or experience of
CAR T-cell therapy among some HCPs and
preference for other treatments

For many patients, community-based HCPs
(those beyond designated treating centers) make
the initial referral for CAR T-cell therapy. In the
US, more than half of people with cancer receive
care within community-based practices,®* and
CAR T-cell therapy treatment centers depend on
community-based hematologists or oncologists
for referrals.®?

However, knowledge gaps among some HCPs
around CAR T-cell therapy and the need for timely
treatment may limit referrals for eligible patients.?
A 2024 IQVIA Institute analysis covering seven
countries (Australia, Canada, France, Germany,
[taly, Spain, and the United Kingdom) found that
~70% of referring physicians stated they would
benefit from more, or a lot more, information
about CAR T-cell therapy.®

In addition, HCP preferences for other treatment
options and established standards of care can
be a barrier to referral for CAR T-cell therapy
— in one US study, physician preference for
conventional treatments was the primary barrier
to CAR T-cell therapy for 32% of patients
(n=493) treated in community practices.®

Nonetheless, the use of CAR T-cell therapy
has increased in recent years,** and educational
initiatives, such as online educational materials,
peer-to-peer best practice sharing,®®%® and
dedicated educational sessions at congresses®’
are being implemented, and knowledge gaps
are being filled. CAR T-cell therapy specialists
are also proactively educating referring centers
to improve patient care and optimize the referral
and treatment process.®® It is vital that this
happens consistently across geographies and
on an ongoing basis.
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5.1.2. HCP reservations in referring people for CAR T-cell therapy

A survey of two groups of US community oncologists interviewed at two separate time points (Feb
2019 (n=59), Nov 2019 (n=55)) found that 46% and 29% had not referred any patients for CAR T-cell
therapy, citing cumbersome logistics, high cost and toxicity as the main barriers.®> While referring
HCPs’ knowledge of and experience with CAR T-cell therapy have improved over time, reservations
about CAR T-cell therapy may persist.®?

Another survey of US community-based hematologists and oncologists (n=45) in 2021 found they
had limited experience with CAR T-cell therapy in multiple myeloma and expressed concerns about its
safety and potential toxicity (33%), access (24%) and cost (18%).%°

Community healthcare professionals are on the frontlines of cancer care,
serving as trusted partners to patients and their families throughout their
treatment journey. Ensuring these clinicians and their patients have access to
clear, consistent, and evidence-based information about CAR T-cell therapy is
essential for advancing equitable cancer care.”

i
* .,
®e,,
(]
0...
L
....

y . .'.:.

Meagan O'Neill 24

Executive Director, Association of 4
Cancer Care Centers
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| CASE STUDY | E®
Supporting community

oncology to deliver GAR T-cell
therapies in the US

Access to CAR T-cell therapy is still concentrated in large academic medical centers, creating
logistical challenges for patients in rural or underserved areas.”®

In 2021, the Association of Cancer Care Centers (ACCC) launched the “Bringing CAR T-cell
Therapies to Community Oncology” initiative to help community cancer programs and
practices obtain the education and tools they need to offer CAR T-cell therapy locally.”?

The ACCC resources offer guidance and tips on the operational infrastructure needed for a
successful CAR T-cell therapy program.’*”2 By bridging knowledge and infrastructure gaps
between academic and community settings, the ACCC initiative is helping to expand access
to CAR T-cell therapy, enabling more patients to receive treatment closer to home.

Further details available in the Appendix.
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5.1.3. Patient reservations around the safety
profile and efficacy of CAR T-cell therapy

Patients who are eligible for CAR T-cell therapy
may also have some reservations about the
treatment. In a study assessing key barriers
to CAR T-cell therapy, patient refusal was a
barrier in approximately 33% of cases.®®

It is understandable that the decision to receive
CAR T-cell therapy raises uncertainties for some
people. These may include concerns around the
management of potential side effects and the
long-term safety profile of genetically modified
T-cells,”® worries about travel, time off work,
and financial burden.”* In an HCP survey in
seven countries (Australia, Canada, France,
Germany, ltaly, Spain, and the United Kingdom),
patient choice (due to clinical or side effect
considerations) was a key reason for patients
not receiving CAR T-cell therapy according to
treating physicians (n=129) (ranging from 17%
in Australia to 54% in the UK). Patient choice
due to logistical or administrative reasons was
also cited by HCPs in most countries (ranging
from 4% in France to 46% in the UK).®

Providing clear accessible information can help
people understand their treatment options,
including the balance between adverse event
risks and survival improvements.”> While
patients report an initial drop in quality of life
and increase in psychological distress when
initiating CAR T-cell therapy, both measures
improve significantly within six months post-
infusion (p<0.001) based on longitudinal
model (n=103). In fact, at six months, reported
quality of life is no different from that of the
general US adult population.”® CAR T-cell

therapy has also demonstrated clinically
meaningful improvements in quality of life
compared to standard of care therapy after 100
and 150 days.>®* A meta-analysis revealed that
CAR-T cell therapy improves patient-reported
outcomes (PROs) in six domains including
general health status, pain, fatigue, depression,
social function, and cognitive function.”” In the
TRANSFORM study, the proportion of patients
(n=90) with meaningful improvement in quality
of life, cognitive functioning, and fatigue was
higher at six months in patients provided with
CAR T-cell therapy than those given standard
of care.”®

There are also concerns around the demands
on caregivers.”? The role of a dedicated
caregiver is essential, particularly to provide
care and support after CAR T-cell therapy,
recognize early signs of treatment effects and
immediately seek medical attention if needed.
In the US (n=80) and UK (n=53) respectively,
36% and 27% of HCPs reported lack of
caregiver support as a barrier to referral for
CAR T-cell therapy.®

The burden on caregivers should not be
overlooked. A longitudinal study of caregivers
(n=69) of patients undergoing CAR T-cell
therapy revealed that they have significant
impairments to quality of life, with a substantial
proportion experiencing psychological distress,
highlighting the need for more supportive care
interventions.”®




Patients have the fundamental right to consider their treatment options and
choose what works best for them and their loved ones. To support them in
making aninformed choice, we need to make sure they have access to digestible,
culturally sensitive and evidence-based information about CAR T-cell therapy,
at the right time in their care journey.”

Lorna Warwick
CEO, Lymphoma Coalition

5.1.4. Identifying patients that are eligible for CAR T-cell therapy

Early and accurate identification of eligible patients is crucial for the success of CAR T-cell therapy,
maximizing its potential benefits. Delays can lead to disease progression, and can sometimes mean
that people are no longer eligible for treatment.?® Data has shown that in LBCL, when used earlier
in the pathway, CAR T-cell therapy could potentially improve rates of sustained remission when
compared with stem cell transplant, the historical standard of care, in refractory patients or in patients
that relapse within 12 months from previous line of therapy.*!

While the use of CAR T-cell therapy in the real-world setting has expanded beyond the criteria used
in clinical trials, a lack of knowledge among some non-specialist or referring HCPs about the patient
selection criteria may limit referral of eligible patients.? For example, some HCPs may use transplant
eligibility criteria to assess patient eligibility for CAR T-cell therapy, but the two are not the same.®!

M CAR
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The eligibility criteria for CAR T-cell therapy can vary based on multiple factors, including type of
product, prior therapies, comorbidities, Eastern Cooperative Oncology Group (ECOG) performance
status and organ function.828 Interpretation of these eligibility criteria is often dependent on the
experience of the HCPs and centers with administering CAR T-cell therapy. In one study, 17% of
US HCPs (n=64) and 27% of UK HCPs (n=49) cited lack of clarity over eligibility criteria as a key
challenge with the CAR T-cell therapy eligibility determination process.®

Giventherapidlyevolvingevidenceintherealworld, thereisgrowingrecognitionthatamultidisciplinary
discussion between referring and treating clinicians should take place to enable early and accurate
identification of eligible patients, particularly in situations with borderline parameters for some of
the criteria.2 Supporting accurate, efficient and early identification and referral of patients eligible
for CAR T-cell therapy can also be done through the development of clinical guidelines and clinical
education programs.

