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Intereressenkonflikte

Unterstiitzung Forschung:
Bayer, SirTex

Beratungshonorare:
Immunocore, DelCath, Ideaya, Replimmune, MSD, BMS, Merck, Janssen, Pfizer, Ipsen, AstraZeneca

Reiseunterstiitzung:
Merck, Ipsen, Janssen

Patente:
CCNA1 als T-Zell target bei mailgnen tumoren (FHCRC, Seattle, WA)
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Hintergrund: Aderhautmelanom
e Haufigster maligner Tumor des Auges, insgesamt sehr selten (2-8/1 000 000/Jahr)

Posterior -
uvea Choroid layer Ciliary body Anterior
\ —— uvea
Vitreous
Sclera Humor
Choroid layer melanoma Ciliary body melanoma Iris melanoma

A Choriodales Melanom, B Iris-Melanom, C/D Ziliarkdrper-Melanom
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Hintergrund: Primarbehandlung

e Je nach GroRe und Lage OP (Enukleation / Eviszeration), Protonenbestrahlung oder
Brachytherapie

e Hohe lokale Kontrollraten

Radioactive
__seeds

o
o S
) ‘ \ & O
), / ~ {
Radioactive— | 74 i
seed ! 74

Zyklotron mit Bestrahlungsplatz Ruthenium-Plaque
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Hintergrund: Metastasierung
e Fernmetastasierung in 50% (20-80%)
e \Wahrscheinlichkeit hangt ab von molekularem Subtyp und Stadium

31-6.0
<30 1 1 1 1

Four Molecularly Distinct Subsets >15.0
Disomy 3 (D3) Monosomy 3 (M3) 121150
Copy Number 1 2 3 4 2 920
Gene Alterations  EIFIAX ~ SF3B1 [ BAP{-aberrant < 6190
DNA Methylation 1 2/3 4 £

mRNA 1 2 1 2 3 4 3
IncRNA 1 2 1 2 3 @3 e

. . , 30 3160 6190 91120 121-150 151-180  »>18.0
Metastatic Risk
Largest basal diameter (mm)

3
3
3
2

Spezifische Treibermutationen und chromosomale und genetische

Klinische Stadien (nur T, N gibt es nicht beim UM)
Veranderungen

@HAR'TE ‘ ccec/ccia Van der Kooji et al, Cancers 2019; Robertson et al, Cancer Cell 2017; Yarchoan NEJM 2017 °



Hintergrund: Tumorbiologie

e Tumorbiologie grundlegend anders als beim kutanen Melanom

e Ansprechraten auf systemische Therapien gering

CXCL12 HGF IGF-1

GPCR CXCR4 : RTK c-Met ' IGF-1R !
v v v

|

GNAQ GNA11

—
L BRAF
PLC MEK1/2 Akt
v ERK1/2 mTOR
PrC "

| — e
/ ! Proliferation ~ »
Growth

v

; T r;'u =\ Metastasis
/ \ Factor/ \
MDD '/P\Jﬁ ROS
\ HDAC |
Spezifische Treibermutationen und chromosomale und genetische

Veranderungen
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Van der Kooiji et al, Cancers 2019; Robertson et al, Cancer Cell 2017; Yarchoan NEJM 2017 °



Adjuvante Therapien

Studien extrem schwer durchzufiuhren, da
e zum Teil sehr spate Rezidive,

e |nzidenz extrem niedrig,

e davon nur high risk-Patienten elegibel

Nicht bewiesen beneficial (auch nicht in high risk Population):
e Interferon

e Fotemustin

e Crizotinib

e Dendritische Zellen

e Melatonin

e U.v.m.

@HARITE ‘ ccce /ccl4



Adjuvante Therapien: aktuell Ipi/Nivo?

