AUCo AUC o

compound route 9058 (mokg) Tu2 (M) (h-ng/ml) (mllnﬁ:w/kg) Vss(Lkg) e dose (markg) Tuz(h) Tmax () Crnax (ng/mi) (hngim) F (%)
26 v 2 17.8 11,035 1.9 2.7 PO 5 12.0 4.0 1389 20,600 75
27 v 2 11.5 15,759 1.7 15 PO 5 11.2 4.0 980 14,588 37
28 (ARD-2128) v 2 27.6 13,299 1.2 2.7 PO 5 18.8 4.7 1304 22,361 67
33 v 1 21.0 4334 2.2 3.8 PO 3 12.4 6.0 207 3127 24
34 v 1 25.5 2565 3.2 6.8 PO 3 67.8 4.7 134 2550 33
Vgt )
o
species plasma stability (T,,,, min)
mouse >120 P ROTP:C
rat >120
dog >120 E3 ligase
monkey >120
human >120
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P, IKZF3, BTK, EGFR, BRD4, BCL-xL, CDK4, CDK®,
bFR2, KRAS G12C, KRAS G12D0 I

OCI-LY10 cells-Western blot

40+ IRAK4 degrader-1
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rn blot of anti-IRAK4 on OCI-LY10 cells

| with IRAK4 degrader-1.
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