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HEYEE

Zipalertinib (TAS6417; CLN-081) /2 &2 HA DRIEHER . T2/ EGFR RASRAH0HI 7,

Description
AARRRISE 5 3] EGFR BEEIXHY ATP 454G frat, JL IC50 fH4 1.1-8.0 nM,
EGFR
IC50 & Target
1.1-8.0 nM (ICs0)
Cell Line Type  Value Description
Antiproliferative activity against mouse Ba/F3 cells harboring
BaF3 ICso 5nM EGFR-D770-N771ins_G mutant incubated for 3 days by Cell
Titer-Glo assay
Antiproliferative activity against mouse Ba/F3 cells harboring
BaF3 1Cso 5nM EGFR-H773-V774ins_ PH mutant incubated for 3 days by Cell
Titer-Glo assay
Antiproliferative activity against mouse BaF3 cells harboring
BaF3 ICso 676 nM
wild type EGFR incubated for 3 days by Cell Titer-Glo assay
Antiproliferative activity against mouse NIH/3T3 cells
NIH3T3 1Cso 23.4nM harboring EGFR-D770-N771lins_SVD incubated for 72 hrs by
Cell Titer-Glo assay
Cellular Effect
Antiproliferative activity against mouse NIH/3T3 cells
NIH3T3 ICso 368 nM harboring wild type EGFR incubated for 72 hrs by Cell
Titer-Glo assay
Antiproliferative activity against mouse NIH/3T3 cells
NIH3T3 ICso 66.7 nM harboring EGFR-H773-V774ins_NPH incubated for 72 hrs by
Cell Titer-Glo assay
Antiproliferative activity against mouse NIH/3T3 cells
NIH3T3 ICso 78.2 nM harboring EGFR-V769_D770insASV incubated for 72 hrs by
Cell Titer-Glo assay
Antiproliferative activity against mouse NIH/3T3 cells
NIH3T3 1Cso <4.48 nM harboring EGFR-A763 Y764insFQEA incubated for 72 hrs by
Cell Titer-Glo assay
Zipalertinib (TAS6417) T #liffi|%& % EGFR 4ME T 20 HfiAf) NSCLC 4 &+ EGFR B4R
PRITRWES> T AT B DR A B 1]
Zipalertinib (TAS6417) 41X KL HH WL EGFR 9848 (SMNET 19 BRICH L858R) FIXt Al
EGFR-T790M M4 iAT 2 (55 12 A4 TKI i 2559¢48)[2].
Zipalertinib (TAS6417) JLAMEMi T4l EGFR 797 7Bt R BRIRIEAAMNE T 20 XIRHATHE I
In Vitro ANRA1].

Zipalertinib (TAS6417) #iiffi] EGFR f55%%, SE4M4EKiMH| EGFR JMET 20 i NFRAZIK
A NSCLC 4 i ifs 40 M 7 T AN 4 i A T2 [1]

Zipalertinib (TAS6417) (0-10 1 M) JMfil#47 EGFR [¥] NSCLC 4l & ' (40 e 3454 A1 EGFR
G5 AR BAAEAE T790M I 1755 L5875 2]
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Apoptosis Analysis[2]
Cell Line: PC-9, H1975, BID007, BID019, BEAS-2B cells.
Concentration: 0-10 pM.
Incubation Time: 24-48 h.
Result: Led to apoptosis via inhibition of mutant EGFR.

Zipalertinib (TAS6417) (10 -200 mg/kg) £ EGFR #ME-F 20 4 N IR [ i 8 45 284 v 5] ek Py R
SRR IR . TAS6417 HIHI IR 5848 EGFR, {HAM® B4 4 1) WT EGFR[1].

Zipalertinib (TAS6417) X} NCI-H23 =% NCI-H460 ZHff) EGFR JEMH T %A 52 mi[1].

Zipalertinib (TAS6417) LA 20 mg/kg #4325, ml5saifilgiEt, %5 pEGFR REFK, T
PAKT Fl pERK f£ 1 /NI, 6 /NP A #0116, EGFRVATK 1 ERK IBERRILLE 24 /b
A1

In Vivo Zipalertinib (TAS6417) (100 1 200 mg/kg/RK) 2EK 1 BA ik s A 42 [1].