HCRN MEL17-309 Phase Il Investigator-Initiated Adjuvant Nivo/lpi in High-Risk Uveal Melanoma Schema
(NCT03528408)

St Sse;?"li\:lelca:ggergz 2:1 matched External Control
Ipi 1ma/kg qabw+ « GEPClass 2 + LBD =212mm
3-yr DMFS 50% or less e _
Nivo 240mg g2w Control choice:
X 48wks Contemporaneous databases
Historical (CO0G1)

Definitively treated w/ local therapy

within the last 6 mo
No prior systemic therapy

Registration

High risk-Patienten, n=50, historische Kontrolle

Primarer Endpunkt: Fernmetastasen-freies Uberleben

@HARITE ‘ ccee/ cci4 Rapisuwon ASCO 2024 s



Adjuvante Therapien: aktuell Ipi/Nivo?

Adjusted DMFS probability 95% ClI p-value
at 3 years

70.4% 0.56 0.85
43.4% 0.3 0.56

RR 0.52, 95% CI 0.309-0.888

100

0.018

N
g

— adjuvant nivo/ipi
~ controls

o
2

Median follow-up:36.8 mo

Median DMFS
Nivo/lpi: NR (95%CI: 44.8- not reached)
Control: 32.3 months (95%CI: 29.4-44.8)

Percent Alive & Distant Metastasis-Free

)
5

Grad 3/4-Toxizitaten: 48%

0 20 40 60
Months after primary treatment
@HAR ITE ‘ ccee/ cci4 Rapisuwon ASCO 2024 o



Hintergrund: Metastasierte Erkrankung

e Uveale Melanome metastasieren inital fast immer in die
Leber

e Hepatische Metastasen zeigen haufig die schnellste
Dynamik

—>Kontrolle der hepatische Metastasierung definiert
Morbiditat und Mortalitat

Hyperintense Lasionenin T1 .
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Aktuelle Situation

Diverse lokal-ablative Diverse systemische
Therapieoptionen (TACE, SIRT, Therapieoptionen

Perkutane Leber-Perfusion) Abhingig von

e HLA A*02:01-Status

* Allgemeinzustand

Abhangig von
 Metastasierungsmuster
e Gefallverhaltnissen

e Organfunktion
e Kardiovaskularer Fitness

Keine klinisch gut wirksamen Therapieoptionen
Wenige prospektive Daten / viele individuelle Therapieentscheidungen

@HARITE ‘ ccce /ccl4 11



Systemtherapie: Chemotherapie

Gemcitabine/Treosulfan
D1/d8, alle 4 Wochen

1,0 —
0S — GeT
— TACE

0,8 —

0,6 —

0,4 —

0,2 — !

0,04 T I T T I T
0 6 12 18 24 30 36
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% patients alive

Fotemustin
D1 d8 d15, nach 5 Wochen Erhaltung

N=171, i. v. vs intraarteriell / hepatisch (HIA)
100
90- OS

704

404 Logrank test: P=0.59

-

0 . . . x ; (years)
0 1 2 3 4 5

O N Number of patients at risk: Treatment arm

76 85 42 15 9 3 — V.

79 86 43 15 5 1 — H.LA.

Peuker et al. ESMO 2019, Leyvraz et al. Ann Oncol 2014
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Systemtherapie: Checkpoint-Inhibition

PD1-/PD-L1-Inhibition

0474%
HOOA«

+227%
+223%

. Prior Ipilimumab
B No Prior Ipilimumab

200% g

*  Progression of Non-Targets
- 100% - |
' |||IIIIIIIIlIIIIII“I““IIn.. ___II“I!

Best responses

-100% Atezolizumab / Pembrolizumab /
Nivolumab bei Aderhautmelanomen
(n=58)

@H ARITE ‘ cccc/ccl4a Optional: Klinik, Zentrum, Arbeits-/Sonderbereich etc.
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Systemtherapie: Checkpoint-Inhibition 10-

- . C ye i
Ipilimumab/Nivolumab 1.-3. Therapielinie (Phase I1) 5 PES median 5,5 months
2 0.6 -
* N=33 (auswertbar) g
* 31 % hepatic, 20% extrahepatic, 49% both E %4
o

e 43% LDH>ULN 0.2 -
e 57% 1stline

0 6 12 18 24 30 36 42 48
B Progressive disease Time (months)
Stable disease 1.0 4