A person’s potential eligibility for CAR T-cell therapy should be assessed on a
case-by-case basis, with referring and treating physicians working together.
This is one of the core principles of the RECUR framework for large B-cell
lymphoma, developed by the American Society for Transplantation and Cellular
Therapy, the Association of American Cancer Institutes and the Association of
Cancer Care Centers.”

Dr. Miguel Perales

Past President, American Society for
Transplantation and Cellular Therapy;
CAR T Vision Steering Committee Co-Chair
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Identifying people who are
eligible for GAR T-cell therapy

in the US

For CAR T-cell therapy, timely identification
and referral are important first steps in
helping eligible patients get the most out of
treatment. Delays in referral could lead to
disease progression, making some people
ineligible for treatment.®

In 2024, the American Society for
Transplantation and Cellular Therapy
(ASTCT), the Association of American

Cancer Institutes (AACI), and the Association
of Cancer Care Centers (ACCC) launched the
RECURnitiative—amultidisciplinary program
that aims to empower oncologists, HCPs and
patients with a strong understanding of the
factors needed for successful CAR T-cell
therapy.8

The three organizations involved recognized
that an effective framework for patient
identification should include both clinical
and non-clinical factors that could influence
eligibility. With a focus on large B cell
lymphoma (LBCL), they created the RECUR
framework to support rapid identification in
community settings and referral to accredited
treatment centers.®

If they RECUR, you should refer:2

1. Relapsed/refractory LBCL: Any person
with relapsed or refractory LBCL should
be referred for a consult with a CAR T-cell
therapy specialist

2. Every age and comorbidity: Age and
comorbidity should be evaluated on
a case-by-case basis by a CAR T-cell
therapy specialist

3. Caregiver support: Discuss the need for
support and continuum of care throughout
the patient journey

4. Urgency to recommend consult: Rapid
identification and referral is important for
people to undergo timely evaluation for
CAR T-cell therapy

5. Receive patients returning post-CAR T:
Streamline communication across teams
within the local network to optimize local
care of patients’ local teams to optimize
care for people returning after CAR T-cell
therapy

Building on the above, the RECUR initiative
hosts educational programs, provides
resources and acts as a platform for
knowledge exchange to support HCPs and
patients in navigating CAR T-cell therapy.8

Further details available in the Appendix.

19



| CASE STUDY | 10)
Supporting early identification
and referral in Spain

Timely identification and referral are an important first step in the patient journey to CAR
T-cell therapy. The delivery of CAR T-cell therapy is influenced by both clinical and system
factors, which determine whether eligible patients are offered treatment.8¢

In2024,three leading professional societies in Spain launched the IDEaL project (Identificacion
y Derivacion Temprana de Pacientes con Linfoma Candidatos a Terapias CAR-T). Its aim was
to analyze the CAR T-cell therapy landscape in Spain, and to develop recommendations to
improve identification and referral for eligible people living with lymphoma. The experts
involved represented the Spanish Society of Hematology and Hemotherapy (SEHH), the
Spanish Group for Lymphoma and Bone Marrow Transplants (GELTAMO) and the Spanish
Group for Hematopoietic Transplant and Cell Therapy (GETH-TC), with funding provided by
Gilead and Kite.8®

The IDEaL project's CORE working group consisted of nine hematology specialists, who
developed practical recommendations and specific guidance for each type of lymphoma
with a European Medicines Agency-approved indiciation for CAR T-cell therapies. They
are available online and free to use, supporting hematology specialists around Spain in
determining eligibility for CAR T-cell therapy.8¢

Further details available in the Appendix.
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Vision Goal

Increase awareness and
understanding of CAR T-cell therapy

To expand access, it is critical to continue to enhance knowledge and awareness of CAR T-cell
therapy across all stakeholders so that:

e HCPs in referral centers can identify potentially eligible patients for CAR T-cell therapy early
and refer to specialists for consultation with urgency

e Eligible patients and their caregivers understand the clinical benefits and risks, as well as
logistical and financial considerations of CAR T-cell therapy to make informed choices about
treatment

e Policymakers and payors understand the value of CAR T-cell therapy and collaborate with
stakeholders to address systemic barriers to treatment and care
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9.2. Resources and capacity to deliver CAR T-cell therapy

5.2.1. Treatment delivery limited to large,
accredited treatment centers

Some countries concentrate the use of cellular
therapies like CAR T-cell therapy to a limited
number of centers. A review of 25 countries
revealed that CAR T-cell therapy center density
varied significantly, from 0.3 to 11.4 per 10
million inhabitants — a much higher variation
when compared to allogeneic or autologous
hematopoietic cell transplantation (HCT)
centers.?’ In the US, some centers are situated
within miles of each other, while other states
have no centers.®®

Distance from treatment centers may restrict
patient access to CAR T-cell therapies
particularly for those in smaller communities
and rural areas. One study found the likelihood
of receiving a CAR T-cell therapy was reduced
by 40% when patients lived two to four hours
from their nearest treatment center.®®

Patients receiving CAR T-cell therapy are
currently required to be closely monitored
for treatment-related side effects and to stay
near the treatment center for four weeks post-
infusion,®®?! despite recent evidence that a
reduced monitoring period may be appropriate.®?

Furthermore, patients are expected to refrain
from driving for eight weeks post-infusion. Such
restrictions may impose significant logistical
and financial burden for many patients and
caregivers, particularly for those in lower
socioeconomic households.®® In one US study,
7.3% of CAR T-cell therapy recipients (n=4,396)
were from neighborhoods with a median income
less than $40,000, suggesting people from
lower socioeconomic status may not have the
means to meet the FDA-mandated requirement
of travelling and living close to a treatment
center for up to four weeks.%*

HCPs recognize the logistic considerations for
patients, and in some cases, it prevents them
from referring people for CAR T-cell therapy. In
a survey of hematologists and oncologists, 36%
of those in the US (n=80) and 38% of those in
the UK (n=53) stated that ‘travel distance’ was
a challenge that impacted their decision to refer
eligible patients.®

Therefore, a more widespread distribution of
centers, such as establishing new centers in
community hospitals and outpatient settings,®®
would enable more equal opportunities for
patients to access CAR T-cell therapy and
improve care.%

People who choose CAR T-cell therapy should have access to local resources
and support services that can help them manage any travel, accommodation or
financial considerations, including for their care partners. That type of support
and information is crucial to tackle socioeconomic inequalities in access to

CAR T-cell therapy.”

Meghan Gutierrez

CEO, Lymphoma Research Foundation




One US study showed that average travel time and distance were significantly reduced by 23% and
30%, respectively, when access was expanded to include community hospitals and other oncology
specialty treatment centers.®® A systematic literature review of outpatient administration of CAR T-cell
therapy revealed that comparable outcomes in safety profile, efficacy, and quality of life were observed
to inpatient administration while a reduction in the economic burden was also observed.®’

With demand for CAR T-cell therapies likely to expand in the future, advanced planning is needed across
indications to define the evolution of the CAR T-cell therapy center footprint to meet this demand. One
such consideration includes the setting up of infrastructure to ensure the safe delivery of CAR T-cell
therapy. The application and compliance of quality and safety standards, set by accreditation bodies
such as Foundation for Accreditation of Cellular Therapy (FACT) in the US and the Joint Accreditation
Committee (JACIE) in Europe, is a key step. Pharmaceutical manufacturers, too, have specific qualification
procedures thatcenters must complete before offering CAR T-cell therapies. For new and smaller centers,
navigating the complexity of initial accreditation, ongoing audits, provider training, outcomes reporting,
and product logistics can be overwhelming.®® A review in the US identified repetitive processes in both
initial and ongoing evaluations, pointing to an opportunity to streamline duplicative accreditation and
auditing of clinical sites®® - particularly as HCPs gain experience with CAR T-cell therapy and become
more adept at managing adverse events. Standards addressing care delivery in decentralized models
and efficient corresponding accreditation processes will be essential to reducing delays to patient access
to CAR T-cell therapy. Best practices can also be shared to enhance knowledge and build capability.

