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' The session is being recorded.

The recording will be posted on IHI's
website and Youtube channel.

Use the chat box

Ask questions and interact
with the speakers
(bottom of your screen)
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Cancer In the EU

2,7 Million new cases / year
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Share of EU population expected
to be diagnosed with cancer before 75
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Cancer In the
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1,3 Million deaths / year .
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Share of EU population expected
to die from cancer before 75
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Blood Cancer in the EU

214 000 new cases / year 106 000 deaths / year
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IHI Cancer portfolio per Indication

14 Cancer Indications
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IMI and IHI projects cover a large spectrum of cancer indications with 13 different cancer indications from lung, colorectal, liver and breast cancers which are leading cause of cancer death worldwide and in Europe to more rare indication such as sarcoma. Some of these projects are working on better undersanding the pathology and other into developig new treatment modalities.


IHI Cancer portfolio per Indication

14 Cancer Indications
. Blood
{J{z .‘ % - HARMONY
‘l - HARMONY PLUS
“'g', - T2EVOLVE

- EASYGEN

o ® innovative
' () health
initiative


Presenter
Presentation Notes
IMI and IHI projects cover a large spectrum of cancer indications with 13 different cancer indications from lung, colorectal, liver and breast cancers which are leading cause of cancer death worldwide and in Europe to more rare indication such as sarcoma. Some of these projects are working on better undersanding the pathology and other into developig new treatment modalities.


Blood Cancer Awareness Month

September is Blood Cancer
Awareness Month to raise
awareness about leukemia,
lymphoma, myeloma,
and other blood cancers
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Big Data

Focus of Today’s Webinar
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HARMONY
Big data in
Blood Cancer
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Focus of Today’s Webinar

B g ¥
[ 1™
LA L

T2EVOLVE i easygen

HARMONY of engineered for Cancer in
PLUS T-cells Europe

MDNT
HARMONY T2EVOLVE EASYGEN
Big data in Support the dvancing CA
Big Data Blood Cancer development CAR-Ts T cell therapy

o ® innovative
' () health
10 initiative



Focus on Specific Projects:

HARMONY
T2EVOLVE
EASYGEN
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About the HARMONY Alliance

European Public-Private Partnership for big data in hematology

Regulators

Haospitals Clinicians

HARMONY (2017-2023) and HARMONY PLUS (2020-2024)
were IHI funded projects.

Academia Medica

Societies

We built a community with a wide representation of all
stakeholder groups in the field of blood cancers.

Both projects had an interest in medicines intended for the
treatment of blood cancers. HTA

Bodies

Patient
Organizations

Ultimate goal: to increase the application of omics data in
clinical practices, speed up drug development, access

pathways for patients and bench-to-bedside processes.

HECR
Specialists

ICT

Specialists
Pharma p
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About the HARMONY Alliance

A 7-year-long history of European Public-Private collaboration

Community of approx.

500 professionals

i’

Big Data Platform

with 165,000 records

identified in all HMs
Integrated Data Services
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> 140 Data Providers from

34 countries,
19 being European

+21.00 Databases

harmonized to OMOP
common data model

O European Patient

Organizations, also involved in
carrying out research

w

+30 Collaborative projects,

comprising research ideas,
definition of COS, and other
multi-stakeholder activities

O Pharma companies,
providing in-cash and in-kind
support, and data
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oooooo
oooooo

||||||||||||||

Robust Big Data Platform,
GDPR-compliant data life cycle,
and visualization tools
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The HARMONY Alliance Network

+100 Organisations from across the world
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The HARMONY Alliance Network

Joining forces to build the biggest database of Blood Cancers

o Europe
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The HARMONY Platform

A GDPR-compliant data transfer and processing environment

DATA
ANONYMIZATION

Personal Data

901-:- Technical anonymization
011 wes SUPPression generalization perturbation

| De-identification \;

@? Data access restrictions
or
1

'.”,ﬁ Organizational security
1

11 policies processes contracts

Anonymous data

%

TECHNICAL ORGANISATIONAL
BARRIERS MEASURES

Private Internet Audit Trail

. - Controlled entrance
.~al infrasg
5\Ca "'Ucf - 1S0 27001 certified
Q’(\‘i Y,

e - First firewall layer ! .

= Virtual private network

Q,'\QD ats fco&

\CHE] - Second firewall layer
Q2 ke y .
- Named access o
- Roles segregation it
Research

workspace
- Datagovernance

- Mamed access @
&)

- De facto anonymization

- Data governance :
- MNamed access : .Q

- Specific fields only

- Limited in time

Risk analysis

Contracts
and SOPs

Training

Project review
and approval

Trusted
third party

GDPR AND LOCAL LEGISLATION COMPLIANT



The HARMONY Platform

The data journey in the HARMONY Platform

Dissemination

We make sure sure that the results produced by our

Mapping to OMOP
community not only reach the scientific community,

The HARMONY Platform uses OMOP data model, ] ‘
terminolog.ies, vocabularies, and coding schemgs to w but also the wider public.
standardize the format of the data bases received

Analytics

The HARMONY Platform counts
with a team of analysts that support
researchers implement state-of-the
art analysis techniques.

Anonymization _
Curation

Each datasetis checked
for completeness and
accuracy

Data undergoes a double-step
anonymisatio process and is
checked by a TTP before entering
the HARMONY Platform

Identification of data sources Visualization

The HARMONY Platform contains data from
national registries, hospitals, study groups,
universities, pharmaceutical companies...

We have developed visualization tools to support
the generation of new research project ideas and
assess their feasibility with the data that is
currently available on the HARMONY Platform.

HARMONY



The Tools Developed

From data to decisions

Data exploration tools » Tools freely accessible on the

HARMONY platform website are
designed to make datasets accessible
and useful for clinicians, researchers,

patients and decision-makers.

AML Outcome Predictor |l

MM Risk Stratifier J

Harmony Platform - Harmony Alliance Foundation
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https://harmony-alliance.eu/harmony-platform/#tools
https://harmony-alliance.eu/harmony-platform/#tools
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Data visualization tools for Researchers

AML and ALL Data Visualization Tools are publicly
available on the HARMONY Alliance website now

Researchers
select specific
parameters and
instantly see how
many cases are
available in the
platform.

This helps
researchers
refine their study
design.

HARMONY
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Submit your research question to the HARMONY Platform!

Leverage Europe’s largest anonymised haematological malignancies data lake

to advance your research and accelerate discovery.

FAn )
o

HARMONY

Access a uniquely large volume of real-world
data that would be impossible to gather
independently.

Work with harmonised data optimised for advanced

analytics and data science.

Receive support for dissemination to increase the

visibility and impact of your results.

Join a collaborative environment that contributes
to regulatory decision-making, clinical guidelines, and

healthcare innovation.

https://harmony-alliance.eu/join-us/#send-research-question

Download our Research
Question template

Download now

Send your Research Question

Please complete this form to submit your research question for

evaluation and potential exploration within the HARMONY Platform.

e
Emnail
ob Title

Affiliation / Institution:
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Tools to support decision-making for Physicians and Patients

Individualized prediction of outcomes in AML

Aim of this online tool: to create a more accurate risk prediction to easily visualize the likelihood of relapse for patients in
complete remission and help to determine in which patient a blood stem cell transplant (alloHSCT) is needed.