200
180
160
140
120
100

ORR 18% g0

= 60
= 40
201 il BE---- T
0
=20
ST T 5 0.2 5
-60
_Eu I L] I I I I

-100 0 6 12 18 24 30 36 42 48
Time (months)

Partial response

B Complete response

0B OS median 19,1 months

0S (probability)

@HARITE ‘ CCCC / CC14 14
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Uveales Melanom

Pradiktive Faktoren: Checkpoint-Inhibition

Tumor foreignness
Mutational load
Tumor sensitivity
to immune effectors
MHC expression, <
IFN-y sensitivity General immune status

Lymphocyte count

Absence of inhibitory

tumor metabolism ll'nrpune.
LDH, glucose utilization cell infiltration
Intratumoral T cells

Absence of soluble inhibitors )
IL-6, CRP Absence g:) c_:?leckpomts

@HARITE | ccce/ cc14
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Blank, Haanen et al. Science, 2016; Yarchoan et al., NEJM, 2017



Pradiktive Faktoren: gerichtete T-Zelltherapie

utational loa

Tumor sensitivity
to immune effectors
MHC expression,
IFN-y sensitivity

Adoptive (gerichtete) T-Zelltherapie

T Reinfusion, alle Tumor-spezifisch

' Hohe, selektive
Expression des Antigens

Absence of inhibitory
tumor metabolism
LDH, glucose utilization

?

Immune

==r
Transfektion
mit Tumor-
T-Zellen spezifischem
Absence of soluble inhibitors o Rezeptor
IL-6, CRP >

?

@HARITE ‘ cccc / €C14 Blank, Haanen et al. Science, 2016 ¢



Bispecific T-cell engager: Formate

mAb-basiert TCR-basiert

Cell-bridge

mAb bsAb

Cancer cell

Redirected

e 0

e - lysis
b *
#\* "
*
1 ¥*
; »*
' * CKs
anti-CD3/
anti-CD16 > J Natural . ImmTAC
TCR ’ molecule

oo
®e
00
\O

CH VH ‘ .
anti-TAA . . Vb .

@HARITE ‘ ccee / cc1a Zhang, Zhang, Wan, J, Hematol Oncol 2023 17



Tebentafusp

ImmTAC
pM
' > Targeting:
soluble TCR
Affinity
to target
anff:;?;v Toxizitat: CRS, Dermatitis (on target/off tumor Toxizitat)
nM

* Bispezifischer T-Zellaktivator
« Spezifisch fur gp100-Epitop im Kontext mit HLA A*02:01

» Wochentlich Dosierung bis zum Progress

@HARITE ‘ ccee/cca Fotos: S. Leyvraz, Charité 18



Tebentafusp

Phase 3 Study (IMCgp100-202)

Target cell

Tebentafusp (N=252):
= 20 mcg C1D1
= 30 meg C1D8

Advanced UM:
[leossm e ]

= HLA-A"0201+

= No prior systemic therapy
in the advanced setting

Randomized = 68 mcg C1D15+

2:1

HLA

= No prior liver-directed therapy,
except surgery

Investiator's Choice (IC; N=126):
Peptide

- Stratification = Pembrolizumab 2 mg/kg Q3W (82%)
Targeting domain = Any LDH by LDH level = |pilimumab 3 mg/kg Q3W (12%)
engineered TCR (pM) y oee
Tebentafusp 9 P (>ULN vs <ULN) = Dacarbazine 1000 mg/m? Q3W (6%)
} ImmTAC
} Simissdema Co-primary endpoints
or inhibitor (nM ; ; ;
L) = OS in randomized patients to tebentafusp vs IC treatment (ITT)
Receptor

* OS in randomized patients to tebentafusp with rash during Wk 1 vs IC treatment
Any T cell

Key secondary endpoints

* ORR and PFS by investigator assessment

@HARITE ‘ ccee / cC14 Nathan, Hassel, ..., Ochsenreither, et al.,, NEJM 2021 19



Tebentafusp

3-year update: OS in ITT
OS benefit of tebentafusp vs IC maintained at 3-year follow-up, HR 0.68

