Debio 0123, a highly selective WEE1 inhibitor, in combination with carboplatin (C) and etoposide (E), in patients with
recurrent small cell lung cancer (SCLC): determination of recommended dose (RD) from a phase 1 escalation
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BACKGROUND RESULTS
.
Small cell lung cancer (SCLC) Debio 0123 D e b Io 0 1 2 3 At data cut off (28 March 2025), 16 patients (mean age of 63.3 years, 7 [43.8%] females) were treated with Debio 0123 at
* SCLC is an aggressive disease with poor prognosis, carrying  « Debio 0123 is an oral, brain-penetrant, highly selective, small-molecule dose levels of 200 mg (N=10), 300 mg (N=3) and 400 mg (N=3). SCLC stages (AJCC) were IV (8 patients [50.0%]), IVA (2
a high mutational burden and genomic instability, with a high WEEH1 inhibitor (Figure 1) [12.5%)]), and IVB (6 [37.5%)]).
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STUDY DESIGN W I re c u rre n Any Debio 0123-Related TEAE 9(90.0) 14 (87.5) 4 (40.0) 8 (50.0)
- Debio 0123-SCLC-104 (NCT05765812) is a phase 1 interventional, non-randomized, open-label, multicentre study evaluating Debio 0123 S C L C ft I t letiopen afNeuiophiffcotntidesiease E(00) SI(Z5) Bl(5010) SELS)
combined with carboplatin (C) plus etoposide (E) in patients with recurrent SCLC after 1st line of platinum-based chemotherapy a e r p a I n u I I I oy Thr ytopenia/Platelet count 2(20.0) 3(18.8) 1(10.0) 2 (12.5)
Anaemia 2(20.0) 4 (25.0) 0 2 (12.5)
Part 1: DOSE ESCALATION b a S e d th e ra p y Asthenia/Fatigue/Malaise 1(10.0) 3(18.8) 0 0
Second line SCLC after prior platinum-based and CFl 245 days Nausea 3(30.0) 5(31.3) 0 0
i\ Diarrhosa 2(20.0) 2(12.5) 1.(10.0) 1(6.3)
r—» Cohort DL4 Cohort DL [PRD for Expansion cohort RD selection for "
f-. CohoniOm MTD/RD part 2, at RD from Part 1 further development Vomiting 1(10.0) 3(18.8) 0 0
f-’ ALT increased/AST increased 1(10.0) 2(12.5) 0 1(6.3)
Lipase increased 1(10.0) 2(12.5) 0 0
Figure 2: Treatment duration and tumor response (N=16) Figure 3: Best percentage change from baseline (N=15)
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« A Bayesian Logistic Regression Model-guided dose escalation of Debio was performed with a dose range from o mg 3. Heald R, et al. Cell. 1993;74:463-74
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Objectives of the dose escalation part 5. DiRora A, et al. J Hematol Oncol. 2020;13:126 -Manageable safety profile of Debio 0123 (up to 200 mg [RD])+C+E in line with the expected profile for platinum-based chemotherapy rechallenge
« The primary objective was to identify the recommended dose (RD) and to characterize the safety and tolerability of Debio 0123 in ACKNOWLEDGEMENTS +Debio 0123 CSF/plasma ratio of about 40% suggests Debio 0123 ability to cross the blood-brain-barrier
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Medical writing and editorial assistance was provided by Lilian Amrein, PhD, from days; 2 SD) patients with recurrent SCLC (including stable brain metastases at baseline) after prior platinum-based therapy

carboplatin and etoposide REEIEUNITEI RIS (RN E LG R E N UCEEOEEINN . Further investigation of Debio 0123 at 200 mg in patients with a CFI 290 days is ongoing



