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CC-1 (PSMAXCD3)

__ 40007 m Isotype
s 3000+ @ 2ug
‘w 20004 e:.gpg
] %*1.2ug
cc-1 g 10004 o g
£ 150- % 0.8ug
s H0.4ug
PSMA o ®0.2ug
= 100
Q
N
(2}
5 50 -
£
Fc-attenuated CH2 domain vV e
Preclinical: Days since treatment Zekri et al, 2021
» Optimized bispecific format and targeting of both, tumor
D3 cells and neovasculature in a variety of tumor entities
» Binding to PSMA in prostate cancer and squamous cell

cancer (SCC) of the lung

» Favorable safety and efficacy data in vitro and in mice
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CC-1 - Ongoing clinical trials

PSMAxCD3_CRPC: SCC PSMAXxCD3: ProSperA_CC-1:

CC-1 in CRPC (castration resistant CC-1in SCC of the lung CC-1 in BCR (biochemical

prostate cancer) relapse) of PC (prostate
cancer)

» Recruitment completed in
Q1/2023

» Preliminary results on safety
and efficacy

~ Target dose reached without
dose limiting toxicity (DLT)

ProSperA_CC-1
PSMAXCD3 SCC

DKTK_PMO_1605 (PSMAxCD3)
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PSMAXCD3_CRPC - Trial design
» First-in-human trial

» Multi-center

» Indication: CRPC after third line

» Prophylactic tocilizumab

Dose escalation
¢ Intraindividual dose escalation
» CC-1 as 24hr continuous infusion

» Aim: Determine maximum tolerated
dose (MTD) of CC-1

Dose expansion
* Application of MTD
* Aim: Define recommended phase 2
dose (RP2D)
Day 1-7 Day 8-21
_ Infusion free period
4 7:




PSMAXCD3_CRPC - Included subjects

PSA, median (range), pg/ml 123.5 (0.5 - 1,053)

0 14 (64)

Metastasis, n (%)

Lymphnodes 17 (77)
Others 5 (23)

» 22 patients were treated, among them 14
patients at the MTD

» Heavily pretreated patient population

» Definition of target dose with 14t patient:

Days 1 2 3 4 5 6 7
Dose (ug) 78 215 826 826 826 826 826




> 80% cytokine release syndrome = Grade 2

PSMAXCD3 CRPC - Summary of related adverse events in

patients treated at MTD

» 22% hypertension

Lymphopenia
Leukopenia

Neutropenia
> Laboratory alterations = tocilizumab

[] grade1
[ grade 2

M grade 3

W graded 5 royorable safety profile

Cytokine release syndrome
Thrombocytopenia
ALT increased

yGT increased
AST increased

Hypertension
AP increased
Edema
Xerostomia | . .
0 20 40 60 80 100
Frequency (%)
Only AEs occurring >2-times are displayed in this graph. Note at MTD only data of n=14 patients are available
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PSMAXxCD3_CRPC: Preliminary efficacy
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» 7 patients received multiple
treatment cycles

» 13/14 patients with PSA
reduction

* Transient effect in
metastasized patients

—> Efficacy at earlier disease
stages (lower tumor burden)




CC-1 - Ongoing clinical trials

PSMAxCD3_CRPC: SCC PSMAXxCD3: ProSperA_CC-1:
CC-1in CRPC CC-1in SCC of the lung CC-1in BCR of PC
» Recruitment completed in » No DLT

Q1/2023

» Preliminary results on
safety and efficacy

» Target dose reached
without DLT

ProSperA_CC-1
PSMAXxCD3 SCC

DKTK_PMO_1605 (PSMAxCD3)
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SCC PSMAXCD3 — Trial design

Follow-
Dose escalation | Testment(Gyoles) || Follow-bp

* Intraindividual dose escalation Dav 1-5 Dav 6-22 PElfize
* Aim: Determine MTDa of CC-1 y y
_ Infusion free period
Dose escalation
* rule based 3+3 design . . .
« Aim: Determine MTDb of CC-1 in » Indication: SCC of the lung after second line

combination with ICB

» CC-1is administered as 3hr infusion

Dose expansion
* Application of MTDb

. Aim: Define RP2D » Prophylactic application of tocilizumab

» Second Part Ib to combine CC-1 with immune checkpoint
blockade (ICB)
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PSMA-PET scan

A patient with metastatic lung SCC was imaged by contrast
enhanced [18F]-PSMA-1007 PET/CT. Left, osseous and
lymphonodal metastases as well as primary cancer site (left
upper lobe); Right, Single PSMA-expressing bone metastases,
which notably were not noticed on CT scan.

1 patient treated

PSMA imaging valid for imaging of PSMA expression
No DLT, no CRS observed

Discontinued due to tumor progression
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CC-1 - Ongoing clinical trials

PSMAxCD3_CRPC: SCC PSMAXxCD3: ProSperA_CC-1:

CC-1in CRPC CC-1in SCC of the lung CC-1in BCR of PC

» Recruitment completed in » No DLT » Recruiting
Q1/2023 » 7 Patients treated

» Preliminary results on > Sofar, no DLT

safety and efficacy

» Target dose reached
without DLT

ProSperA_CC-1
PSMAXCD3 SCC

DKTK_PMO_1605 (PSMAXCD3)
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» Phase | trial
» Single-center
» Indication: low risk PC with biochemical recurrence

ProSperA_CC-1 - Trial design

Dose escalation
* Application of CC-1 as 3hr infusion
* Rule based 3+3 design
* Aim: Determine MTD of CC-1
- Favorable tumor:immune cell ratio
» CC-1is administered twice weekly as 3hr infusion

Follow-Up

Dose expansion
* Application of MTD
* Aim: Define RP2D
Day 1-18 Day 19-28 Period
Infusion free period
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ProSperA_CC-1 - Dose and dose escalation

Dose escalation of CC-1 (Cycle 1) — Cohort 1
Days 1 2 3 8 11 15 18 19-28
Dose 10, 28, DL3 DL3 DL3 DL3 DL3  Treatment free
Escalation Fixed dose
Dose levels of cohorts
400 600

Dluax (ug) |78 | 110 |150 |[210 | 300
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Conclusion

» FIH trial in CRPC completed
» Favorable safety profile of CC-1, MTD reached without DLT

» Early efficacy in heavily pretreated patient population

» Phase I trial in SCC of the lung

» No DLT observed
» Phase | trial in PC with BCR ongoing

> Good safety/tolerability
» Dose escalation ongoing
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