1.0 Tebentafusp Investigator's
0.9- choice
' 0S, median months 216 16.9
S, 0.8 . (95% CI)  (19.0,24.3) (12.9, 19.5)
= 2% Stratified HR (95% Cl) 068 (0.54to0.87)
= 074
0
g 0.6
o 0.5+
S 04-
< i
S 0.3
N 5o Tebentafusp
0-1_ - -
Investigator's choice
0.0 — T T T T T T T T T T T T T T T T T T T T 1
0 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Time (months)
No. atrisk
Tebentafusp 252 239 218 197 175 157 142 124 106 92 73 64 53 47 32 25 18 13 &8 8 5 5 0
IC 126 110 94 79 72 66 57 46 36 31 25 21 17 12 10 7 4 2 1 1 1 1 0

@HARITE ‘ CCCC / CCl4 Hassel, ..., Ochsenreither, et al., NEJM 2023



Systemtherapie: Prazisionsonkologie

TREAT20+: Precision oncology for uveal melanoma
Primarer Endpunkt: feasibility

Sekundare Endpunkte: OS, PFS,
growth modulation index (GMlI)

Patient-derived cells

Treatment of
patient
1 PN
Data generation

g f “
Bi ¢ Next generation Methylome Proteome analysis Treatment
onsy Ot sequencing analysis (Thermo Orbitrap, recommendations
& metastasis (WGS, exome, (Illumina Human Sciex 6500 QTrap
P LAuCBibSH P TN RNA-seq) Methylation450k) Helios Fluidigm) =
Data mass Bioinformatics Prediction of ® v
storage data analysis drug response X
CHARITE i T
o - /ﬁ\ Bk - "f-zzg;_“‘s_”f“ ,_{::“ Precision Medicine
Comprehensive Cancer Center [ & . ~::=- ":‘i':’;uﬁf;;:‘": Tumor Board
Universitatstumorzentrum TREAT20 3 Nl =

sy tmamel B oo prd
@HARITE ‘ ccce /ccl4

Clinical Managment

Leyvraz, ..., Ochsenreither, et al., Eur J Cancer 2022



Systemtherapie: Prazisionsonkologie

TREAT20+: Precision oncology for uveal melanoma
Primarer Endpunkt: feasibility

. .. sof—————— e -
Sekundare Endpunkte: OS, PFS, growth modulation index (GMI) = Duration
s = Treatment Period
PO
; D —
Metastasierte uveale :_ Drug
Melanome sof Cabozantinib
ol = Crizotinib
(n=45) POl
PDRR . Nivolumab
s B8 selumetinib
) e 00 Bl mameiis
[ Biopsie ] S — . Trametinib+Fotemustine
Low tumor i_ . Sorafenib
o
content —--—---- soi—
n=6 Biopsy to Tx time: sof— event
median 58 d :;-.- ® censored
Matched Tx Unmatched rollll A death
n=27 Tx i s
rol
n=18 POl + stop
-/ pDI
PoE=ITA
sof R —

- Feasibility: matched treated: 60%
- GMI :1,23

@HARITE ‘ ccce /ccl4

1200

g
&

Days until death

Leyvraz, ..., Ochsenreither, et al., Eur J Cancer 2022



Systemtherapie: Trametinib

Retrospektive Analyse einer unselektierten Patientenkohorte 90 Miedkan{95%icH

3
S
=
n=29 @ A05 11.9 (2.2-21.5) weeks
& 70
Vortherapien median 3 (1-10) 5 60-
LDH erhoht 86%, >2 x ULN 41% g ig‘
E _
a
GMI 5 30
6 £ 20
6M: <1 1133 M>1.33 /\ Progressive disease < 10—
. Q0
O Stable disease 0 [e) 0
¥¢ Partial remission 49 < . v
5 o 0 6 12 18 24 30 36 42 48 54 60
44
100 ; ,
4 .. | . ‘
_ TTPTrametlnlb 2 _ 90 ' Median (95% cl)
G M I - X 80 1 24.0 (19.0-29.0) weeks
37 TTPPrevious therapy %’ 70 ’ ' |
=] 60 — ‘
O O wn |
1% 5 50 |
2 1,85 © >
o O AA DO 515 = 4
o A ¥ 118119 12 VOB ® 304
1,02 o
1 a 20
10
0
0
T-17 T-23 T-14 T-24 T-01 T-28 T-04 T-11 T-25 T-27 T-22 T-03 T-16 T-06 T-12 T-08 T-15 T-13 T-02 T-19 T-07 T-29 T-10 T-20 T-21 0 12 24 36 48 60 72 8 9%
Patients Time (weeks)