Age
18 70

c|||||||||||||||I|.||||||||||
18 24 30 36 42 48 54 60 66 7O

Gender

Female -
AML type

De novo AML -

Cytogenetic abnormalities

Normal K. x

Gene mutations

DNMT3Amut x NPM{mut x

Predict Reset
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Tools to support decision-making for Physicians and Patients

Individualized prediction of outcomes in AML

Aim of this online tool: to create a more accurate risk prediction to easily visualize the likelihood of relapse for patients in

complete remission and help to determine in which patient a blood stem cell transplant (alloHSCT) is needed.

Age
18 70

c|||||||||||||||I|.|||||||||| 1.00
18 24 30 36 42 48 54 60 66 7O

Gender
Female - . 73
ey
AML type E
-g 0.50
De novo AML - E
[¥5]
]

Cytogenetic abnormalities

o
Pl
un

Normal K. x

Gene mutations
0.00
DNMT3Amut x NPMmut x

Predict Reset

Overall Survival (OS)

ELN2022 favarable

ELN2022 intermediate
=— ELN2022 adverse
— Patient (5%-95%)

1.00

L
.|
L

0.50

RFS Probability

0.25

0.00

Relapse-free survival (RFS)
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Tools for risk stratification for Physicians and Patients

Supports risk classification for patients with multiple myeloma

Aim of this online tool: to enable more refined risk stratification at diagnosis and may support treatment planning and

study design in multiple myeloma.

Patient characteristics

Age

15 22
o

Hemoglobin (g/dL)

K |

B2 Microglobuline (mg/L)

o \

Albumine (g/dL)

: |

~

() Include Cytogenetics Data

Jﬁ% |IIII!l!|iIIIII IQEES‘!t
EL

HARMO
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Tools for risk stratification for Physicians and Patients

Supports risk classification for patients with multiple myeloma

Aim of this online tool: to enable more refined risk stratification at diagnosis and may support treatment planning and

study design in multiple myeloma. Overall Survival Prediction

This chart represents risk stratification for Overall Survival (OS) based on
the Baseline Risk Model.

Patient characteristics

Age
15 22
o Overall Survival
Hemoglobin (g/dL)
Risk
K |
0 20 40 60 80 100

B2 Microglobuline (mg/L)

Progression-Free Survival Prediction

This chart represents risk stratification for Progression-Free Survival (PFS)
Albumine (g/dL) based on the Baseline Risk Model.

o \

Lo |

Progression-Free Survival

0 60 80 100

20 40

() Include Cytogenetics Data
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Publications in high-impact journals

Leveraging substantial data collections has generated meaningful insights

Leukemia

Article | Open access | Published: 04 July 2024

ACUTE MYELOID LEUKEMIA

Rearrangements involving 11q23.3/KMT2A in adult
AML: mutational landscape and prognostic
implications - a HARMONY study

Alberto Herndndez-Sanchez, Teresa Gonzdlez, Marta Sobas, Eric Stréng, Gastone Castellani, Maria Abaigar,

Peter J. M. Valk, Angela Villaverde Ramiro, Axel Benner, Klaus H. Metzeler, Radl Azibeiro, Jesse M. Tettero,

Joaquin Martinez-Lopez, Marta Pratcorona, Javier Martinez Elicegui, Ken |. Mills, Christian Thiede,

Guillermo Sanz, Konstanze DShner, Michael Heuser, Torsten Haferlach, Amin T. Turki, Dirk Reinhardt,

Renate Schulze-Rath, ... Lars Bullinger ™ + Show authors

leukemia 38, 1929-1937 (2024) | Cite this article

€ blood

RESEARCH ARTICLE | NOVEMBER 6, 2024

Acute Promyelocytic Leukemia: Long-Term Outcomes from the
HARMONY Project

Maria Teresa Voso &4, Luca Guarnera, Séren Lehmann, Konstanze Déhner, Hartmut Déhner, Uwe Platzbecker,
Nigel H. Russell, Richard James Dillon, lan Thomas, Gert J Ossenkoppele, Torsten Haferlach, Marco Vignetti,
Edoardo La Sala, Alfonso Piciocchi, Paola Fazi, Angela Villaverde Ramiro, Laura Tur Giménez, Carmelo Gurnari,

Lars Bullinger, Jesus M. Hernandez .

HARMONY

Leukemia

Article ‘ Published: 05 August 2024

Transfusion independence after lenalidomide
discontinuation in patients with del(5q)
myelodysplastic neoplasm: a HARMONY Alliance study

Elena Crisa E, Elvira Mora, Ulrich Germing, Cecile Bally, Maria Diez Campelo, Mikko Myllymaki, Martin

Jadersten, Rami Komrokji, Uwe Platzbecker, Detlef Haase, Wolf-Karsten Hofmann, Najla H. Al Ali, Daniela

Barraco, Juan José Bargay, Teresa Bernal, Felix Lépez Cadenas, Anna Calvisi, |sabella Capodanno, Marco

Cerrano, Rosanna Ciancia, Monica Crugnola, Andrea Kiindgen, Carlo Finelli, Claudio Fozza, ... Valeria

santini®  + Show authors

Leukemia 38, 2259-2265 (2024) ‘ Cite this article

@ haematologica

QOpen access journal of the Ferrata-Storti Foundation, a non-profit organization

Outcomes with intensive treatment for
acute myeloid leukemia: an analysis of
two decades of data from the HARMONY
Alliance

Marta Anna Sobas, Amin T. Turki, Angela Villaverde Ramiro, Alberto Hernandez-Sanchez, Javier Martinez Elicegui,

Teresa Gonzdlez, Rall Azibeiro Melchor, Maria Abdigar, Laura Tur, Daniele Dall'Clio, Eric Strang, Jesse M. Tettero,

Gastone Castellani, Axel Benner, Kenstanze Déhner, Christian Thiede, Klaus H. Metzeler, Torsten Haferlach, Frederik Damm
Rosa Ayala, Joaquin Martinez-Lépez. Ken | Mills, Jorge Sierra, Séren Lehmann, Matteo G. Della Porta, Jiri Mayer, Dirk Reinhardt.
Rubén Villoria Medina, Renate Schulze-Rath, Martje Barbus, Jes(s Maria Hernandez-Rivas. Brian J.P Huntly, Gert Ossenkoppele

Hartmut Déhner, Lars Bullinger

Haematologica Early view Nov 7, 2024 https:/doi.org/10.3324/haematol.2024.285805
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The HARMONY Platform

Onboarded as DARWIN EU® Data Partner

DARWIN EU® is a federated network of data, expertise and
services that supports better decision-making by generating
reliable evidence from real world healthcare data

Norwrey Fiiana

+ MNorwegian Linked » FinOMOP

Clinical Practice Research s
Health Registries
Datal_ink (CPRD GOLD) g « University of Tartu
* UK Biobank /‘ (Biobank)
Netherlands
+ Integrated Primary Care & Danish Health Data
Information — Registries
+ Netherlands
Comprehensive Cancer
Organisation L IQVIA Germany Di
S Yy Lisease
. . — Analyser
Belgium
- IQVIA Belgium — Hungary

Longitudinal Patient B ™ e+ Semmelweis University
Data /,’,/”/
.
+ Bordeaux University /_ o o Croatian National public
Hospital health information

: . system
» Systéme National des y

Données de Santé m
Portugal . IDIAPIGol
* Unidade Local de Salde de + Parc Salut Mar Barcelona,

Matosinhos Hospital del Mar (IMIM)

+ Egas Moniz Database BiFAP
» Valencia Health System
Integrated Database

DARWIN EU Data Partner network in 2023, composed of 20 European Data Sources

DARWIN

N E U
* -
* *
* *
EUROPEAN MEDICINES AGENCY * o x
SCIENCE MEDICINES

EALTH

FEDERATED NETWORK PRINCIPLES

Data stays local

Use of the OMOP Common Data Model to perform
studies in a timely manner and increase consistency
of results

PARTICIPATION IN STUDIES

After a study request has been made, the
DARWIN EU® Coordination Centre will assess
feasibility.