Other practical factors such as upfront investment in infrastructure expansion and staffing will also
need to be considered when establishing new centers.®® Rigorous financial planning and access to
capital is essential to support the long-term viability of outpatient or decentralized CAR T-cell therapy
models.1%°

We see a real opportunity for stakeholdersin the CAR T-cell therapy community
to continue working together to move towards greater standardization and
harmonization of processes, to maximize efficiency while protecting the highest
standards of care and patient safety.”

David Schmahl &

CEO, Foundation for the Accreditation
of Cellular Therapy (FACT)
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| CASE STUDY | E®
Harmonizing qualification
schemes to reduce inspection
burden in Europe

CAR T-cell therapy is delivered by select treatment centers, which are formally evaluated
by bodies such as the Foundation for Accreditation of Cellular Therapy (FACT) in the US
and the Joint Accreditation Committee (JACIE) in Europe.®* Commercial manufacturers also
conduct their own inspections to authorize a center to provide a treatment'®> — the criteria
for these inspections can differ between manufacturers and products.

In2022,the GoCART Coalition launched an expert-led working group to reduce the inspection
workload for centers, while protecting product quality and patient safety. The coalition —
founded in 2020 by European Hematology Association (EHA) and the European Society for
Blood and Marrow Transplantation (EBMT) — is a multi-stakeholder group working together
to maximize the potential of cellular therapies in Europe.l®

The expert working group consisted of industry representatives, researchers, clinicians,
nurses and JACIE colleagues. It compared FACT-JACIE standards against manufacturer
requirements for treatment centers and found substantial overlap. As a result, centers
holding JACIE accreditation can now opt for a reduced or remote audit focused on product
-specific requirements for cell therapies from several global manufacturers (subject to market
authorization holders’ agreement and obligations).1%3

Further details available in the Appendix.
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| CASE STUDY_ 10)
Streamlining onhoarding
processes for CAR T treatment

centers in the US

The US Food and Drug Administration (FDA) mandates product-specific education and
training to ensure the safe use of CAR T-cell therapies.'®* This is delivered through the Risk
Evaluation Mitigation Strategies (REMS) program.®* As the number of approved CAR T-cell
therapies increases, treatment centers will face a growing inspection burden.

Recognizing that approximately 80% of the requirements for clinical site onboarding and
ongoing operations are common across different manufacturers, the American Society for
Transplantation and Cellular Therapy (ASTCT) launched the 80/20 Initiative. The initiative
aims to standardize procedures to improve efficiency of onboarding and cost-effectiveness.®®

The 80/20 Task Force convened multi- e Enabling accrediting bodies to
stakeholder workshops to identify and attest to programs’ quality and
prioritize  common challenges in the ongoing compliance with field
onboarding and maintenance of operations safety expectations to replace initial
at treatment sites, and ways to streamline manufacturer evaluation and ongoing
the process.®®1% Key recommendations REMS audit

R .104
from the second workshop included: The Task Force’s recommendations

° Conducting training programs led by were shared with the FDA at the Cell
treatment centers and/or professional Therapy Liaision Meeting and in multiple
societies to replace manufacturers’ professional society meetings and public
product training forums with regulators, manufacturers,

and FDA representatives.!®* Recently, the

* Reporting standardized data points FDA scaled back several of the features

into a central, accessible repository of existing CAR T-cell therapy REMS
for trgc':kln_g of safety trends and programs redundant to standard clinical
identification of new signals practice, including requirements related to

manufacturer-created training, product-
specific testing of trained staff and data
reporting to manufacturers.1%*

Further details available in the Appendix.
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Undergoing treatment for any type of cancer is an intense experience for
people and their families. Having the option to be treated or monitored closer
to home can help relieve some of the additional stressors and reduce some of
the inequities in access to CAR T-cell therapy.”

Immediate Past President, International

5.2.2. Referral challenges and efficiency of
referral networks

Inefficiencies in the referral process create
barriers to timely patient access to CAR
T-cell therapy, even where referral networks
exist. Network efficiency is often related to
the structure and size of healthcare delivery
systems. Large, fragmented systems, such as
in the US, will likely have more challenges in
care coordination and streamlining processes
compared to centralized systems.%®

Referring centers should have direct lines of
communication to treatment centers to discuss
questions regarding patient eligibility, facilitate
referrals, and ensure a smooth transfer of care.®
Rapid referral is vital, especially for higher-risk
patients, to prevent delays that may jeopardize
a person’s ability to receive CAR T-cell therapy.
In one study, more than one-third (37%) of

Yelak Biru, MSc

Myeloma Foundation

respondents (n=371) said that improved
communication between community HCPs
and CAR T treatment centers would facilitate
prescription of CAR T-cell therapies.’®® In
another survey, 57% of UK HCPs (n=49) and
27% of US HCPs (n=64) indicated that the time
required to communicate between referring
and treatment centers was a challenge in
determining eligibility.®

Formalized guidance may help to enhance
coordination of care between CAR T-cell therapy
treatment centers and referring centers.t?’
Additionally, stated goals may also help to
expedite referral times — for example, some
large cancer institutes in the US have set goals
to accept new patients within 24 hours.1%® While
such goals may not be achievable in every case,
a statement of intent helps to set expectations
for all parties involved.
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Reducing disparities in access
to cell therapy in the US

Equitable access to cell therapy (CT) and hematopoietic cell transplantation (HCT) remains
a challenge due to sociodemographic factors, including race and poverty.®®

To address this in the US, the American Society for Transplantation and Cellular Therapy
(ASTCT) and the National Marrow Donor Program (NMDP) created the ACCESS Initiative
in 2022. The initiative aims to reduce barriers to CT and HCT and promote equal access

through changes in practice and policy.!°

The ACCESS initiative formed three multi-
stakeholder committees to drive the
program:*0®

1. Awareness: Increase awareness
and education among patients and
healthcare providers

2. Poverty: |dentify patients at high risk of
adverse outcomes due to socioeconomic
adversity and develop initiatives to
improve access and survival

3. Racial and ethnic inequity: Improve
equity in access and outcomes for all
cell therapy recipients

To support knowledge-sharing, the
Awareness Committee established the
Regional Physician Exchange Program,
to give transplant and hematology or
oncology physicians a platform to share
experiences, insights and challenges.!!

In 2023, the Poverty Committee
commissioned a survey of all 50 US states
to understand Medicaid coverage for CAR
T-cell therapy and HCT. The findings
revealed substantial geographical variation
in coverage and eligibility criteria.''? In
response, ASTCT and NMPD are creating
clinical guidelines on CT and HCT for state
Medicaid offices to reference and liaising
with state programs to align their coverage
with current clinical standards.1°

Further details available in the Appendix.
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5.2.3. Delays between referral and
commencement of treatment

The time between initial referral and receiving
CAR T-cell therapy varies across geographies,
and some patients may become ineligible for
treatment during this time. In a survey of 129
treating physicians across seven countries
(Australia, Canada, France, Germany, Italy,
Spain and the UK), the percentage stating that it
took two months or more from initial referral to
commencement of treatment ranged from 37%
in Canada to 83% in the UK.®

Delays during this period can be caused by a
range of factors, including treatment center
capacity limitations, manufacturing timelines
and delays. For instance, limited capacity at the
CAR T-cell therapy center was reported by 40%
of HCPs in the US (n=73) and 58% of HCPs in
the UK (n=52) as a barrier to treatment for non-
Hodgkin lymphoma (NHL) patients,® particularly
as CAR T-cell therapy is primarily delivered in an
inpatient setting.