@HAR'TE ‘ ccee/ ccia Rittig, Ochsenreither, ..., Peuker, DGHO 2022, in prep, GMI: Von Hoff DD Clin Can Res 1998 23



Systemtherapie: Selumetinib

SelPac-Studie

Prospektiv randomisierte Studie, n=77 Grad 3/4-Toxizitat: 77% (Arm A), 53% (Arm B/C)
A Selumetinib cont

B Selumetinib cont. / Paclitaxel d1, 8, 15

C Selumetinib intermit. / Paclitaxel d1, 8, 15

100% | 100%

e % — AmA 80% ~—— ArmA
< — ArmsB &C —— ArmsB&C
g —_—

= X

> o

| "5 N

=] " T

o &% S 6%

e 2

o £

o 3

= (7]

s —]

o A% g W%

(7]

] >

by (@)

S

S

o

20%

0%

20%
Xt og mank - 1t = 2.022, p value = 0.0216 ]—‘ _‘_LI_ Xf o Aank - 1 & = 004, p value = 0.846 i

0%

T ol
0 6 12 18 24

@HAR'TE ‘ ceee/ecia Sacco, ..., Ochsenreither, et al., Eur J Cancer 2024 ¢



Die Zukunft: prazisere molekulare Therapie

Darovasertib: Effektiver Protein Kinase C-Inhibitor

Mutations in GNAQ / GNA11 activate PKC Signaling, a genetic driver of Uveal Melanoma
PR S e

T e @b

@HARITE ‘ ccee / cc14 Joshua et al., ASCO 2024  *°



Die Zukunft: Darovasertib

Darovasertib: Effektiver Protein Kinase C-Inhibitor

Phase I-Studie: Darovasterib neoadjuvant vor/nach Brachytherapie

Safety Cohort (n=3)

Eligible patient
identified*

Treatment Cohort (n=12)

Eligible patient
identified*

@HARITE ‘ ccce /ccl4

Neoadjuvant
Darovasertib
for 1 month

Neoadjuvant
Darovasertib
for up to
6months

DSMB review

Definitive
treatment

Optional
adjuvant
Darovasertib
for 6 months

Optional
adjuvant
Darovasertib
for 6 months

Joshua et al., ASCO 2024
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Die Zukunft: Darovasertib

Volumen-Reduktion (incl safety cohort) Gber Zeit

140
120
100

80

60

Percent Change

40

20

@HARITE ‘ ccce /ccl4

Maximales Ansprechen (Volumen)

Median Reduction 47%

20

o

-2

o

-4

o

-60

-80

-100

Preserved

Enucleation

Joshua et al., ASCO 2024
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Die Zukunft: Darovasertib

Implications for Plaque Planning and Vision

r"w .

et

Dose to nerve: 13 Gy
Dose to fovea: 59 Gy
1 year probability of visual loss ~20%
3 year probability of visual loss ~43%

Dose to nerve: 78 Gy

Dose to fovea: 157 Gy

1 year probability of visual loss' ~67%
3 year probability of visual loss ~95%

(Visual acuity of 20/200 or worse)

1Aziz etal., 2016 Slides courtesy of Dr Rod O'Day and Lotte Fog

@HARITE ‘ ccee / cc14 Joshua et al., ASCO 2024  *®



Die Zukunft: Darovasertib

(Neo)Adjuvant IDE196 (Darovasertib) in Patients With Localized Ocular Melanoma

Phase Il, Open label
Primarer Endpunkt: Rezidivfreies Uberleben

Rekrutiert

IDE196 (Darovasertib) in Combination with Crizotinib As First-line Therapy in
Metastatic Uveal Melanoma