Selection of appropriate Data Partners will be
made together with the EMA.

Selected Data Partners will receive an
invitation to participate in a specific study,
including all available information about the
study, including study type as per the above
classification.

Invited Data partners will be able to accept
or decline participation, subject to the
corresponding local approvals.



The HARMONY Platform

Added value to each stakeholder group

Patients Clinicians and researchers

» Access to Quality of Life data and possibility to » Research questions, study design
send their own research questions

* Identification of prognostic factors
» Patient engagement process
* Consents & anonymisation

» High-tier publications
 Improving clinical outcomes

i
o,
'~_-..'-_'_-"1 a s

HARMONY


Presenter
Presentation Notes




The HARMONY Platform

Added value to each stakeholder group

Patients Clinicians and researchers

» Access to Quality of Life data and possibility to » Research questions, study design
send their own research questions e High-tier publications
* Identification of prognostic factors e Improving clinical outcomes

» Patient engagement process
* Consents & anonymisation

* Evidence generation when submitting dossiers to e Critical appraisal of company submissions
HTA agencies * Proper definition of the PICO parameters and the
* Generation of historic or synthetic arms for single place in therapy
arm trials/external comparison  To explore real-life treatment sequencing over time
 Contextualization of Randomized Clinical Trials- » Research and validation of surrogate endpoints
based evidence package with real-world evidence 5

Support development of external controls to
inform decision making

P8
g
‘.'.-"_':' =ad

HARMONY
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The HARMONY Platform

Added value to each stakeholder group

Patients Clinicians and researchers

» Access to Quality of Life data and possibility to » Research questions, study design

send their own research questions o High-tier publications
« ldentification of prognosti All stakeholders utcomes
* Patient engagement proct o gypmit research proposals

* Consents & anonymisatior « Become a member of a dedicated research group
that includes skilled data scientists

 Contribute to scientific publications under the

umbrella of the HARMON Alliance
m  Contribute to improving outcomes for individuals ators and HTAs

 Evidence generation whel  with blood cancer company submissions
HTA agencies rroperucnmaoreof the PICO parameters and the
* Generation of historic or synthetic arms for single place in therapy
arm trials/external comparison  To explore real-life treatment sequencing over time
» Contextualization of Randomized Clinical Trials- * Research and validation of surrogate endpoints
based evidence package with real-world evidence « Support development of external controls to

inform decision making

P8
Hhs,

HARMONY


Presenter
Presentation Notes




HARMONY : ?'5‘1.-

Uniting the
hematology
community

& Working to produce results that improve the lives of patients with Blood Cancers

MMMMMMM



After project end, a foundation was created
to sustain project results and continue the work

HARMONY

ALLIANCE FOUNDATION




HARMONY

ALLIANCE FOUNDATION

Mission

Enabling data | Fostering collaboration | Transforming patient care

We imagine a future where open data sharing and scientific
collaboration deliver personalised treatments and cures for patients
with haematological malignancies.

Enabling data

Vision Fostering collaboration

We empower the haematology community to share and harness ) .
data, advancing research, and driving innovation to improve Tra N SfO rmin g pat|e Nt care

the lives of patients worldwide.
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HARMONY

ALLIANCE FOUNDATION

©

www.harmony-alliance.eu
www.bigdataforbloodcancer.eu

ing

HARMONY Alliance
Foundation
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o om Us in creating
@HarmonynetEU ' ) : L "]

#bigdataforbloodcancer : Xt genera\tlon of ca re 4
for blood cancér patients 3
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. HARMONY

ALLIANCE FOUNDATION

Disclaimer

» This presentation has been developed by the HARMONY Alliance Foundation. We make no
warranties or representations of any kind as to the content's accuracy, currency or
completeness. Neither we nor any party involved in creating, producing or delivering this
document shall be liable for any damages, including without limitation, direct, incidental,
consequential, indirect or punitive damages, arising out of access to, use of or inability to use
this document, or any errors or omissions in the content thereof.

* The content of this presentation may not be used for commercial purposes. Remixing is not
permitted except for private use.

e www.harmony-alliance.eu
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https://www.imi.europa.eu/
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, CAR T-cell therapy iIs the next big thing*
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Anti-CD19 CAR T cell
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Global CAR T-Cell Therapy Race

Totals reflect multi-country trials counted in each country they run in, so regional
totals will exceed the number of unique trials.

£
¥

Clinical Trials Worldwide

%
>

Region Studies started by | Studies started by
end 2019 end 2020

Europa 50 67
-~ China 278 379
USA 187 250

Official kick-off of T2ZEVOLVE in January 2021, after receiving funding from IMI
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The Challenge (Why T2EVOLVE?)

Cancer patients need faster, safer access to engineered T-cell therapies

Bedside Approach:_Set star_1d_ards N
pre-clinical & clinical
development

Bench

Goal: Self-sustaining cycle
of bench-to-bedside and
back learning

Present Future

Breaking through the bench-to-bedside bottleneck
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T2EVOLVE Vision in 2019: A New Therapy Comes To Patients In Record Time
In December 2025, scientists in Germany discuss preclinical model
results for a new engineered T-cell therapy that shrinks tumors and

eliminates breast cancer cells. The concept was developed during ,
o &
oY
i g% -
( R

the T2ZEVOLVE project. .
b
L

The next day, they meet with the head of their preclinical development
team and she agreed to perform preclinical efficacy and safety studies,
using T2ZEVOLVE standards and models. The results will inform what
lymphodepletion regimen would be optimal, what analytical monitoring will
be necessary and how the GMP manufacturing should be conducted.

The T2EVOLVE network built up expertise in Europe for engineered T-
cell therapy development, allowing the company to perform preclinical -
testing and validation, and plan clinical development in Europe.




