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Supplemental figure: Mechanism of action of bavdegalutamide?
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Bavdegalutamide creates a trimer complex with AR and an E3 ubiquitin ligase to directly trigger ubiquitination of AR and its
subsequent proteasomal degradation. Bavdegalutamide can then be recycled to target additional AR molecules

aGeneral PROTAC protein degrader, cereblon E3 ligase, and AR target protein are shown
AR=androgen receptor; PROTAC=PROteolysis TArgeting Chimera
Békés M, et al. Nat Rev Drug Discov. 2022;21(3):181-200. 1




Supplemental table: Bavdegalutamide PK parameters

Bavdegalutamide 280 mg, Bavdegalutamide 280 mg, Bavdegalutamide 280 mg +
fasted fed esomeprazole 40 mg, fed
Geometric Interparticipant Geometric Interparticipant Geometric  Interparticipant

PK parameter n mean CV% n mean CV% n mean CV%
AUC, (ng*h/mL) 13 1919 45.0 14 13563 18.4 14 3334 56.5
Cpax (Ng/mL) 17 19.4 55.0 14 192.0 23.3 15 41.2 66.6
Tnax (h)2 17 6.0 2.0-8.0 14 10.0 6.0-12.1 15 8.0 6.0-24.0
AUC,. (ng*h/mL) 17 1378 57.8 14 13327 18.7 15 2952 61.3
Ty (D) 11 97.9 14.6 14 89.1 21.5 14 86.9 16.3
CL/F (L/h) 13 146 58.0 14 20.6 21.2 14 84.0 49.9
V,/F (L) 13 20021 50.4 14 2654 26.3 14 10531 62.0
Ciast (NG/ML) 17 1.60 36.4 14 1.74 37.2 15 2.14 68.7
Tast (N2 17 312 144482 14 479 437-649 15 292 121-465

Data from PK analysis set, treated participants who received 21 dose of the study drug and had sufficient concentration-time data to reliably determine the PK parameters

aT nax @nd T, are presented as median (min-max)

A,=apparent first-order terminal elimination rate constant; AUC,=area under the concentration-time curve from time 0 extrapolated to infinity; AUC,,q=area under the curve from the time of dosing to the time of the last measurable

concentration of bavdegalutamide; CL/F=apparent total clearance after extravascular administration; C,,q=0bserved concentration corresponding to T; C..=maximum plasma concentration of bavdegalutamide; CV=coefficient of variation;
PK=pharmacokinetics; T,,=terminal elimination half-life; T,,=time of last measurable observed concentration; T,,,,=time to reach C,; V,/F=apparent volume of distribution during the terminal elimination phase after extravascular administration
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