Supplemental Figure 1. Study design, dose escalation, and confirmatory dosing cohorts (Part A) for CB-103
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Study design, dose escalation, and confirmatory dosing cohorts (CH) graphically
depicted with cohort sample sizes (N) shown; DLT=dose-limiting toxicity.
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MTD/RP2D=maximum tolerated dose/recommended phase 2 dose. QD=daily
dosing. BID=twice daily dosing. 5/2=5 days on and 2 days off dosing.



Part A (Phase 1) Part B (Phase 2)

Dose escalation Dose confirmation Dose expansion
Advanced/metastatic solid tumours T‘MNWWT W‘iﬂ Advanced/metastatic solid tumours and haematological
No patient selection for NOTCH m’:::‘::ﬂi‘:ﬂ aematological malignancies
- Bayesian Logistic Regression Model for _ _
dose escalation Selection of NOTCH- patients Selection of NOTCH+ patients
- Bayesian Hierarchical binomial-design
- Approx. 20 pts per arm with interim analysis after 10
evaluable pts
DGx Confirmatory Cohort Patients with NOTCH pathway activated tumours:
o [ L | e,
r r/r T-ALL/T-LBL, .
DG3 other Notch+ cancer 3. Breast Cancer (ER+/-, HER2+/-)
N (haematologic or solid) 4. Osteosarcoma, Malignant Glomus Tumour
DG2 5. Gl Cancers (resistant to oxaliplatin or innotecan-basad
] therapy Colorectal Cancer (CRC), Hepatocellular Carcinoma
(HCC))
DG1 6. ©ir T-ALLT-LBL
7. Any other cancer (haematologic or solid) with a confirmed
NOTCH pathway activation

CB-103 continuous oral dosing | 28-day cycles

Abbreviations: ACC, adenoid cystic carcinoma; DG, dose group; MTD, maximum tolerated dose;
pts, patients; ER, estrogen receptor; CRC, colorectal cancer; HCC, hepatocellular carcinoma;
HER2, human epidermal growth factor receptor 2; PR, progesterone receptor; rr,
relapsed/refractory; RP2D, recommended phase 2 dose; TNBC, triple negative breast cancer.
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