Growing T2EVOLVE Innovation Ecosystem
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The T2EVOLVE Innovation Ecosystem

g * = o

+10 Roundtable Discussion
+5 Panel discussions

. Michael Hudecek
Organized and hosted for (Project Coordinator)

oyt major events like ESGCT, . Carmen Sanges
22—250CT2024 MERIENIEY EBMT, EHA, ISCT a Mg

RESS <=

£+ EUROPEAN SOCIETY OF
pelphine Ammar and 8 others GENE & CELL THERAPY

Scott Wagers
Corrine Gil
Neil Fitch

David Henderson
(Project Leader)

+5 Science Plus Cafe’ Events R S | 2 i

Involving patient stakeholders, Mgt ki b ok | : ioSci A i

Sponsored by the TZEVOLVE consortium project y : . Consuliting 1

physicians and experts in the * efpia [ )
field ANtk 4

Partners

 Patient Community o

» Academia /

« Health Care Providers ’

« SMEs +1 0n
Molecular Therapy 4 Joint Workshops Events * BioPharma L 5 .’000

« Regulators -INke I
Optimizing CAR-T treatment: A T°EVOLVE guide Evolving in gu ides "Ny /fo” h
to raw and starting material selection . ’ . -, . 7 oWer ]

recommendations, white papers, ~-. Stakeholder Community .- S!

== -

and joint working groups

. -
- .
5 -
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T2EVOLVE - Key Action Areas

Patient Preclinical Analytical Harmonized Regulatory Patient
Information methods methods registries framework Access

From science to society: faster, safer, fairer access to cell therapies.




®© T2EVOLVE Patient Engagement

@ T2EVOLVE HOME CONCEPT CONSORTIUM GET INVOLVED FOR PATIENTS FOR HCP5 NEWS & MATERIALS -

» The T2EVOLVE Patient Hub is designed to support
|nf0 I"matlon fOI‘ patlents patients through open access educational materials.

> Patient-centered Informed Consent Forms:
T2EVOLVE is improving CAR-T informed consent

What is CAR T- Member

cell treatment? insights Glossary

Find out more Find out more ‘ Consult here {external link) through Clearer, Datlent-frlendN fOl’mS The WOI'k |S

ongoing, with two clinical trials ready to pilot their use.

» A T2EVOLVE survey of 389 CAR-T patients across
Information in other Ianguages 10 countries showed overall good Quality of Life, but

persistent physical, social, and cognitive issues.

Deutsch Espafiol Frangais Italiano Nederlands
Anxiety about relapse and long-term effects, and
- I l - more financial strain for younger patients,

highlighting the need for tailored follow-up care.



https://t2evolve.com/information-for-patients/

Is T2ZEVOLVE Achieving its Vision?

Concrete Outcomes and Clinical Impact
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) liver metastasis
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MCL, CLL | CD19, anti BCMA) CNS tumor cancer
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. . . u
. Solid: Renal, BrC, during the project! T-ALL, LL S |
@ Glioblastoma _ J  Viability adopted!
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49 ...new therapies to PATIENTS in record time...




© Is T2EVOLVE Achieving It's Vision?
T2EVOLVE ecosystem enabled faster clinical progression

Parsonalized Cancer Immunotherapy

-
janssen )' | Golmonfomon Celgene | (M Bristol Myers Squibb
Company

Janssen BMS

4 h - A
SIGBLAST CARTITUDE -5 in NDMM Phase llI
AML Clinical Trial CARTITUDE = 6 in NDMM Phase Il Ide-cel in MM Phase Il
Phase I/1I Gilta-cel LTEU Phase IV Ide.-cel in R/R MM Phase Il
\ J S )

2025 Kytopen tech-access

First European CAR-T production - E
Deal to strengthen non-viral CAR- facilities at Tech Lane Science rlc__)lcriitcltzigLOPaec?lri]ticc:aé'RcllI-
T manufacturing in Europe Park (Ghent, BE) t%erapy plant (Leideh NL)
efpia

Gmp T2EVOLVE facilitates academic—industry collaboration, early scientific exchange and technology access




®© T2EVOLVE Regulatory Innovation

Platform
Technology
Approach

EMA Early
dialogue

CAR-T Access

Parent-child

Policy Briefs

standards, and GMP
guidance for engineered T-
cell therapies.

models, analytical methods,
GMP protocols). “Child
dossiers” for individual
products then reference

definition of prior
knowledge, data
extrapolation, and

preserve CAT’s
specialized expertise to
ensure Europe’s
leadership in ATMP
development.

the CAR-T Vision
steering committee.

Advanced HTA models
are ongoing in synergy

4 N (T2EVOLVE introduced the ) /Foll oW-up ) (First example of a ) (CAR-T Access )
parent—child approach in dati th European consortium roadmap completed.
Enabled the consortium to Europe: recommer? ationsonthe positioning itself with a White paper
recognize the regulatory B . parent-child approach, the unified voice in the submitted and
significance of its work on A parenF dossier” defines Platform Technology regulatory policy space, accepted.
| predictive preciinical standardized platform approach for cell-based highlighting the need to Active engagement in
models, analytical elements (preclinical therapies, includes a clear

platform technology. with multiple other

- J and build upon this - Paper will be published initiatives (e.g.
validated parent \Current/y under submission. \shortly. ) %\SCERTAIN) )

Qra mework. /

& frontiers | Fronters in inmunciogy

¢ & Time to evolve: predicting engineered T
cell-associated toxicity with next-

Call for preserving specialized knowledge and contributions of the CAT to _

n generation models Accelerating development advancing ATMPs in Europe
of engineered T cell therapies
Emmanuel Donnadieu © ," Maik Luu Miriam Alb, Brigitte Anliker? in the EU: current repulatory Delphine Ammar'f, Carmen Sanges?t, David Henderson®!, Inga Schapitz!!, Michael
f 3k Silvia Arcangeli,* Chiara Bonini,*® Biagio De Angelis © .’ Rashmi Ghoudhary, framework for studying Hudecek?, Maik Luu?, Martina Schiissler-Lenz®, Christian Buchholz®, Paul Franz®,
e p'a David Espie,"® Anne Galy," Gam Holland,"" Zoltan lvics,”

Kristin Reiche®, Ulrike Kohl?, Norbert Ifrah®, Bruno Quesnel®, Maria Thermeli® Marie
Jose Kersten®, Franco Locatelli'®, Maria Luisa D'Amore'?,Chiara Bonini'!, Monica
Casucci'!, Ulrike Philippar'?>, Robin Doeswijk'?

multiple product versions and
T2EVOLVE recommendations

Chahrazade Kantari-Mimoun,” Marie Jose Kersten," Ulrike Kahl, ">
hantal Kuhn,* Bruno Laugel," Franco Locatelli,” Ibtissam Marchig, ™

A
amp

itz ™", Maik Luu
' Timmathy Taps®,




@) T2EVOLVE Achievements in a bite

New Standards — Preclinical models, analytical assays, and CAR-T Core Data Set consolidated,
forming a reference for regulators and developers.

Regulatory Engagement — Active dialogue with EMA and national agencies on platform
technologies and product monitoring.

Providers hub and piloted improved informed consent forms. Innovative HTA assessments (joint

T- Patient & Clinician Voice — Two large EU surveys completed; created a patient—Health Care
with ASCERTAIN)

#tf Collaboration in Action — >300 stakeholders engaged; 10+ joint publications;
1 y 10 joint workshops and roundtables with other EU projects.

il

=] ¢ Impact so far: Built a trusted ecosystem and common language across science, clinics, regulators, and patients.
efpia

— ¢ Sustainable Community: By joining forces with initiatives like GOCART and EuroGCT, we have ensured that
amp

results are not just published but used in practice.