Resources at treatment centers may become
further constrained as more CAR T-cell therapies

become commercially available. The need to
expand apheresis capacity has recently been
raised in Parliament in the UK.!** Similarly, a
review in Spain revealed that workforce capacity
(e.g., hematologists and nurses) and beds are
going to be key when the demand for CAR
T-cell therapy increases.''* A lack of available
apheresis capacity is a bottleneck that could also
become more acute in the future. In response,
Spain has established apheresis-only centers to
expand capacity within the healthcare system.!'®

Manufacturing timelines and delays are also a
contributing factor. An analysis of data from the
JULIET trial reported that 52 out of 167 patients
with LBCL did not receive CAR T-cell therapy
for reasons including death and dropouts due to
manufacturing delays.'® In multiple myeloma,
real-world patient access to CAR T-cell therapy
remains challenging owing to supply chain
considerations  impacting manufacturing.'!’
Advances in manufacturing, including greater
use of automation and rapid manufacturing
protocols will help to improve manufacturing
capacity limitations and may also positively
impact product efficacy.!1®

System readiness and capacity comes through clearly as a persistent challenge
in delivering CAR T-cell therapies. There are innovative and effective ways to
build capacity within the system, and there is more we can do to plan effectively
for current and future demand for CAR T-cell therapies.”

Professor John Gribben

Barts Cancer Institute London; European
Hematology Association
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Building capacity beyond CAR T
treatment centers in France

Health system capacity is an important
factor in the delivery of CAR T-cell therapy.
For example, treatment centers need
enough intensive care beds to manage
potential treatment-related adverse events
and apheresis units must be able to keep
up with demand for CAR T-cell therapy to
prevent any delays in treatment.®

As indications for CAR T-cell therapy
are expected to expand, it is important
to carefully plan capacity to manage the
pressuresonhealthcare systemsandensure
eligible patients can access treatment. In
France, several CAR T treatment centers
have found and built on capacity elsewhere
in the system.® For example:

e Collaboration with the French Blood
Collection Association (EFS) has
developed apheresis capacity beyond
the CAR T-cell therapy treatment
centers.®

e Specialized rehabilitation centers offer
patient monitoring and accommodation
following CAR T-cell therapy infusion,
which has helped release hospital beds
at treatment centers in Montpellier and
Lyon.®

e The Centre Hospitalier Universitaire
de Montpellier has lowered their
average patient hospital stay by three
days by shifting lymphodepletion
(temporarily depleting a person’s T-cell
numbers before CAR T-cell therapy)
to an outpatient setting.® Similarly,
Toulouse University Hospital and
West Onco-Occitanie cancer network
have outsourced lymphodepleting
chemotherapy to their referring centers
(n=163). This approach reduced
hospital stays from a median of 20 to
14 days.'??

Further details available in the Appendix.
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Underpinning all our advocacy as the CAR T Vision Steering Committee is the
belief that CAR T-cell therapies will continue to evolve and mature, guided by
robust collaboration and pioneering innovations emerging from projects like
T2EVOLVE. Together, we are committed to accelerating progress, driven by a
passionate, talented research community dedicated to transforming patient
outcomes.”

Professor Dr. Michael Hudecek

Universitatsklinikum Wurzburg, Germany and
T2EVOLVE IMI Consortium

Overall, there are signs of progress in reducing the time between referral and receiving CAR T-cell
therapy. A recent assessment of the Sarah Cannon Transplant and Cellular Therapy Network (SCTCTN)
found that in the US, median time from consultation to CAR T-cell infusion declined from 207 to 108
days between 2018 and 2022. But even here, 41% of referred patients were unable to access CAR
T-cell therapy due to disease progression or poor health.!?® Time is of the essence with CAR T-cell
therapy, and there is work still to do.
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One element that the CAR T Vision Steering Committee really wanted to get
across is a sense of urgency - the urgent need for policy and system change
to improve patient access to CAR T-cell therapies, but also urgency in getting
patients from referral to treatment centers to ensure they can get the most out
of their treatment.”

Dr. Anna Sureda

Clinical Hematologist, Professor and Cell Therapy Researcher;
CAR T Vision Steering Committee Co-Chair
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Vision Goal

Expand resources and capacity
to deliver CAR T-cell therapy

Itis vital that we find ways to relieve the bottlenecks that can cause delays in referrals and treatment.
In building and expanding capacity to bring treatment closer to home, we need to see that:

e Decentralized care delivery models — with the e Qualification processes for treating centers

infrastructure and capital necessary to deliver are streamlined to maximize efficiency
care in accordance with quality and safety and reduce administrative burden, while
standards — are in place to bring care closer to maintaining quality and safety standards
people’s homes consistent with larger, integrated medical
systems already administering CAR T-cell

e Formalized processes and dedicated

resources for coordination and communication therapies

between referral and treatment centers are e Forecasting and demand planning processes
in place, supporting eligibility assessment, are in place to support staff and expand
referral and swift transfer of patients health system capacity as more cell therapies

e Manufacturer requirements for treating are approved for further indications

centers are harmonized to reduce duplication

MOCART
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9.3 Sustainable and innovative financing of treatment and care

5.3.1. Existing reimbursement frameworks
limit access to CAR T-cell therapy

Significant work has been done to evolve
HTA methods and models to enable broader
assessments of the value of one-time,
potentially transformative therapies that have
a high upfront cost but demonstrate value
over time.!?' Although there has been
much discussion around utilizing different
approaches for Advanced Therapy Medicinal
Products (ATMPs) such as CAR T-cell
therapies, most HTA bodies prefer to use
a standardized approach for all health
technologies.?? Therefore, while some systems
have demonstrated willingness to embrace
CAR T-cell therapy, some reimbursement
challenges remain.t?3

For some HTA bodies and payors, the limited
clinical trial data, often derived from small,
single-arm studies, has been cited as a limitation
indetermining their benefitand value.'?* In other
systems, concerns have been raised regarding
the ability of HTA methods and reimbursement
models to accurately capture the long-term

value of CAR T-cell therapies.!?>?6127 |n one
study of different models used by HTA bodies
on the long-term benefits of CAR T-cell
therapy in both young and older patients, the
modelled benefit in terms of quality-adjusted
life-years gained for young patients with ALL
varied substantially by HTA agency. The study
concluded that the high variability “suggests a
need for alternative approaches to assess value
for money”.128

The uncertainty regarding the value of CAR
T-cell therapy has led to significant disparity
in HTA recommendations across different
countries. An analysis of reimbursement
decisions made by HTA bodies of the G7
countries and Australia for all 12 CAR T-cell
indications approved in the US up to January
2024, revealed that the countries with the most
recommendations for funding were France and
Germany (11, 92%), followed by Japan with 9
(75%) indications, Italy and Canada, 8 (67%),
with England (6, 50%) and Australia (4, 33%)
with the fewest reimbursed indications.'?®

Payors and HTA bodies are major stakeholders and need to be a part of
the conversation. As more complex and costly treatments come to market,
typically through accelerated regulatory pathways, HTA methodologies will
continue to evolve to determine the value of the treatments to patients and
healthcare systems. We need to ensure we adopt a lifecycle approach to HTA,
and introduce innovative reimbursement models to address uncertainties and

support access to technologies like CAR T-cell therapies.”

Independent healthcare advisor
and expert in the science and practice of HTA

Brian O'Rourke




Reimbursement frameworks need to evolve to
reflect the added clinical and economic value of
CAR T-cell therapy for patients and society. With
increased demand and pressure on cancer services,
CAR T-cell therapy offers a potential route to
unlock efficiencies in care for some blood cancers;
its potentially curative effect means that patients
with high unmet need conditions could be treated
successfully, decreasing need for supportive care
and reducing the indirect societal costs of illness.*!