Phase II/1ll, Prospektiv, randomisiert gegen investigators choice
Primarer Endpunkt: PFS

In Vorbereitung

@HARITE ‘ ccce /ccl4

Pl: Caroline Peuker
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Die Zukunft: kombinierte unspezifische Immuntherapie

Phase I-Studie
RP2 intratumoral +/- Nivolumab
Part 1 Part 2

a N\ (@ N

Cohort 2b
Monothera Comgrnha‘t’lr:::ir(e?:nngrﬁte(:)= 30) e
; Specified solid tumors? Safety and
Dose RP2D All-comers solid tumors arety
escalation > selected > RP2 (Q2W x 8 doses) + > RFFSZP (ZQ(I‘QV%VX: go‘lzs;;z);‘:g%w:::g ; > sunvival follow-up
nivo (240 mg Q2W x 4 mo; ; :
480 mg Q4W x 20 mo) nivo starting at week 6 (240 mg Q2W or

. J & 480 mg Q4W x 22 mo) )

RP2 administration Key eligibility criteria Key endpoints
RP2 is administered via direct }

» Safety/tolerability of RP2 + nivo

intratumoral injection into: + Age 218 years » Prior treatment with Ol (TEAESs, SAEs)

» Superficial/subcutaneous » Advanced or metastatic non- » History of HBV, HCV, or HIV infection « ORR with RP2 + nivo
lesions, or neurological solid tumors * Active significant herpetic infections/ Secondary

. Deepivisceral lesions using (including uveal melanoma) prior complications of HSV-1 infection . DOR. CR rate. DCR. and PES
. . » Progressed on or cannot + Active CNS metastases and/or y ’ ’
image guidance (eg, ~ e + One- and 2-year OS
ultrasound or CT) tolerate standard therapy carcinomatous meningitis

+ At least 1 measurable and « Major surgery <2 weeks prior to Exploratory
injectable tumor 21 cm starting study drugP « Biomarker analyses

« ECOG PS 0-1

@HAR ITE ‘ ccee/ccia Sacco et al ASCO 2024 =0



Die Zukunft: kombinierte unspezifische Immuntherapie

Phase I-Studie N=17 (uveale Melanome)
ORR: 29,4 %

RP2 intratumoral +/- Nivolumab (3 mono, 14 kombi)
DCR: 58,8%

. . . 4402-0007 S5 < < < ° < < o <
RP2: next-generation oncolytic virus w0014 | I
REE L4 4403-0017 - + o o ° o

4403-0015 - [ENNEEINSNE—
4403-0018 NS ENEEEN
4401-0003 o © < o *x
44010014 [NSHNERNCI
44030019 [NGINGINGI

pag CALVGE: by pxg 7 WY n

3412-0001 PPN

GALV-GP-R- expression to Local expression of anti-CTLA-4 to augment ) 4401-0021 NS

increase immunogenic cell systemic tumor-specific immune response 4403-0014 [N

death via cell-to-cell fusion without systemic immune-related toxicities 4402-0018  [IEI®

s 4402-0002 EE OPD

RP2 is a genetically modified HSV-1 that encodes o028 |_ +SD
GM-CSF, the fusogenic protein GALV-GP-R—, and an s402-0015 . [ fgsam
anti—-CTLA-4 antibody-like molecule® 4401-0007 - [EE

0 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900 960 1020 1080
Duration of study (days)

Best overall response [ /NE [PD WSD | IPR[ICR

@HAR ITE ‘ ccee/ccia Sacco et al ASCO 2024 3!