Animal Model: Mice implanted with NCI-H1975 EGFR D770 N771insSVD
xenografts[1].

Dosage: 50 and 100 mg/kg.

Administration: Orally once daily for 14 days.

Result: Showed marked tumor growth inhibition with treatment/control (T/C)
ratios of 51% and 19%, respectively.

o o S :
Solvent&Solubility DMSO "R 1 125 mg/mL (315.31 mM; A BYIE; WRIRE DMSO X 7= i (¥ 7 fif A7 .35 5%

R, S AT ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.5224 mL 12.6122 mL 25.2245 mL
Stock Solutions 5 mM 0.5045 mL 2.5224 mL 5.0449 mL
10 mM 0.2522 mL 1.2612 mL 2.5224 mL

SRR = S TE AN A 77 R KV AR R PR I I VA IS G A8 — LRI, WA, i
VR R PR 7 i 2R K

fils 5 W A7 7 RANYIER . -80°C, 6 months; -20°C, 1 month (protect from light, stored under nitrogen).
-80°C i 7Ry, WTE 6 NMHWAEH, -20°C fig 7R, &7E 1 MH AR,

YL

ARG SR AN 2 2 SR PE M TR AT R

AR VAR TT S S6% B8 In Vitro 77 sURCHIVEE (065 490, FEARVCA I BIIE 7

—— N PRAESEI S R TS, VBT A A T DA A A2 2, S8 IRAT s AR SRBR I AR, 2
WS BIR, 2R A

DA VAU SR 14 T 4 LU 8 A 7R 7 S TC ) 28 P PR s B PR TR A b e BT L T
TG, W7 LOE I FAE /s 7 i) 7 A

FE

ERFA AR 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.08 mg/mL (5.25 mM); EIHTER

W7 RS >2.08 mg/mL (HERIFERKD MR HEET.

PL 1 mL TAEGCAE], B 100 pL 20.8 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 ', JBA
¥151; Fi Bk RSN 50 uL Tween-80, JREII5T; SRIG ARSI 450 L AFHK EEE 1
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mL,
AEEEEKITECH]: K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LA BV IE 1% I 1 AR B A K
a3

L -

EIRF I INEFER:  10% DMSO  —  90% Corn Oil

Solubility: > 2.08 mg/mL (5.25 mM); V574 0

BET7 %A 3RS > 2.08 mg/mL CHIRIEESRAD MREH WL BET7 22 Se08 FWILE AN UL B M 3h W seie iy
AL

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL {7 DMSO fig & inE] 900 uL Tk, JBEH
5.
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TEEEAE BRI R -

VAR = LA [ 70 o T A P I PR A E I T RIS B 0. — ELFCUATR, 1503 O A, I8k S S ST VR RIS BRI 7= i 2R
B Ak RAE T AR : -80° C, 6 months; -20° C, 1 month (protect from light, stored under nitrogen). -80° C fif£is, i
E6ANHWMEM, 20° CETER, THE L ANAAA.

ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.5224 mL 12.6122 mL 25.2245 mL 63.0612 mL
5 mM 0.5045 mL 2.5224 mL 5.0449 mL 12.6122 mL
10 mM 0.2522 mL 1.2612 mL 2.5224 mL 6.3061 mL
15 mM 0.1682 mL 0.8408 mL 1.6816 mL 4.2041 mL
20 mM 0.1261 mL 0.6306 mL 1.2612 mL 3.1531 mL
25 mM 0.1009 mL 0.5045 mL 1.0090 mL 2.5224 mL

DMSO

30 mM 0.0841 mL 0.4204 mL 0.8408 mL 2.1020 mL
40 mM 0.0631 mL 0.3153 mL 0.6306 mL 1.5765 mL
50 mM 0.0504 mL 0.2522 mL 0.5045 mL 1.2612 mL
60 mM 0.0420 mL 0.2102 mL 0.4204 mL 1.0510 mL
80 mM 0.0315 mL 0.1577 mL 0.3153 mL 0.7883 mL
100 mM 0.0252 mL 0.1261 mL 0.2522 mL 0.6306 mL
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