Real-world evidence (RWE) is already playing
a critical role in some jurisdictions in capturing
the value of CAR T-cell therapies and informing
reimbursement decisions. As innovative payment
models for CAR T-cell therapy gain momentum,
there are opportunities to maximize RWE including
greater cross-country collaboration and use of
RWE to manage long-term clinical and economic
uncertainty, while supporting patient access to
CAR T-cell therapy.

These measures, when added to future cost
care reductions, expanded access and innovative
financing partnerships, will contribute to the long-
term sustainability of CAR T-cell therapy.

5.3.2. Delays between reimbursement and
patient access

Even when national funding and reimbursement
is approved, patient access can be hindered
by additional layers of decision-making and
administrative burden, for both patients and health
systems. Often, there are additional exclusionary
criteria  and/or requests for further clinical
information or assessments beyond the labeled
indication. In Spain, approval is determined by a
national multidisciplinary committee, who evaluate
eligibility on a case-by-case basis.’*° In England,
a National CAR T Clinical Panel (NCCP) meets
to assess patient eligibility and prioritization.%”
Similarly, in the Netherlands, the Dutch CAR-T
Tumorboard meets twice a week to discuss CAR-T
eligibility and treatment strategies for referred
patients.®® Such approval processes can become
highly burdensome for patients, bottlenecks for
care, and disease progression during the evaluation
process can mean people are no longer eligible for
CAR T-cell therapy.®®

In the US, measures such as prior authorization or
step therapy protocols,'® as well as ‘single case
agreement’ (SCA), hinder access and result in
delayed treatment.’3!

These measures often require patients to provide
detailed medical justification from the treating
HCP. It may include patients being subjected
to additional tests and screenings to determine
whether they meet an insurer’'s criteria for
treatment.132

Unfortunately, there are cases where a patient’s
cancer has progressed while waiting for CAR
T-cell therapy funding approval.}*

5.3.3. Payor reimbursement does not always
cover the full cost of CAR T-cell therapy and care

CAR T-cell therapy treatment centers often take
on significant financial risk, as they may not be
adequately compensated by insurers or payors to
fully cover the treatment costs.

Across the European Union, there are differences
in reimbursement schemes between the different
Member States. In some countries, the associated
costs of pre- and post-care are not reimbursed
sufficiently.?

In the US, current reimbursement rates may leave
some treatment centers with financial losses,'3*
which could disincentivize them to offer CAR
T-cell therapy as a treatment option.

Due to costs associated with hospitalization and
patient management, it has been estimated that
hospitals can lose upwards of $100,000 USD per
patient when they provide CAR T-cell therapy to
a patient with Medicare on an inpatient basis.'3®
In addition, some insurers do not reimburse
treatment centers until many months after patients
have received treatment.® With treatment centers
facing high financial risk of treating people with
CAR T-cell therapy without a guarantee of
payment, they may ultimately choose to limit or
decline treatment. To facilitate patient access, it is
important thatinsurers adapt their policies not only
to cover the hospitals’ costs of treatment and care
but also align with evolving treatment paradigms
for CAR T-cell therapy as its use expands across
different indications.

Patients and caregivers are also often faced
with high out-of-pocket costs for travel and
accommodation in order to receive CAR T-cell
therapy. Travel can be particularly costly and
burdensome on patients and carers living in rural
and remote communities, exacerbating inequities
in patient access.'3¢ This can prevent some eligible
patients from proceeding with therapy or put
patients and their families in financial difficulties.



Vision Goal

Develop sustainable and innovative
financing approaches to manage the
costs of treatment and care

As more CAR T-cell therapies in different indications become available, it is essential that
reimbursement and payor methodologies are able to keep pace with this innovation and that there
are innovative and sustainable funding to cover the full cost of treatment and care in a timely way
for all eligible CAR T-cell therapy patients. We must therefore work to ensure that:

e Economic models reflect that the upfront budget
impact of CAR T-cell therapy can be mitigated
in the long-term by reductions in healthcare
spending

e Robust real-world data to support decision
making on the clinical and economic value of
CAR T-cell therapy is continually collected and
utilized

e Innovative and sustainable contracting models
ensure that patients have access to innovative

treatments now and as more treatments become
available

Reimbursement for CAR T-cell therapy happens
in a timely way to enable swift treatment, and
covers the full cost of hospital treatment and
care

The long-term sustainability of CAR T-cell
therapy is achieved by reductions in the total
cost of care, expanded access and innovative
financing partnerships
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6. A call to action

This report provides the evidence base for why
a CAR T Vision is needed, the challenges that it
looks to solve, and the urgent action required to
achieve it. It is a call to action for all stakeholders
to unite with a single purpose to overcome the
barriers that prevent eligible patients from having
the opportunity for cure.

This is just the beginning.

We call on patient and caregiver organizations,
HCPs, payors, HTA bodies, regulators,
policymakers, legislators, and industry, to review
this report and consider how you can contribute
to joint efforts to ensure more eligible patients
get access to CAR T-cell therapy in the next five
years.

Building on this report, expert Working Groups
will translate the Vision into local, measurable
action, with measurement frameworks to track
progress. Each Working Group will consist
of Steering Committee members as well as
additional ecosystem stakeholders and experts.

Creating a future where every eligible patient
has the opportunity for cure with CAR T-cell
therapy involves a complex ecosystem of
partners, each with their own unique role to
play in making the CAR T Vision a reality.
To join the growing coalition of Vision
endorsers and help inform future efforts, visit
www.CARTVision.com or contact the Secretariat
at visionforcart@incisivehealth.com for more
information on how you can get involved.

It's time to seize the opportunity for cure.

It’s Time
for CAR T "



| CASE STUDIES |
Introduction

This case study compendium showcases real-world examples of implementable solutions
to address three challenge areas to CAR T-cell therapy mentioned in the report:

e Awareness and understanding of CAR T-cell therapy

e Resources and capacity to deliver CAR T-cell therapy

e Sustainable and innovative financing approaches to manage the costs of treatment

and care

PATIENT IDENTIFICATION AND REFERRAL

Spain: Supporting early identification and referral

Timely identification and referral are an
important first step in the patient journey

to CAR T-cell therapy. The delivery of CAR
T-cell therapy is influenced by both clinical
and system factors, which determine whether
eligible patients are offered treatment.
Recognizing this complexity, the Spanish
Ministry of Health published a national Plan
for the Approach to Advanced Therapies in the
National Healthcare System in 2018.8¢

Building on the national policy environment,
the IDEaL project (Identificacion y Derivacion
Temprana de Pacientes con Linfoma
Candidatos a Terapias CAR-T) was launched
in 2024. Its aim was to analyze the CAR T-cell
therapy landscape in Spain, and to develop
guidance and recommendations to improve

M CAR
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identification and referral for people living with
lymphoma who are eligible for CAR T-cell
therapy. The IDEaL project involved three
leading professional societies (see below) and
was sponsored by Gilead and Kite.8¢

e Sociedad Espanola de Hematologia y
Hemoterapia (SEHH —the Spanish Society
of Hematology and Hemotherapy)

e Grupo Espanol de Linfoma y Trasplantes
de Médula Osea (GELTAMO - the Spanish
Group for Lymphoma and Bone Marrow
Transplants)

e Grupo Espanol de Trasplante
Hematopoyético y Terapia Celular (GETH-
TC —the Spanish Group for Hematopoietic
Transplant and Cell Therapy)
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The IDEaL project’'s CORE working group consisted of 9 hematology specialists, who developed
practical recommendations and specific guidance for each type of lymphoma with a European
Medicines Agency approved indication for CAR T-cell therapies.®® The recommendations are
based on working group insights and an online survey of 81 hematology specialists working

in the National Healthcare Service (SNS). They are available online and free to use, supporting
hematology specialists around Spain in determining eligibility for CAR T-cell therapy.8¢