_
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Beyond Science: T2EVOLVE Economic and Societal Impact

Key impacts

Concrete examples

Safer and more effective T cell
therapies

5 models were processed - 3 preclinical models obtained regulatory acceptance
(INSERM, IDIBAPS and OPBG). An additional 2 are under evaluation.

Increased industrial competitiveness

3 new manufacturing sites from T2EVOLVE partners Jansenn, Bayer and BMS. Several
SMEs and CDMOs are using T2EVOLVE recommendations on Raw and Starting
Materials across Europe.

Increased access to engineered T cell
therapy

9 new products developed. IDIBAPS and OPBG are advancing products for adult ALL and
pediatric solid tumors, already granted EMA PRIME designation.

Parent-child approach white paper, Policy brief and Access roadmap paper (accepted)

Increased HCP and public awareness

Extensive dissemination and outreach activities through more than 20 conference events, 30
publications, more than 5,000 t2evolve website visits and +1,000 LinkedIn followers.

Combining of public and private funds
and contributions

Joint work between public and private project partners has led to synergistic outcomes,
with 12 of 30 publications resulting from such collaborations. More to come after project
closure.

Opportunity to compare data
generated from standardised
analytical methods

Evaluation of Immunomonitoring methods across Europe, and developed optimized
Standard Operating Procedures (SOPs). SOPs tested at 10 different sites, and are being
validated across T2EVOLVE and Europe. The SOPs describe critical steps for cell count and
CAR T detection, independently of instruments used.
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Global CAR T-Cell Therapy Race in 2025

Clinical Trials Worldwide

#56 ,

_ﬁ Region | Studies Studies | Studies by
. —17 by end by end Q3 2025
1 2019 2021

Europa 50
5
. 1 China 278 465 999
USA 187 305 603
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CAR-T Access in Europe: 2020 vs. 2025 (T2ZEVOLVE Vision)

2020 — Limited & Fragmented 2025 — with T2ZEVOLVE Contribution

Few CAR-T centers (mainly Germany, France, UK,
Spain, Italy)

Eastern & smaller EU states: no access

High costs, no harmonized reimbursement

Complex logistics: apheresis shipped to U.S.

Long wait times due to limited global capacity

Fragmented regulation, national rules dominate

Most trials & investments outside EU (U.S. & Asia)

Expanded network of GMP & treatment centers
across EU

Equitable access roadmap to enable inclusion of all
EU states

Improved affordability through HTA & innovative
models

Point-of-care manufacturing reduces delays &
logistics

26 GMP facilities producing CAR-T in Europe

Standardized models, monitoring & GMP protocols
adopted

EU regains competitiveness: 220 development
programs



T2EVOLVE Pillars for Long-Term Impact

Regulatory innovation
Patient Education: and roadblocks to

Comprehensive ACCess.

resources for patients Industry and academic
and families. common ground to
move forward the field

Frontiers Innovation:

Workshops, pilot studies,
and task forces for
cutting-edge initiatives.

Clinical Translation and
Correlative Research:

impact of harmonized
and reusable data
frameworks and
methods.
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Patient Education:Comprehensive resources for patients and families.
Regulatory Frameworks:Harmonized approaches and policy guidance.
Innovation Incubator:Workshops, pilot studies, and task forces for cutting-edge initiatives.



@ What Is In For The Future of an IMI Project?

December 2025

How to sustain

the T2EVOLVE
results?
@© T2EVOLVE ®
Project
Final Steps

Project Final
_h Q Report J ,
e

efpia
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@, The T2EVOLVE story continued...

» Legal & organizational stability

» Sustainable funding (membership, grants)
» Advocacy and policy influence

» Resource & knowledge hub

efpia

= CAN MAKE IT!

58




T2EVOLVE Association - Turning Dialogue into Action

Roundtable

discussions

Science Plus
Café

Technology Joint
Scan Events Workshops

Multistakeholder in person

discussions on critical gaps
in the field.

Key outcomes:
Reports
Position papers
White papers
Policy briefs

In depth expert online
discussion on highly
relevant gaps or
solutions to specific
problems in the field

Key Outcomes:
Publications
Collaborations

Series of Joint Workshops:

e Addressing common
challenges

* Create awareness

* Knowledge sharing
Key Outcomes:
collective impact across

the European
landscape

Knowledge sharing

Showcase of innovative
technologies

Key Outcomes:
Collaboration ideas
Accelerant Projects


Presenter
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Key Activities
Workshops and Roundtables:
Strategic discussions to tackle critical issues.
Reusable Data Framework:
Biobanks, data catalogs, and standardized procedures (e.g., OMOP).
Hands-On Projects:
Task forces, pilot studies, and collaborative publications.



@, Looking ahead: Expanding to new T-cell modalities

Hematologic

Malignancies

.%i;get N - Signalling
protein . Surface
i N protein CARE

N

s » Acute & Chronic * Neuroblastoma
-;i‘i_%ipmteasome Tumour Anigen N B-Cell Leukemia e Melanoma
5 : cell ol . B-Cgll Lymphoma e Sarcoma
| 2oX © popiide * Multiple Myeloma e Breast Cancer
(¢ T8 _a vy e T-Cell Leukemia & e Lung Cancer
> Lymphoma » Glioblastoma
* etc.
o ) o )

HLA-peptide
complex

Infectious Diseases

Autoimmune
Diseases

» Systemic Lupus * Human Immuno-  Cardiac Fibrosis
] Erythematosus Deficiency Virus (HIV) « Cardiac Failure
. « Myasthenia Gravis * Hepatitis B & C Virus « Myocardial Infarction
efpia . Etc. « Cytomegalovirus « Atherosclerosis
@ » Aspergillus fumigatus « Heart Transplant
\_ J \ J

_



@) Call to Action

The journey does not end with T2EVOLVE.

Join us in the T2ZEVOLVE Association to keep innovation alive
and ensure that no patient is left behind.

T2EVOLV

efpia

G www.t2evolve.com




®© Leveraging Synergies Across Consortia

© T2EVOLV

Safety prediction Manufacturing innovation Patient Access and RWD Patient and HCP

education
@ .-'.
x : SAIDPATH ASCERTA}N>> EURO
ImMSAVAR : 5 S @?
o]s JOIN = "= T S
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Focus on Specific Projects:

HARMONY
T2EVOLVE
EASYGEN
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easygen

EASY workflow integration for GENe therapy

N
Y

How the EASYGEN consortium
aims to transform CAR-T manufacturing

Dr. Sonja Steppan
Principal Investigator EASYGEN consortium

Fresenius SE & Co. KGaA

Bad Homburg, October 1 2025



Leukemia is the 11t leading cause of cancer
death across Europe

S
“
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cancer indications

& easygen

Lung
Breast
Colorectum
Prostate
Pancreas
Stomach
Ovary

Liver

Brain, CNS
Cervix uteri
Leukemia
Bladder
Corpus uteri
Oesophagus
Kidney

h 11th

[ T T T T T T T T T T T T
0 5 10 15

Mortality
Age-standardized rate (Europe) per 100.000, both sexes, 2022

IHI JU Webinar — Impact on Blood Cancers — EASYGEN | Oct 1 2025

20 25

Source: Cancer TODAY | IARC https://gco.iarc.who.int/today
(Sept 2025)
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Multiple myeloma on rank #18