Die Zukunft: kombinierte unspezifische Immuntherapie

Results: Patient with liver metastases who progressed on prior
ipilimumab and nivolumab and received RP2 monotherapy

« Patient 4401-0003: PR

Screening 3 months (SD) 6 months (PR) 9 months (PR)

O Injected

Uninjected

@HAR ITE ‘ ccee/ccia Sacco et al ASCO 2024 2



e

gerichtete T-Zelltherapi

Die Zukunft

01

T-Zelltherapie gegen PRAME / HLA A*02

ive

Adopt

IMA203

(1°1LS103¥) ¥Og pue aujjeseq wouy
suoisa Jabae] jo Jajawelq 3sabuom jo wng ul abueys 9, 3seg

Reinfusion, alle Tumor-spezifisch
= °

mit TCR gegen
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=T
Transfektion
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Die Zukunft: gerichtete T-Zelltherapie

pM

Adjuvant Tebentafusp (ATOM-Trial)

Targeting:
soluble TCR

Affinity
to target

Effector:
anti-CD3 scFv

nM

Tebentafusp adjuvant (hoch Risiko) ATOM CLINICAL TRIAL

in Adjuvant Uveal Melanoma

Prospektiv, randomisiert gegen w/w
Primarer Endpunkt: Rezidiv-freies Uberleben

Initiilerung 11/2024 &EORTC | IMMUNOCORE

Pl: Caroline Peuker
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Decode-UM-Konsortium

_| Primary uveal

melanoma

@ , Primary
— WU enucleation

Primaren uvealen Melanome
+/- Protonenbestrahlung
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Conception of
clinical trials

Translation

* Neue Targets fur gerichtete
und ungerichtete
Immuntherapie

* Neue Werkzeuge zur
Risikostratifizierung und
Therapiesteuerung
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Decode-UM-Konsortium

Human Genetics, Essen University

Michael Zeschnigk
UM genetics
Liquid biopsy

Ophthalmology, Essen University Hospital

Claudia Le Guin
Ocular oncology
Liquid biopsy

Experimental Tumor Therapy, University Essen

Smiths Lueong
Translational Oncology
Liquid biopsy

Computational Oncology
NCT Heidelberg

Daniel
Hiibschmann
Bioinformatics
Multi-omics
integration ’

Translational Immunology
Tubmgen University
Hemut Salih

Development of novel
'}‘ immunotherapeutics

@HARITE | ccce/ cc14

Translational Oncology
NCT Heidelberg

i |” Stefan Frohling

y q Precision oncology

Jens Siveke
Cancer biology
Early trials

Miltiadis Fiorentzis
Ocular oncology

UM models

Liquid biopsy

S N

Dermatooncology
NCT Heidelberg

. . |
Cancer Multi-omics

Peptid-based Immunotherapy
Tiibingen University
Juliane Walz

Mass spectrometric-based
immunopeptidomics

Jessica Hassel
Translational and
clinical UM research "a

>
O

—:—O Heldelberg

Hematology, Oncology and Cancer Immunology, Charité Berlin

Ulrich Keller

Early clinical trials

Ophthalmology, Charité Berlin

Antonia Joussen
Ocular oncology
Angiogenesis and
inflammation

Single-cell omics
Charité Berlin, MDC and BIH

Simon Haas
Single-cell and spatial
technologies
Systems immunology

Consortium coordinator
Biomarker-informed therapies
Adoptive T-cell therapies

Caroline Peuker
UM IIT trials,
Tumor immunology

Sebastian Ochsenreither
Cancer immunotherapy

Radiooncology, Charité Berlin
Helmholtz-Zentrum Berlin

Johannes Gollrad
Ocular radiation oncology

Pathology
Charlte Berlin

Stefan Florian
Multiplexed tissue imaging
Biomarker discovery
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Therapiealgorithmus (Vorschlag)

HLA A*02:01+

Lokale(s)

Tebentafusp Verfahren

Tebentafusp

Chemo oder TKI

Chemo oder TKI Ipi/Nivo

@HARITE ‘ ccce /ccl4

HLA A*02:01-

Lokale(s)

Ipi/Nivo Verfahren

Ipi/Nivo

Chemo oder TKI

Studienoptionen immer praferieren (jede Linie)
Z. B. IMA-203 (PRAME-spezifische ACT, HLA A*02:01-

restringiert)
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