US: Identifying patients who are eligible for CAR T-cell therapy

For CAR T-cell therapy, timely identification
and referral are important first steps in helping
eligible patients get the most out of treatment.
However, HCPs, patients and caregivers may
be unsure about whether to pursue this type
of treatment. Delays in referral could lead to
disease progression, making some people
ineligible for CAR T-cell therapy.®

In 2024, the American Society for
Transplantation and Cellular Therapy (ASTCT),
the Association of American Cancer Institutes
(AACI), and the Association of Community
Cancer Care Centers (ACCC) launched the
RECUR initiative — a multidisciplinary program
that aims to empower oncologists, HCPs and
patients with a strong understanding of the
factors needed for successful CAR T-cell
therapy.8

Thethree organizationstook partinaroundtable
to identify and prioritize the factors involved in
CAR T-cell therapy eligibility and co-create a
framework for rapid patient identification. The
experts involved recognized that an effective
framework for patient identification should
include both clinical and non-clinical factors
for eligibility. With a focus on large B cell
lymphoma (LBCL), they created the RECUR
framework to support rapid identification in
community settings and referral to accredited
treatment centers.®®

If they RECUR, you should refer:8®

1. Relapsed/refractory LBCL: Any person
with relapsed or refractory LBCL should
be referred for a consult with a CAR T-cell
therapy specialist

2.Every age and comorbidity: Age and
comorbidity should be evaluated on a case-
by-case basis by a CAR T-cell therapy
specialist

3. Caregiver support: Discuss the need for
support and continuum of care throughout
the patient journey

4. Urgency to recommend consult: Rapid
identification and referral is important for
people to undergo timely evaluation for
CAR T-cell therapy

5. Receive patients returning post-CAR T:
Streamline communication across teams
within the local network to optimize local
care of patient’s local teams to optimize
care for people returning after CAR T-cell
therapy

Building on the above, the RECUR initiative
hosts educational programs, provides resources
and acts as a platform for knowledge exchange
to support HCPs and patients in navigating
CAR T-cell therapy.®* It is being disseminated
amongst the professional bodies involved to
ensure it is adopted as standard.
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REDUCING ACCESS DISPARITIES

[taly: Addressing regional disparities in access to CAR T-cell therapy

In Italy, access to CAR T-cell therapy is
concentrated in a few regions, creating
disparities for patients in underserved areas.*®”
Challenges include uneven distribution of
authorized treatment centers, shortages
of specialist staff and fragmented referral
pathways and reimbursement models.*¥”

In 2022, The European House — Ambrosetti,
Societa Italiana di Leadership e Management
in Medicina (SIMM), Gruppo Italiano per il
Trapianto di Midollo Osseo (GITMO) launched
the CAR-T Revolution initiative to assess the
national access landscape and propose actions
for more equitable and sustainable delivery of
CAR T-cell therapies.t®’

Through expert consultation and policy
analysis, the group identified key challenges

and put forward recommendations to ensure
sustainable future access, including:*3”

e Expanding and strengthening hub-
and-spoke models to decentralize care
delivery

e Establishing more efficient referral
systems to streamline patient access

e |everaging digital tools to support
coordination among healthcare providers

¢ Introducing dedicated diagnosis related
groups (DRGs) to standardize funding and
reimbursement processes

The recommendations from this policy paper
have been used to engage with policymakers
and governments to advocate for increased
CAR T-cell capacity and equity across regions
in ltaly.

US: Reducing disparities in access to cell therapy

Equitable access to cell therapy (CT) and
hematopoietic cell transplantation (HCT)
remains a challenge in the US due to
sociodemographic factors, including race and
poverty.l® People from underserved groups
often face greater obstacles in accessing these
treatments.1®®

To help close these gaps, the American Society
for Transplantation and Cellular Therapy
(ASTCT) and the National Marrow Donor
Program (NMDP) created the ACCESS Initiative
in 2022. The initiative aims to reduce barriers to
CT and HCT and ensure equal access to care
and outcomes for all patients in need, through
changes in practice and policy.1©

The ACCESS initiative formed three multi-
stakeholder committees to drive the program:1%°

1. Awareness: Increase awareness and
education among patients and healthcare
providers
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2. Poverty: Identify patients at high risk of
adverse outcomes due to socioeconomic
adversity and develop initiatives to improve
access and survival

3. Racial and ethnic inequity: Improve equity
in access and outcomes for all cell therapy
recipients, regardless of their race or
ethnicity

To support knowledge-sharing, the Awareness
Committee established the Regional Physician
Exchange Program, to give transplant
and hematology or oncology physicians a
platform to share experiences, insights and
challenges.!'! Peer-to-peer learning is a useful
tool for physicians to observe best practices
and stay updated on the evolving CT and HCT
landscape.

In 2023, the Poverty Committee commissioned
a survey of all 50 US states to understand
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Medicaid coverage for CAR T-cell therapy and HCT. The findings revealed substantial geographical
variation in coverage and eligibility criteria,'*? contributing to the inequalities in access to these
treatments. In response, ASTCT and NMPD are creating clinical guidelines on CT and HCT for state
Medicaid offices to reference, and liaising with state programs to align their coverage with current

clinical standards.1°

HEALTHCARE SYSTEM CAPACITY AND INFRASTRUCGTURE

France: Building capacity beyond CAR T-cell therapy treatment centers

Health system capacity is an important factor in
the delivery of CAR T-cell therapy. For example,
treatment centers need enough intensive care
beds to manage potential treatment-related
adverse events and apheresis units must be
able to keep up with demand for CAR T-cell
therapy to prevent any delays in treatment.®

As indications for CAR T-cell therapy expand,
it is important to carefully plan capacity to
manage the pressures on healthcare systems
and ensure patients can access treatment. In
France, several CAR T treatment centers have
found and built on capacity elsewhere in the
system.® For example:

e Collaboration with the French Blood
Collection Association (EFS) has
developed apheresis capacity beyond the
CAR T treatment centers.®

e Specialized rehabilitation centers offer
patient monitoring and accommodation
following CAR T infusion, which has
helped release hospital beds at treatment
centers in Montpellier and Lyon.®

e The Centre Hospitalier Universitaire de
Montpellier has lowered their average
patient hospital stay by 3 days by shifting
lymphodepletion (temporarily depleting
a person’s T-cell numbers before CAR
T-cell therapy) to an outpatient setting.®
Similarly, Toulouse University Hospital
and West Onco-Occitanie cancer network
have outsourced lymphodepleting
chemotherapy to their referring centers.
This approach reduced hospital stays
from a median of 20 to 14 days.!*®

US: Expanding CAR T-cell delivery through satellite models

Access to CAR T-cell therapy is often
concentrated in large academic centers in cities,
creating logistical barriers for patients who
must travel to access treatment.”®

To address this, the University of Pennsylvania
(UPenn) developed a satellite expansion model
to deliver CAR T-cell therapy through a network
of affiliated and non-affiliated community
hospitals.'3® UPenn manages key functions
such as reimbursement strategy, adverse event

management training, and education on the
CAR T-cell care pathway for these satellite
sites.!3 This model enables the community
hospitals to operate independently while
adhering to a shared framework of standards
and protocols.