Leukemia incidence surges: 2022—-2040 data
reveal over 2126 rise across Europe

Leukemia
2022 2040

W = W

73.59k 89.25k

® [ )
= 10.000 w Increase due to

. ) 27 EU countries, both sexes, all ages
patients demographic change

ofe Source: ECIS - European Cancer Information System (Sept 2025)
DTG easygen IHI JU Webinar — Impact on Blood Cancers — EASYGEN | Oct 1 2025 66
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Multiple myeloma incidence projected to rise
by almost 23%6 in Europe by 2040

Multiple myeloma
2022 2040

@,W @ +22.79%

35.33K 43.34K

A 4

o
= 10.000 Increase due to
patients demographic change
Source: ECIS - European Cancer Information System (Sept 2025)

'I.
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The CAR-T revolution — A new way to treat cancer
Avalilable for patients with no therapeutic options left

nature reviews drug discovery

Explore content ¥  About the journal ¥ Publish with us Subscribe
Cell Press Selections

The CAR T Cell 2018

Revolution " _ Selenece =
S N CANCER

IMMUNOTHERAPY

Engineered & personalized

nature > pature reviews drug discovery > news in brief » article

Mews in Brief = Published: 29 September 2017

FDA approves first CART therapy

Asher Mullard

Nature Reviews Drug Discovery 16, 669 (2017) | Cite this article

8280 Accesses | 202 Citations | 57 Altmetric | Metrics

i
L
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Lo f X inE W
A Milestone for CAR T Cells

Authors: Eric Tran, Ph.[), Dan L. Lenge, M.D., and Walter |. Urba, M.D, Ph.D.  Author Info & Affiliations
Published December 28, 2017 | N Engl | Med 2017;377:2593-2596 | DOI: 10.1056/NE|Me1714680
VOL. 377 NO. 26 | Copyright @ 2017

Abstract

More than 7 years have passed since the regression of advanced lymphoma was first reported
in a patient who had undergone the infusion of T cells engineered to express a chimeric [ ]

antigen receptor (CAR) targeting the CD19 antigen expressed on the surface of both normal

3

RN
. . - . . N ~ *

and malignant B cells.! Subsequent trials of CD19-targeted CAR T-cell therapy showed a %

complete response in some patients with relapsed or chemotherapy-refractory hematologic ® "bletechne ‘% o

cancers for which there were no effective therapies.? This personalized therapeutic approach 3¢ o & ]

entails the removal of peripheral-blood T cells from a patient, followed by in vitro activation, L

genetic modification, and expansion of . ..

.x.
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Carl June Breakthrough prize: https://penntoday.upenn.edu/news/penn-medicines-carl-june-receive-2024-breakthrough-prize-life-sciences#:~:text=CAR%20T%20cell%20therapy%20pioneer%20Carl%20June%2C%20the,modified%20to%20target%20and%20kill%20their%20cancer%20cells.
Emily Whitehead: https://www.chop.edu/news/emily-whitehead-first-pediatric-patient-receive-car-t-cell-therapy-celebrates-cure-10-years
Approval Kymriah: (https://www.fda.gov/news-events/press-announcements/fda-approves-car-t-cell-therapy-treat-adults-certain-types-large-b-cell-lymphoma)
Approval Yescarta: (https://www.fda.gov/news-events/press-announcements/fda-approves-car-t-cell-therapy-treat-adults-certain-types-large-b-cell-lymphoma)�Approval Tecartus: (https://www.curetoday.com/view/fda-approves-first-car-tcell-therapy-tecartus-for-relapsed-or-refractory-mantle-cell-lymphoma)�Approval Breyanzi: (https://news.bms.com/news/details/2021/U.S.-Food-and-Drug-Administration-Approves-Bristol-Myers-Squibbs-Breyanzi-lisocabtagene-maraleucel-a-New-CAR-T-Cell-Therapy-for-Adults-with-Relapsed-or-Refractory-Large-B-cell-Lymphoma/default.aspx)�Approval Abecma: (https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-idecabtagene-vicleucel-multiple-myeloma)�Approval Carvykti: (https://www.cancer.gov/news-events/cancer-currents-blog/2022/fda-carvykti-multiple-myeloma)
Less than 1% of eligible patients treated: https://ascopubs.org/doi/full/10.1200/OP.22.00315
CAR-T manufacturing process: https://www.beckman.hk/zh/resources/applied-science/immunotherapy/manufacturing-processes-for-engineered-t-cell-therapy


CAR-T manufacturing process in a nutshell

Current
process

‘,:;:,' easygen

Apheresis

v

Activation Chemotherapy

and
Transduction

4-6 weeks

4LF * CAR-T x

Expansion

IHI JU Webinar — Impact on Blood Cancers — EASYGEN | Oct 1 2025
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Carl June Breakthrough prize: https://penntoday.upenn.edu/news/penn-medicines-carl-june-receive-2024-breakthrough-prize-life-sciences#:~:text=CAR%20T%20cell%20therapy%20pioneer%20Carl%20June%2C%20the,modified%20to%20target%20and%20kill%20their%20cancer%20cells.
Emily Whitehead: https://www.chop.edu/news/emily-whitehead-first-pediatric-patient-receive-car-t-cell-therapy-celebrates-cure-10-years
Approval Kymriah: (https://www.fda.gov/news-events/press-announcements/fda-approves-car-t-cell-therapy-treat-adults-certain-types-large-b-cell-lymphoma)
Approval Yescarta: (https://www.fda.gov/news-events/press-announcements/fda-approves-car-t-cell-therapy-treat-adults-certain-types-large-b-cell-lymphoma)�Approval Tecartus: (https://www.curetoday.com/view/fda-approves-first-car-tcell-therapy-tecartus-for-relapsed-or-refractory-mantle-cell-lymphoma)�Approval Breyanzi: (https://news.bms.com/news/details/2021/U.S.-Food-and-Drug-Administration-Approves-Bristol-Myers-Squibbs-Breyanzi-lisocabtagene-maraleucel-a-New-CAR-T-Cell-Therapy-for-Adults-with-Relapsed-or-Refractory-Large-B-cell-Lymphoma/default.aspx)�Approval Abecma: (https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-idecabtagene-vicleucel-multiple-myeloma)�Approval Carvykti: (https://www.cancer.gov/news-events/cancer-currents-blog/2022/fda-carvykti-multiple-myeloma)
Less than 1% of eligible patients treated: https://ascopubs.org/doi/full/10.1200/OP.22.00315
CAR-T manufacturing process: https://www.beckman.hk/zh/resources/applied-science/immunotherapy/manufacturing-processes-for-engineered-t-cell-therapy


