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Immuno-Oncology —what do we have? For solid tumors?
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The precision paradigm

Immuno-Oncology (10) Molecular targeted treatment

One-size-for-all / o\ Druggable rearrangements
PD-L1 insufficient Some defined resistance
Scarce molecular data q Spare healthy tissues
Resistance multilayered ) genomic sequencing

Unselective T cell activation actionable mutations
Immune-related side effects transcriptomics



The precision paradigm in 10

Patient 1 Patient 2 Patient 3

One drug for all

BUT: unleashing a
tumor-/patient-specific
set of T cell clones

@ Neoepitope specific @ Neoepitope specific @ Neoepitope specific



mRNA

Tapping into the neoantigen-directed T cell response
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TRB level

The precision paradigm in 10

Statistics of T cell richness at the TCR repertoire level
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The precision paradigm in 10
T cell richness and the PD-L1 benchmark

T cell repertoire prediction

AUC: 0.75

Model
— Baseline (AUC = 0.64)
RandomFaorest (AUC = 0.75)
— - Validation (AUC = 0.66 £ 0.069)
LogisticRegression (AUC = 0.68)
Validation (AUC = 0.64 + 0.036)
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The right T cells can yield powerful outcomes

10. June 2024
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How to improve precision in [O?

Immune Immune cell
Antibodies or antibody- checkpoint Ab
drug conjugates
Overall Survival ,

11

E? 40 Chemott Y O\“»«, N .

B R R AR A ERE L\ *  mMRNA-4157/V940, a personalized

e mRNA-based cancer vaccine +

Pembro

« BNT111 + Cemiplimab
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Combination of 10 with other immunomodulatory agents...
What about mistletoe?
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ISCA-CHECK Trial

4 )
Solid tumor
Non-operable,
recurrent or
metastatic disease S /

Eligible for therapy
with immune
checkpoint inhibitors

Arm B: ICI (+/- chemo/targeted therapy)

as per standard of care

No skin cancer

e 100 patients (1:1) from 4 sites over 24 months

Endpoints
e USB e Modulation of adaptive immunity
e Liestal e Clinical outcomes (PFS, OS)
e Baden o Rates of AE/SAE

e QoL

e Tumor und Brustzentrum Ostschweiz



ISCA-CHECK Trial — we are still blinded...

sCD25_matched_FU sPD1_matched_FU sTIM3_matched_FU sPDL1_matched_FU




SN ‘O Research

Swiss Network

. The primary objective of the SNIO Research Working
for Integrative

Oncology

Group is to promote Swiss multi-center clinical
research projects that actively involve young

researchers, patients, and multiple disciplines, while
https://integrative—oncology.ch/ also addressing key questions in implementation
research (e.g. Real-World Data Collection).

e Join us at the monthly SNIO Research WG Meeting to discuss the development of

integrative oncology research in Switzerland ! Dates and Zoom links for 2025

e Selection of open studies in Switzerland:

A Selection of Research Projects open for:

a) accrual of patients

b) participation as academic or clinical investigator

Cc) participation as SNIO study centre
The list is updated at each SNIO WG Research monthly
virtual meeting = please mail and attend

Wednesday 23. April 16:30 - 17:30
Monday 26. Mai 11:00-12:00
Wednesday 2. Juli 16:30 - 17:30
Monday 25. August 11:00 - 12:00
Wednesday 1. October 16:30 -
17:30

Monday 3. November 11:00-12:00
For contact (Co-lead SNIO WG Research)
PD Dr. med. Florian Strasser:
flo.strasser@bluewin.ch



Other avenues towards precision 10?
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The Future for solid tumors? CAR T cells with a booster vaccine

CAR T cell-CARVac therapy in CLDN6+ solid
tumors

________________

' CLDNB-scFv

CD8 hinge
4-1BB

__________________

from Chehrazi-Raffle A et al., Nat. Méd. 2023 Nov;29(11): 2711-7126



Vaccine drives expansion and efficacy of CAR T cells
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Reinhard, Rengstl et al. Science |2020; 367:446-453
Kranz LM, et al. Nature 2016; 534:396—401
Sahin U, et al. Nature 2020; 585:107-112

1



Efficacy of vaccine-boostered Claudin6 CAR T cells in patients

BNT211-01: Best overall response

Best overall response per RECIST v1.1

LR I DL=2 +100% LD + CARVac A ; Total (N=74)"
g B Al other doses Evaluable patients, n 64
"X | ORR, n (% 21 (328)
5 | 95% CI (%) 18.5-40.1
s ° III i CR.n () 3)
: IIIIII | PR, n (%] 18 (24.3)
5, MENIRENORN e —— DRn(H) Q@ |
e "'IIIIIII"I"II“I 95% CI (%) 46.1-69.5
£ DL22 +100% LD
£ | Evaluable pafients, n 3
T | ORR, n (%) 17 (515)
100 - | i 95% CI (%) 26.3.57.9
Patents | DCR, n (%) 28 (84.)
| 95% CI (%) 51.9-81.9

Data cui offt 16 May 2024, Presented are data from patients who received automated process l:.ﬁ.ﬁ T and had a tumor assessment ai baseline and at least 7 weeks post-ACT [N=T7).
Includes tumor marker responses. "Excludes patients who received an out-of-specification pr{:due,t cOLZ=1=108 DLI=2-5=108 CAR T cells. *Bar fruncated at 100% (actual value was 136%).
M:T adoptive cell transfer, CAR, chimeric ant anfigen recaptor; CARVac, CAR T-cell amplifying Rﬂﬁ,va-:clna Cl, corfidence interval; CR, complete response; DCR, disease control rate; DL, dose
level, LD, lymphodepletion; ORR, objective response rate; PR, partial response. .

Exciting frontier making precise CARs more potent!



Cell surface proteins are prime targets for immunological treatments!

CART cell
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MHC Exogenous
class Il g antigen
Virus or
tumour \
antigen

{ Antigenic
O peptide

Heavy chain (HLA-A, MHC class Il
HLA-B, HLA-C) (HLA-DQ, HLA-DP, HLA-DR)

Kobayashi et al., Nat. Rev. Immunology 2012



How to target intracellular antigens?

nature medicine a

Autologous T cell therapy for MAGE-A4 " solid
cancersinHLA-A*02' patients: a phase1trial
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Prét-a-porter Haute couture

Targeted drug/cell product Individual cell product



Mutation-specific CAR T cells and bispecifics

anti-BCR CAR T cells @ _________________________

and bispecifics
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Vision: IGLV3-21-R110 mutation-specific CAR T cells

FC identification of
stereotypic BCR
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Anti-BCR
T cell control  CART cells
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ith stereo-
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- e

Markl et al., Nat.com. 2024



Vision: IGLV3-21-R110 mutation-specific bispecific T cell
engagers
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Summary Immunotherapy 2025

Immunotherapy can be highly precise by

- Unleashing patient-specific neoepitope-directed T cells (checkpoint blockade / TIL)
- Boostering with target-specific vaccines (this may even work for CAR T cells)
- Engineering to target surface-exposed point mutations or sequences

Wat is the interaction of “conventional” Immunotherapy with complementary medicine?

- Often practiced, not well explored
- Trials are needed!

Encapsulating the essence of Precision Oncology:

We need the right treatment for the right patient at the right time!
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