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Translational, PK, and PD analyses of
tuvusertib + niraparib in a Phase I open-label multicenter
dose-escalation study In patients with advanced solid

PK analysis PD analysis

e Tuvusertib exposure when combined with niraparib was consistent with monotherapy
exposure, suggesting a lack of clinically meaningful mutual drug-drug interactions (Figure 3)

e Reduction in y-H2AX in peripheral blood mononuclear cells immediately after dosing
served as a proximal PD marker for tuvusertib
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e In line with monotherapy outcomes, almost complete inhibition of y-H2AX expression

Figure 3. Relationship of tuvusertib AUC__ and dose®
was observed after tuvusertib 130 and 180 mg doses (Figure 4)
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- Patients with BRCA1-mutated tumors versus patients
with BRCA1-wild type tumors

Tuvusertib + niraparib is being further explored in patients with
PARPI-resistant epithelial ovarian cancer (DDRiver EOC 302; NCT06433219)

@® T90 mg QD + N 200 mg QD (C1)

® T90mg QD 1/1 + N 100 mg QD (C2)
T130 mg QD 1/1 + N 100 mg QD (C3)

® T90 mg QD 2/2 + N 100 mg QD (C4)

® TO90Omg QD 1/1 + N 200 mg QD 1/1 (C5)
® T180mgQD 1/1 + N 100 mg QD 1/1 (C6)

® T130mg QD 1/1 + N 200 mg QD 1/1 (C7)

® Robust target modulation was observed at tuvusertib doses =130 mg

® Approximately 44% of evaluable patients had a molecular response == Tuvusertib 90 mg QD (Cohorts 1, 2, 4, 5)°

= Tyvusertib 180 mg QD (Cohort 6)

= Tuvusertib 130 mg QD (Cohorts 3, 7)

°Symbols represent individual patient tuvusertib AUC_ data in combination with niraparib; the solid black line and the shaded gray

area represent the model-predicted AUC,_, and the 97.5% probability interval from tuvusertib monotherapy, respectively *4-NQO-only valid data used for analysis; "Only one patient available in Cohort 1 with a C1D1 6 h valid time point

1/1, 1 won/1 woff; 2/2, 2 won/2 w off; AUC__, area under the drug concentration-time curve at steady state; AUC_ , area
under the drug concentration-time curve over dosing interval; C, cohort; N, niraparib; T, tuvusertib; QD, once daily; w, week

vy-H2AX, phosphorylated histone variant H2AX; 4-NQO, 4-nitroquinoline N-oxide; C, cycle; D, day; h, hour;
PD, pharmacodynamic; QD, once daily

INTRODUCTION METHODS

Figure 2. Dose-finding steps (N=43)°
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preliminary efficacy of tuvusertib + niraparib e Alterations in 53 cancer-associated genes were
analyzed to assess the gene alteration landscape

and its correlation with MR using a Wilcoxon test

ctDNA, circulating tumor DNA; N, niraparib; T, tuvusertib ctDNA, circulating tumor DNA

C, cohort; N, niraparib; QD, once daily; RDE, recommended dose for expansion;

MTD, maximum tolerated dose; PD, pharmacodynamics; PK, pharmacokinetics; T tuvusertib: w. week

QD, once daily; RDE, recommended dose for expansion
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