CAR-T therapy landscape
Seven approved CAR-T products as of Sept 2025

Brand product Company

Novartis U )
Basel, CH NOVARTIS

& KYMRIAH

Gilead Sciences / Kite Pharma N, Kite

»2 YESCARTA Foster City, CA, US

( . Gilead Sciences / Kite Pharma
TECARTUS Foster City, CA, US
#5 Bristol Myers Squibb {h Bristol Myers
Breyanzi’ New York, NY, US Squibb®
' -
- ) Johnson & Johnson 7/ Legend Biotech Janssen )’
= JCARVYKTI New Brunswick, NJ, US / Somerset, NJ, US plasg= (6!.5,%@
7 _ Bristol Myers Squibb / 2seventy Bio {lh griﬁ;fgtl)_!‘ﬂvers
Abecma New York, NY, US / Cambridge, MA, US | oseventybio/
Q o Autolus A
_ utelus
= AUCATZYL London, UK

.x.
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Multiple myeloma: CAR-T delivers 3% better
responses, expanding options beyond standard care

Standard of care therapy Carvykti CARTITUDE-4 trial

Corticosteroids

7320

Immuno- fimnovid 1=
modulatory drugs

Complete
i | response

Anti-CD38
monoclonal

antibodies Phase 3, randomized, open-label trial,

419 patients (208 to receive Carvykti
and 211 to receive standard care)

Source: San-Miguel et al., N. Engl. J. Med., 2023 (CARTITUDE-4 trial)
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https://pmc.ncbi.nlm.nih.gov/articles/PMC9061296/ (lokommotion)

https://ascopubs.org/doi/10.1200/JCO.2023.41.16_suppl.8009 (cartitude 1)


CAR-T’s access gap: —42k treated worldwide
leaving millions behind

12
N i o .
: 10.351 = AUCATZYL
Y 9.104 ¥ CARVYKTI
= > 41.734
% Tabecma
o
) #,
@ 6] Breyanzi'
5
8 VTECARTUS
T 3 2.629
)
IS 1.813 »> YESCARTA
873 .
o 32 ] O KYMRIAH
2017 2018 2019 2020 2021 2022 2023 2024 2025*
ofe Source: Oribiotech Patient Access Tracker (Sept 2025)
:'Eig easygen © Research Office; Medical Office; Corporate Development *Q3&4 missing
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Only —18%6 of eligible European patients
receive CAR-T therapy

Y
Unﬁedlﬁngdon1'

France

Source:

IQVIA Institute for Human Data Science. (03/2025).
Achieving CAR T-cell Therapy Health System Readiness.
An Assessment of Barriers and Opportunities.
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No economies of scale: lentiviral, centralized CAR-T
manufacturing + complex logistics = high price

- OKYMRIAH  (266.438k € N TAbecma (351.351k €

S S

f.“ S

00] i

o . S i

a ~> YESCARTA (281.609k € o Breyanzi: (281.609k €

o o

< < | ¥ CARVYKTT
VTECARTUS" (282.714k € (286.326k €

3L Source: Gemeinsamer Bundesausschuss (Sept 2025)
b .
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Charite berlin entgeldtabelle:
https://www.charite.de/fileadmin/user_upload/portal/klinikum/behandlung_stationaer/Entgelttarif.pdf

Breyanzi: 228.795K https://www.g-ba.de/downloads/92-975-8608/2025_04_04_Modul1_Lisocabtagen_maraleucel.pdf

Kymriah 266.438K https://www.g-ba.de/downloads/92-975-6972/2023_08_31_Modul1_Tisagenlecleucel.pdf

Yescarta: 281.609K https://www.g-ba.de/downloads/92-975-7743/2024_06_27_Modul1_Axicabtagen_Ciloleucel.pdf

Tecartus: 282.714K https://www.g-ba.de/downloads/92-975-6122/2022_09_30_Modul1_Brexu_Cel.pdf

Abecma: 351.351€ https://www.g-ba.de/downloads/92-975-7583/2024_03_27_Modul1_Idecabtagen_vicleucel.pdf

Carvykti 286.326K https://www.g-ba.de/downloads/92-975-8177/2024_11_27_Modul1_Ciltacel.pdf

Aucatzyl: price not yet set ! Approval only in July 2025 -> US: 525.000$ !






Why EASYGEN matters:

demand up, access down @z

S e
14,900 Up to 6 weeks ° e,
CAR-T treatments logged vein-to-vein in the centralized e '- -
in EBMT (Aug 2025)! — model; disease progression i — \ 4

still < 20% of eligible

patients? patients off treatment3

-
Logistics & bridging therapy

~ 30 % of total cost-of-care

— decentralizing removes the
longest and most expensive
steps*

knocks —25 % of high-risk - \ )) ‘

1EBMT CAR-T Data Collection Initiative (last accessed, August 2025)

° :. 2 IQVIA Institute for Human Data Science. (03/ 2025). Achieving CAR T-cell Therapy Health
a0 i System Readiness: An Assessment of Barriers and Opportunities.
:,.‘.; ea Sygen IHI JU Webinar — Impact on Blood Cancers — EASYG[=\N NoJ« % 820245} 3 Rampotas A 2025 Blood vol. 145(14) pp. 1485-97

® x‘ 4 Silvola S 2022 Value in Health vol. 25(1), Supplementary 167


Presenter
Presentation Notes
Script for Slide “Demand up, access down”
Intro
“On this slide I’ll highlight our core challenge: demand for CAR-T therapies is soaring, while actual patient access is shrinking.”
Point 1: EBMT registry gap
“As of March 2025, over 12,200 CAR-T treatments have been recorded in the EBMT registry—yet that represents under 15 percent of eligible patients across Europe.”
Point 2: Vein-to-vein delay
“The current vein-to-vein interval of four to six weeks allows disease progression to knock roughly 30 percent of high-risk patients off the treatment pathway.”
Point 3: Logistics & bridging costs
“Logistics and bridging therapies—keeping patients stable while cells are processed—account for nearly 30 percent of total cost. A decentralized model would eliminate these most time-consuming and expensive steps.”
Point 4: Pipeline vs. capacity
“With over 200 CAR-T candidates in clinical testing globally, the pipeline is set to far outstrip the output of today’s centralized manufacturing plants.”
Point 5: Easygen’s IHI mandate
“Under IHI Call 7, we must improve affordability, ease the burden on clinical teams, and expand patient reach—precisely what Easygen’s 24-hour, nurse-operable platform is designed to deliver.”
Transition
“With this context, you can see why our decentralized solution is urgent—and how Easygen will finally close the gap between exploding demand and limited access.”



Why EASYGEN matters:
demand up, access down /2 .

