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In vivo efficacy study of HCC827 model (PROTAC EGFR degrader-1 & positive control Gefitinib)
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{zkgb%&?EE/—_f_T; ARD-2051 Eﬁ/l\wﬁ Liver Microsomal Stability | Hepatocyte Stability | Plasma Stability | Plasma Protein Binding
ADELRRL AR RIS TS L -
Mouse >60 >120 >120 99.2
4 A At A 14 = =]
B FF LA FN M2 AR RE M (T2 5! >60 e i D 50 ]
min 1 >120 min) , MR ERLEE XN Dog ~60 120 >120 99.3
99.1%-99.3%, B#E & 10 uM RE T Monkey >60 >120 >120 99.2
ST CYP WALSE S E 04, Human | 560 120 120 os.1

Liver Microsome Metabolic Stability, Plasma Stability, & Plasma Protein Binding in 5 Species!"

A PK ##EE7R, ARD-2051 7E/NB ARMAFIIREE RIFNOAREE, QORENFIBEDF17 53%-82% F 46%.

Route| Dose T2 AUC,. Cl Vss |[Route |Dose | Ti: Cmax AUC,. F(%)
(mg/kg) | (h) |(h*mg/ml) | (ml/min/kg) |(L/kg) (h) | (mg/ml) | (h*mg/ml)
Male ICD Mouse \% 2 5 8846 3.7 1.3 PO 5 4.9 1476 11684 53
Male SD Rat v 1 2.1 1563 10.2 1.3 PO 10 3.9 1473 12781 82
Male Beagle Dog | IV 1 8.9 8235 4.6 2.8 PO 8 3.4 294 4464 46

Summary of PK Data for ARD-2051 in Mouse, Rat, and Dog!"
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CYP #4258 B 7R, ERD-3111 &5 10 pM RE TFXHMIRAY CYP ALY T B EHMNE,

liver microsomal stability T1:2

(min) hERG inhibition CYP inhibition ICso (uM)
human rat ICs0(uM) 1A2/2C8/2C9/2C19/2D6 3A4 (Midazolam) 3A4 (Testosterone)
>60 >60 >30 >10 >10 >10

Metabolic Stability and Safety Profiling of ERD-3111%

PK ##E 2R, ERD-3111 AR NRMARFHRMEEERE. RFVORZENRESNOREMFIAE  KRBEMRZER 7.4 mLmin/kg, AR
EYFBER 20%;/NEiEREN 5.7 mL/min/kg, OREVFIBER 42%; AiEEERN 11.0 mL/min/kg, OREVIFIBER 66%. AR T, 8
[ 3 mg/kg AARFIE T, ERD-3111 BY Crax #1 AUC 73519 ARV-471 9 3 {5H 5.4 15,

Compound Species IV/IPO (mg/kg) Vss(L/kg) Cl (mL/min/kg) T 12(h) Cmax(ng/mL)  AUC (h*ng/mL) F (%)

ERD-3111 rat 13 1.3 7.4 4.0 141.1 1317 20
mouse 13 3.2 5.7 6.4 260 3366 42
dog 0.5/1 52 11.0 7.9 87 937 66

ARV-471 rat 13 24 18.6 4.0 46.5 244 10
mouse 13 1.8 21.9 25 156.3 684 31

Summary of the PK Profiles for ERD-3111 and ARV-4712
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FDA/NMPA approval w FDA/NMPA approval . NMPA approval
Advanced cancer, Solid tumor ‘ Non-Hodgkin Lymphoma, Hematologic Neoplasms . Liver Cancer, nCRPC
r GT919 CG001419 :
RETEY - BREW
FDA/NMPA approval . NMPA approval
POEMS Syndrome, Multiple Myeloma, Hematologic Neoplasms Solid tumor, Brain metastases, Hepatocellular Carcinoma
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