It has helped extend CAR T-cell therapy access
to community hospitals to provide treatment
and care closer to people’s homes.
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US: Supporting community oncology to deliver CAR T-cell therapies

Smaller community cancer programs may
refer patients to larger centers for CAR T-cell
therapies because of unfamiliarity with the
treatment, inadequate reimbursement and
infrastructure challenges.”* As a result, access
to CAR T-cell therapy is still concentrated
in large academic medical centers, creating
logistical challenges for patients in rural or
underserved areas.”®

In 2021, the Association of Cancer Care Centers
(ACCC) launched the Bringing CAR T-cell
Therapies to Community Oncology initiative to
help community cancer programs and practices
obtain the education and tools they need to
offer CAR T-cell therapy locally.”?

POLICY AND REGULATORY SUPPORT

As part of this initiative, the ACCC shares
effective practices on overcoming logistical
and financial hurdles, and highlights tips on
the operational infrastructure needed for a
successful CAR T-cell therapy program.’!
This is delivered through a series of webinars
and resources to help physicians identify
patient candidates for CAR T-cell therapy and
coordinate their care.”?

By bridging knowledge and infrastructure gaps
between academic and community settings, the
ACCC initiative is helping to decentralize access
to CAR T-cell therapy. Thus, helping more
patients receive treatment closer to home and
reducing barriers in access while maintaining
high standards of quality and safety.

Austria: Expanding equitable access to CAR T-cell therapy

Although CAR T-cell therapy has been
available in Austria since 2019, access
remained limited, with only a small proportion
of eligible patients receiving treatment by
2021.1%9 |dentified barriers included restrictive
patient selection criteria, suboptimal referral
pathways, and limitations in funding and
infrastructure.*®

To address these challenges, a national policy
initiative was launched by stakeholders from
clinical, academic, and policy communities.
The group conducted multi-stakeholder
roundtable discussions  which  brought
together clinicians, payors, and policymakers
to discuss systemic barriers to access and
propose actionable reforms.

The discussions resulted in the publication
of a report with recommendations aimed
at improving access to CAR T-cell therapy
in Austria.'*® These included strengthening
communication between referring and CAR
T centers, setting up a CAR T-cell therapy
registry and coordinating funding decisions
through an independent national supervisory
board.?*

These proposals informed broader policy
discussions and were cited in key forums
including presentations at the EHA and
ASH congresses and the annual meeting
of the Austrian Hematology and Oncology
Association (OCHO). As a result of these
collaborative efforts, increased uptake of CAR
T-cell therapy has been reported.
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Germany: Creating a supportive policy environment for gene and cell

therapies

National and regional policies, strategies and
guidance have an important role in supporting
the life sciences. They can boost inward
investment, drive economic growth, advance
research and development and help improve
access to medicines.14°

In 2022, the German Federal Ministry of
Education and Research (BMBF) commissioned
the Berlin Institute of Health (BIH) to coordinate
the development of a National Strategy for
Gene and Cell Therapies (GCTs). The initiative
drew from eight expert working groups, with
150 stakeholders from across different sectors.
The resulting paper was handed to the German
Federal Government in December 2023 to
guide the negotiation and finalization of a
National GCT Strategy.'*

The strategy paper highlights eight “fields of
action” tocement Germany'’s position as a global
leader in GCTs. Each field is presented with
strategic objectives and proposed measures
to implement (see below).!*! This initiative is
effective because itis expert-led, patient-centric
and proposes actionable recommendations at
every stage of the CAR T-cell therapy journey
(spanning topics like such as Research and
Development (R&D) and regulation, as well as
public awareness and patient support).




Field of Action

Connecting and supporting
stakeholders

Objective to strengthen national GCT networks, with a proposed
measure of creating a “CGT network map” to provide a structured
overview of relevant stakeholders.

Example objective and/or measures™

Training and strengthening
of skills in the area of GCT

Objective to develop training and professional development programs for
junior and senior professionals.

Technology transfer

Objective to improve the conditions for the early recognition and
realization of innovative potential of scientific findings, with proposed
measure to establish a product development unit focused on GCT that
can train, advise and support institutions.

Standards, regulations and
regulatory framework
Institute).

Objective to defragment and standardize competencies and processes
in clinical R&D of GCT, and proposed measure to coordinate regulatory
procedures and approvals through a central point (the Paul Ehrlich

Expansion of quality
and capacities Good
Manufacturing Practice

Objective to increase efficiency and accelerate processes in
manufacturing, with proposed measure to create a central national
production facility for critical starting materials for GCT.

Objective to improve the structural conditions for technology transfer
R&D research and development, with proposed measure to establish flexible
funding formats with short lead-in times to cover unmet needs.

Market authorization and
transition to healthcare

provision
process.

Objective to create flexible care and reimbursement models in the
application of GCT, with a proposed measure to maintain the necessary
flexibility in the benefit assessment and pricing in the German AMNOG

Interaction with society

Object to inform society about GCT by providing reliable and target
group-specific information, with a proposed measure to establish a
central web-based point of contract for quality-checked information.

UK: Leveraging the power of cross-center collaboration

Delivering innovative therapies often involves
new ways of working for healthcare systems,
including the National Healthcare Service (NHS)
in the UK.1#2 CAR T-cell therapy is delivered by
select treatment centers, which are formally
evaluated and accredited. Standards are set
by the Joint Accreditation Committee (JACIE) in
Europe for consistent quality and safety.!%!

The UK’s Advanced Therapy Treatment Centre
(ATTC) network was set up in 2018, connecting
centers delivering Advanced Therapy Medicinal
Products (ATMPs) in the UK,'*? including CAR
T-cell therapies. It was set up with government
funding from Innovate UK, which is an agency

MYCART
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that supports companies in growing through
the development and commercialization of new
products and services.'** The network includes
four specialist hubs (see below),**? which meet
regularly and collaborate across topics such as
clinical trials, training and education, patient
and public involvement and engagement,
patient recruitment and data collection.44
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Innovate Manchester Advanced Therapy Centre Hub (iMATCH)

London Advanced Therapies Advanced Therapy Treatment Centre (LAT-ATTC)
Midlands-Wales Advanced Therapy Treatment Centre (MW-ATTC)

Northern Alliance Advanced Therapies Treatment Centre (NA-ATTC)4?

Since its launch, the ATTC network has developed and shared knowledge and practices to support
the NHS in delivering advanced therapies.'*? This has helped make the UK a more attractive place
for life sciences investment.'#? It successfully increased patient access to ATMPs through clinical trial
support and improvements to supply chain and logistics.'*®* With new funding received in 2024, the

network will expand its activities across:4°

Improved ATMP workforce efficiency

Equity of access to transformative therapies

Economic growth in priority locations in the UK
Societal benefits from patients treated with ATMPs
The number of ATMPs approved for use by the NHS

Healthcare system readiness for ATMP clinical trials

The UK'’s attractiveness to sponsors launching ATMP clinical trials

HARMONIZING ONBOARDING PROCGESSES AND ACCREDITATION STANDARDS

Europe: Driving coordinated European action on cellular therapy access

In 2020, the European Hematology Association
(EHA) and the European Society for Blood
and Marrow Transplantation (EBMT) founded
the GoCART Coalition - a European group of
patient representatives, HCPs, pharmaceutical
companies, regulators and medical
organizations working together to promote
patient access to novel cellular therapies.!4®

The GoCART Coalition is organized around
five key pillars: data harmonization, standards
of care, education and training, policy and
advocacy and scientific excellence.¥’

Recognizing that there is significant overlap
between different manufacturers on their
requirements for site qualification processes,
the standards of care group launched an expert-
led working group to reduce the inspection
workload for centers, while protecting
product quality and patient safety.!*® The
group consisted of industry representatives,
researchers, clinicians, nurses and JACIE
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colleagues.’®® Through this, they were able
to launch a new initiative which would allow
centers holding JACIE accreditation to opt for
a reduced or remote audit focused on product-
specific requirements for cell therapies (subject
to market authorization holders’ agreement
and obligations). This is the case for centers
undergoing inspections with Bristol Myers
Squibb, Janssen, Gilead and Kite and Novartis.1%3

The education and training working group
has also launched an initiative with industry
partners and national country representatives
to develop a CAR T-cell therapy passport
to harmonize training requirements and
educational materials for HCPs.%® As part of
this, they are consolidating a core training
program consistent with JACIE accreditation
requirements, with passports tailored to each
HCP role.®®
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US: Streamlining onboarding processes for CAR T-cell treatment centers

The US Food and Drug Administration (FDA)
mandates product-specific education and
training to ensure the safe use of CAR T-cell
therapies.'®* This is delivered through the
Risk Evaluation Mitigation Strategies (REMS)
program, which involves manufacturers
evaluating and monitoring treatment sites
to ensure compliance.’®* As the number of
approved CAR T-cell therapies increases,
treatment centers will face a growing inspection
burden involving qualification, ongoing auditing
and reporting.