= 1 y 450 CAR-T assets

in clinical trials globally,
pipeline growth will out-strip
current viral plant capacity*

IHI Call 7 focus

Improve affordability
workforce load

and patient reach
EASYGEN ticks all three bc

4 Beacon Intelligence Database (last accessed, September 2025)
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Script for Slide “Demand up, access down”
Intro
“On this slide I’ll highlight our core challenge: demand for CAR-T therapies is soaring, while actual patient access is shrinking.”
Point 1: EBMT registry gap
“As of March 2025, over 12,200 CAR-T treatments have been recorded in the EBMT registry—yet that represents under 15 percent of eligible patients across Europe.”
Point 2: Vein-to-vein delay
“The current vein-to-vein interval of four to six weeks allows disease progression to knock roughly 30 percent of high-risk patients off the treatment pathway.”
Point 3: Logistics & bridging costs
“Logistics and bridging therapies—keeping patients stable while cells are processed—account for nearly 30 percent of total cost. A decentralized model would eliminate these most time-consuming and expensive steps.”
Point 4: Pipeline vs. capacity
“With over 200 CAR-T candidates in clinical testing globally, the pipeline is set to far outstrip the output of today’s centralized manufacturing plants.”
Point 5: Easygen’s IHI mandate
“Under IHI Call 7, we must improve affordability, ease the burden on clinical teams, and expand patient reach—precisely what Easygen’s 24-hour, nurse-operable platform is designed to deliver.”
Transition
“With this context, you can see why our decentralized solution is urgent—and how Easygen will finally close the gap between exploding demand and limited access.”



CAR-T today: labor-heavy, non-scalable,
expensive, bureaucratic - blocking timely access

Current
process

centralized

‘,:;:,' easygen

i T
1-2 days/ Ll ;
| ?}: 3 .--_1
o 2 ___—>» Washingand T cell 4 A
Formulation/ enrichment T cell @
aliquoting and <6 h activation
freezing 1-2 days \
1 <3 h
Leukapheresis Genetic
<4 h modlﬂcatlon
(viral transduction)
Re-infusion
in?o pgtsie%t == /
T e Up to 6 weeks _
‘\ Ex-vivo CAR-T
@ expansion
1-2 days, Quality control
9 &trelfase Formulation/ Washing and ) = T
esting ¥~ 4jiquoting and concentration L Raadh
| @ 7-14 days £ —
o / reezmg 7 <2 h
G <3 h
Sources: FDA — Considerations for the development of CAR T cell
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Specalty of Carvykti: specific against TWO DISTINCT epitopes of BCMA (high avidity)  https://www.frontiersin.org/journals/immunology/articles/10.3389/fimmu.2022.991092/full

Manufacturing: https://www.frontiersin.org/journals/immunology/articles/10.3389/fimmu.2022.991092/full

Lovo system: https://www.chooselovo.com/wp-content/uploads/2024/03/Lovo-3.0-Automated-Immunomagnetic-Selection-Preparation-for-Apheresis-Product-ScaleReady-branded.pdf
Cue system: https://www.choosecue.com/wp-content/uploads/2024/12/0101-CUE-01-0622_Cue-Cryoprep-of-Apheresis-App-Note.pdf

Janssen& Legend Patent carvykti: 
https://ppubs.uspto.gov/dirsearch-public/patents/html/20220265710?source=US-PGPUB&requestToken=eyJzdWIiOiI4ZWIzNzJiOC1iYjQ3LTQzYTMtOWQ0MS0yYWVjOGM4ZWNmZWIiLCJ2ZXIiOiIyNWZjMmQwYi02Zjk0LTRlMjEtYTcyOC1iMzFhM2EzNjMyYzAiLCJleHAiOjB9
https://ppubs.uspto.gov/dirsearch-public/patents/html/20230270786?source=US-PGPUB&requestToken=eyJzdWIiOiI4ZWIzNzJiOC1iYjQ3LTQzYTMtOWQ0MS0yYWVjOGM4ZWNmZWIiLCJ2ZXIiOiIyNWZjMmQwYi02Zjk0LTRlMjEtYTcyOC1iMzFhM2EzNjMyYzAiLCJleHAiOjB9

Lentiviral gene modification
https://www.bing.com/search?pglt=43&q=EMA+CHMP+Assessment+Report%3A+Carvykti+(ciltacabtagene+autoleucel)%2C+%E2%80%9CQuality+Aspects%E2%80%9D&cvid=20f40bf15aeb4034bcfde082b73425b2&gs_lcrp=EgRlZGdlKgYIABBFGDkyBggAEEUYOTIICAEQ6QcY_FXSAQc0MjNqMGoxqAIAsAIA&FORM=ANNAB1&PC=U531

Median vein-to-vein time: 47 days (range: 41 to 167)  Swiss public assessment report Carvykti https://www.bing.com/search?pglt=43&q=EMA+CHMP+Assessment+Report%3A+Carvykti+(ciltacabtagene+autoleucel)%2C+%E2%80%9CQuality+Aspects%E2%80%9D&cvid=20f40bf15aeb4034bcfde082b73425b2&gs_lcrp=EgRlZGdlKgYIABBFGDkyBggAEEUYOTIICAEQ6QcY_FXSAQc0MjNqMGoxqAIAsAIA&FORM=ANNAB1&PC=U531)

T cell activation using TransAct from Miltenyi Biotec: https://www.miltenyibiotec.com/DE-en/products/t-cell-transact-human.html#130-111-160 ( anti-CD3, anti-CD28)
CliniMACS CD3 product line: https://www.miltenyibiotec.com/DE-en/products/clinimacs-cd3-product-line.html#200-070-202

Proposed manufacturing process CAR T von Wilson Wolf (G-Rex) (mentioning Lovo and Prodigy): https://www.wilsonwolf.com/wp-content/uploads/2020/09/2020-WuXi-ATU-CART-POSTER.pdf

Paper comparing CD3 positive and negative t cell selection (& mentioning the selecetion processes of the 6 CAR T products): https://www.mdpi.com/2073-4409/10/11/2824#

Paper describing the different used platforms for CAR T manufacturing: https://www.cell.com/molecular-therapy-family/methods/fulltext/S2329-0501(24)00066-4

FDA manufacturing



EASYGEN streamlines CAR-T manufacturing:
decentralized, virus-free, designed for hospitals
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A cross-functional force ready to tackle the
toughest challenges in CAR-T manufacturing

EASYGEN

) B

W

brings together

18 partners

aCross

HELMOATT TEMTEIS

Z Fraunhofer

e
charles river

#-): Universidad
iy de Navarra

8 countries

B Fresenius 7 B to enable decentralized

CAR-T manufac

N B o

.:.
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Workflow to enable hospital-integrated,
decentralized CAR-T manufacturing

EASYGEN powerhouse

B Fresenius Dissemination, communication & patient advocacy
= ~ Fraunhofer B Fresenius 0;5:0 08AL SOLUTON L calli
e i

Stakeholder Unde_r
Process standing :
engagement : Developing
management patient
and S regulatory
and co- eligibility &
: performance L strategy
creation : exploitation/
evaluation

3;:,' easygen

sustainability
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Potential EASYGEN impact: cost-effective

democratization of cancer immunotherapy

Production cost Manufacturing time
Cost reduction Reduced
manufacturing

Current
process

.z.
3xi easygen

time

!

§§Eeasygen

L
_

§§Eeasygen

Current
process
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emily
whitehead
foundation

activate the cure
For childhood cancer



emily
whitehead
foundation

activate the cure
For childhood cancer
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IHI Impact Events on Cancer
&

e Passed Impact event on Cancer
- Watch it to learn how IHI and IMI projects are tackling cancer.
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https://www.ihi.europa.eu/news-events/events/impact-cancer
https://www.ihi.europa.eu/news-events/events/impact-cancer
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