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Liver pharmacodynamics

Tumor selective effect in the liver

Background / Introduction Fostrox + lenvatinib clinical data

Fostrox is an orally administered prodrug with liver Impact on liver function during treatment

targeted inhibition of DNA replication, achieving a
100-fold higher liver exposure of the active
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Mean age (range) 62 yrs (42 - 82)
Gender, Female / Male (%) 24 /76
ECOG Performance status 0/1 (%) 71/29

Child-Pugh A (%) 100

(PH2AX-Ser139), proliferation (Ki-67), T-cells (CD8), and hypoxia (GLUT1) were performed. Double staining for pH2AX/GLUT1 was

performed to detect co-localization of DNA damage and hypoxia Figure 10. Time to progression, ORR & DCR in key subgroups”

Figure 9. Time to progression, ORR & DCR in all patients

*AII patients received fostrox + LEN. Subgroups: Prior IO combo = patients previously treated with |O combination: Non-refractory prior Tx = patients stable or better > 12 weeks on prior treatment
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AFP =400 ng/mL at baseline Y/N (%) 45/55  Liver pharmacodynamics and clinical lab data confirms fostrox tumor cell selectivity without signals of deterioration of liver function
Region, Asia / Europ (%) 67/33 « Fostrox + lenvatinib data in phase 1b/2a indicates longer term clinical benefit with an estimated median time to progression of 10.8 months
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, y y P Py (% Abbreviations: Heptatocellular carcinoma (HCC), recommended phase Il dose (RP2D), progressive disease (PD), overall response rate (ORR), disease control rate (DCR), time to progression (TTP), progression free survival (PFS), Eastern Cooperative Oncology Group Performance Status (ECOG PS), Response evaluation criteria in solid tumors (RECIST 1.1) ,
Starting dose fostrox, 20mg / 30mg (O/o) 14 /86 Modified RECIST (mRECIST), Pharmacokinetics/Pharmacodynamics (PKPD), Computerized tomography (CT), Magnetic Resonance Imaging (MRI), Complete Response (CR), Partial Response (PR), Stable disease (SD), Trans arterial chemoembolisation (TACE), radio frequency ablation (RFA), treatment emergent adverse events (TEAE), maximum tolerated
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