NS

NI/
N - i i
XK University Poster #3418

_\|_| Universitatsspital
7| |Basel

HEMATOPOIETIC STEM CELLS EXPRESSING ENGINEERED CD45
ENABLE A NEAR UNIVERSAL TARGETED THERAPY FOR
HEMATOLOGIC DISEASES

ROMINA MARONE 2", SIMON GARAUDE "2, ROSALBA LEPORE *.2.3, ANNA DEVAUX "2, ASTRID BEERLAGE ' 2,
FEDERICO SIMONETTA 45 ANNA CAMUS 3, IZABELA DURZYNSKA 6, IAN KIRBY 7, PATRICK H. VAN BERKEL 7,
CHRISTIAN KUNZ 6, STEFANIE URLINGER 3, AND LUKAS T. JEKER 123

* These authors contributed equally

1) Department of Biomedicine, Basel University Hospital and University of Basel, Basel, Switzerland;
2) Transplantation Immunology & Nephrology, Basel University Hospital, Basel,Switzerland;
3) Cimeio Therapeutics AG, Basel, Switzerland
4) Division of Hematology, Department of Oncology, Geneva University Hospitals, Geneva, Switzerland
5) Translational Research Center for Oncohematology, Department of Medicine, Faculty of Medicine, University of Geneva, Geneva @ @ @ @ D
epartement
‘V%b P

6) Ridgeline Discovery GmbH, Switzerland @ . . u
7) ADC Therapeutics (UK) Ltd, mperial College White City Campus, London, UK 0000 B|0med 1ZIn
’ ’ ’ ® e o e Basel

Reused with permission from the American Society of Hematology. © 2023 The Authors. All rights reserved. Officially licensed by ASH for distribution via www.adctmedical.com/congresses



Background

* Untargeted cytotoxic conditioning regimens for hematopoietic stem cell transplantation are associated with

transplant related morbidity and mortality.

* The pan-hematopoietic marker CD45 is exclusively expressed on all m

nucleated hematopoietic cells, could enable targeted depletion of
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Aim

« Identify and characterize CD45 variants that shield from a novel, concurrently developed, highly
potent CD45-antibody drug conjugate (CIM053-ADC) while preserving CD45 function.

b

HSPC

* In vivo selective tumor ablation with preserved hematopoiesis. &8& ,jE\ &$



|dentification of base editable CD45 extracellular domain regions to

achieve shielding from targeted therapies
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|dentification of base editable CD45 extracellular domain
regions to achieve shielding from targeted therapies
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Base editing in CD34+ hematopoietic stem and progenitor cells
(HSPCs) in vitro
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Base editing in CD34+ hematopoietic stem and progenitor cells

(HSPCs) in vitro
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Base editing in CD34+ hematopoietic stem and progenitor cells
(HSPCs) in vitro
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Variant 3 shields hematopoietic cells from CIM053-ADC killing in
Vivo
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In vivo CIM053-ADC mediated selective tumor eradication with

preserved hematopoiesis
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Conclusions

Identified CD45 variants with favorable biophysical properties.

Generation of a novel, potent anti-CD45 antibody drug conjugate (CIM053-ADC) which depletes tumor cells and
HSPCs. CD45 variant 3-expressing HSPCs are shielded from CIM053-ADC while maintaining intact protein
properties.

Edited HSPCs engraft, differentiate in vivo and are shielded from CIM053-ADC.

Selective tumor and unedited human cell depletion in vivo with preservation of edited human hematopoietic
cells.

We envision that CIM053-ADC can be used for a targeted and less toxic conditioning protocols for HSC
transplantation. Furthermore, CD45 shielded HSPCs could enable higher, longer and/or repetitive antibody dosing,
potentially allowing for post-transplant adjustment of donor chimerism and targeted treatment of minimal
residual disease in CD45* malignancies.
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