The American Society for Transplantation
and Cellular Therapy (ASTCT) launched the
80/20 Initiative to streamline the onboarding
and operational processes for clinical centers
administering cell therapies.®® Recognizing that
approximately 80% of the requirements for
clinical site onboarding and ongoing operations
are common across different manufacturers,
the initiative aims to standardize procedures to
improve efficiency and cost-effectiveness.®®

The 80/20 Task Force convened multi-
stakeholder workshops to identify and prioritize
common challenges in the onboarding and
maintenance of operations at treatment sites,
and ways to streamline the process.®®104
The workshops brought together over 60
stakeholders, including clinicians, regulators,
accrediting bodies and manufacturers.®14
In the second workshop, they identified
key measures that would help simplify the

qualification process, minimize duplication of
efforts and ensure consistent safety standards
across CAR T-cell centers:1%

e Conducting training programs led by
treatment centers and/or professional
societies to replace manufacturers’
product training

e Reporting standardized data points into a
central, accessible repository for tracking
of safety trends and identification of new
signals

e Enabling accrediting bodies to attest
to programs’ quality and ongoing
compliance with field safety expectations
to replace initial manufacturer evaluation
and ongoing REMS audit

The Task Force’s recommendations were
shared with the FDA at the Cell Therapy Liaison
Meeting and in multiple professional society
meetings and public forums with regulators,
manufacturers, and FDA representatives.'4
Recently, the FDA scaled back several of the
features of existing CAR T-cell therapy REMS
programs redundant to standard clinical
practice, including requirements related to
manufacturer-created training, product-specific
testing of trained staff and data reporting to
manufacturers.104

By implementing these strategies, the “80/20
Initiative” aims to find efficiencies in the
inspection process for treatment centers and
facilitate broader and more equitable access to
CAR T-cell therapies.

US: Reviewing clinical accreditation standards to ensure patient access

The Foundation for the Accreditation of Cellular Therapy (FACT) has announced the formation of
a ‘Community CAR T Working Group’ (working group) to discuss and propose clinical accreditation
standards for community-based providers of CAR T cell therapies.*®

The working group builds on discussions around the multiple, complex challenges surrounding
eligible patient access to these innovative therapies. Comprised primarily of community-based
physicians currently administering—or preparing to administer—CAR-T cell therapies, the working
group also includes leaders from academic medical centers, representatives of relevant professional
societies and members of FACT headquarters.}4®
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This effort will operate in association with the development of the upcoming third edition of the
FACT Standards for Immune Effector Cells, scheduled for release later this year,**® with the expected
output being to guide physicians toward the development and maintenance of quality- and safety-
focused infrastructure and systems closer to the homes and workplaces of eligible patients.}4°

FUNDING AND REIMBURSEMENT

Europe: Developing HTA models to capture the value of CAR T-cell therapies

One persistent challenge for CAR T-cell
therapies is that traditional HTA models
are often not fit-for-purpose to capture the
characteristics of CAR T-cell therapy (e.g., as
a one-time treatment).!33%0 T2EVOLVE is a
consortium working to accelerate the process of
developing CAR T-cell therapy in the European
Union (EU) to support patient access to this
type of technology, while providing guidance
on costs and implementation for EU healthcare
systems. 5!

In collaboration with the ASCERTAIN and
JOIN4AATMP projects, T2EVOLVE are working
on value-based, flexible assessment and

|taly: Enabling rapid funding decisions

In Italy, funding for CAR T-cell therapy
and associated care must be approved by
regional authorities.’>* For patients referred to
treatment centers outside of their home region,
approvals must be obtained from authorities in
the referring and receiving region, with costs
ultimately billed to the patient’s home region.'>*
This process is time-consuming and can lead
to delays, which can negatively impact patient
eligibility and outcomes.*>*

reimbursement approaches that can capture
the long-term patient benefit and support
sustainable innovation for CAR T-cell
therapies.'®2 JOIN4AATMP has a dedicated work
program focused on value assessment, pricing
and reimbursement schemes for CAR T-cell
therapy. Its aim is to use real-world data to map
hurdles in the commercial uptake of Advanced
Therapy  Medicinal  Products  (ATMPs),
including CAR T-cell therapies.’>® The initiative
(currently ongoing) seeks to propose ways for
manufacturerstoimprove their interactions with
HTA bodies throughout the R&D process and
propose alternative pricing and reimbursement
schemes.!®3

In Lombardy, regional authorities promise
funding decisions within 24 hours and cover
procedure costs for out-of-region patients at
regional CAR T-cell therapy centers if the home
region refuses payment.’®* While not every
region will have adequate resources to take this
approach, it helps to minimize treatment delays
and facilitate access to CAR T-cell therapy for
patients, regardless of their region of residence.
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US: Advocating for adequate reimbursement for hospitals delivering CAR

T-cell therapy

Delivering CAR T-cell therapies is a complex
process, which may not be reflected in local
reimbursement policies. For treatment centers
in the US, Medicare reimbursement did not
cover the full cost of delivering CAR T-cell
therapy under existing payment models.t>®

The US CAR T Working Group was set up to
advocate for policy change to improve patient
access to CAR T-cell therapy. It includes
over 20 patient advocacy organizations
(including Lymphoma Research Foundation),
the Association of Cancer Care Centers,
the American Society for Transplantation
and Cellular Therapy, industry associations
(including Alliance for Regenerative Medicine)
and biopharmaceutical companies (including
Gilead and Kite, Bristol Myers Squibb and
Johnson & Johnson).

PATIENT SUPPORT AND INFORMATION

Through coordinated advocacy, the working
group successfully engaged with the Centers
for Medicare & Medicaid Services to advocate
for the creation of a new Medicare Severity
Diagnosis Related Group (MS-DRG) specifically
for CAR T-cell therapy.'®*® The revised MS-DRG
more appropriately compensates hospitals for
the costs associated with administering the
therapy.t%®

This change in reimbursement policy has
helped increase access to CAR T-cell therapy
for Medicare beneficiaries and encourages
more hospitals to provide the treatment to
eligible patients.

Europe: Creating a digital hub for patients and caregivers

T2EVOLVEisaconsortiumworkingtoaccelerate
the process of developing CAR T-cell therapy
in the European Union (EU) to support patient
accesstothistypeoftechnology, while providing
guidance on costs and implementation for EU
healthcare systems.!5!

As part of their program, the consortium is
developing a central digital hub for patients
and caregivers, co-created with leading
European patient advocacy groups and
clinicians involved in CAR T-cell therapy.
This will build on their existing patient hub,
containing patient information resources co-
created with Working Group of Patients and

Caregivers (WGPC), EuroGCT, Acute Leukemia
Advocate Network (ALAN), Myeloma Patients
Europe (MPE) and Lymphoma Coalition.'®” This
additional platform aims to provide accessible,
multilingual educational resources, practical
guidance, and support tools to empower
patients and caregivers, thus enhancing
patients’ understanding of their CAR T-cell
therapy journey.®’
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