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SCOPE - Xevinapant is a potentially first-in-class, potent, oral, « This randomized, crossover, open-label, phase 1 study * The primary endpoint was the pharmacokinetics (PK) of Figure 1. Study design*.
_ . small-molecule IAP (inhibitor of apoptosis protein) inhibitor that is (Figure 1) included healthy volunteers aged 18—-60 years who xevinapant and its metabolite (D-1143-MET1)
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- le,en xevmapant s mechanism of Volunteer disposition Table 1. PK parameters in volunteers and patients with cancer Table 2. Plasma xevinapant PK parameters after a single Table 3. Plasma PK parameters of Solution A at steady state
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Sxposure metric for efficacy S5% malel Geometicmean Gevs) ] astea 25 __Jreat2e) Il ceomaticmemcovsy ____ Jreseeioas __rian
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Supplementary Table 1. Treatment schedule in stage 1.

Period 1 Period 2 Period 3 Period 4 ik o_f .
study visit

Day —-29 Day -2 Day -1 Day 1 Day 4 >14 days Day -1 Day 1 Day 4 >14 days Day -1 Day 1 Day 4 >14 days Day -1 Day 1 Day 4 Day 6

- Arrival at Departure Arrival at Departure Arrival at Departure Arrival at Departure  Ambulatory
e 2 center TS from center center REELETIEE from center center MBS from center center REELETHEE from center visit



Supplementary Table 2. Plasma D-1143-MET1 PK parameters after a single dose of Solution A.

AUC, ,, ngeh/mL 16,236 (40.6) 8,721 (54.6)
AUC_, ngeh/mL 16,327 (40.5) 8,855 (53.9)
Cmax NG/mML 1,293 (29.0) 462 (54.4)
t....~ median (range), h 4.00 (2.5-8.0) 8.00 (2.0-12.0)
t;» h 7.7 (30.8) 9.0 (26.6)
MRT, h 11.4 (17.5) 17.6 (12.5)

MR based on AUC_, 1.9 (36.6) 1.1 (37.8)

MR based on AUC_ 1.9 (36.3) 1.1 (37.2)

MR based on C,,., 0.8 (39.3) 0.5 (38.7)

AUC, area under the plasma concentration-time curve; C,,.,, maximum plasma concentration; GCV, geometric coefficient of variation; MR, metabolic ratio; MRT, mean residence time; PK,
pharmacokinetic; t,,,, elimination half-life; t,,, time to reach C,,.



Supplementary Table 3. Bioequivalence analysis of xevinapant PK parameters in stage 1.

Solution A-to-Solution B ratio
Parameter m Geometric mean (90% CI)

Fasted 25 0.90 (0.86-0.97)
Crax Fed 23:24 0.98 (0.92-1.15)
AUC, . Fasted 25:24 0.97 (0.92-1.04)
Fed 23:24 1.02 (0.97-1.14)
e Fasted 25:24 0.97 (0.92-1.04)
Fed 23:24 1.02 (0.97-1.14)

The CI is compared against the bioequivalence margin of 0.80-1.25.
AUC, area under the plasma concentration-time curve; C,,.,, maximum plasma concentration; PK, pharmacokinetic.
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