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HEYEE

Olverembatinib (GZD824) dimesylate is a potent and orally active pan-Bcer-Abl inhibitor. Olverembatinib
dimesylate potently inhibits a broad spectrum of Ber-Abl mutants. Olverembatinib dimesylate strongly

inhibits native Ber-Abl and Ber-AbIT3151 with IC50s of 0.34 nM and 0.68 nM, respectively. Olverembatinib

Description
dimesylate has antitumor activity[1]. Olverembatinib (dimesylate) is a click chemistry reagent, it contains an
Alkyne group and can undergo copper-catalyzed azide-alkyne cycloaddition (CuAAc) with molecules
containing Azide groups.
IC50: 0.68 nM (Ber-AbIT315I), 0.27 nM (Ber-AblE255K) , 0.71 nM (Ber-AblG250E) , 0.15 nM
IC50 & Target (Ber-AblQ252H), 0.35 nM  (Ber-AblH396P), 0.29 nM (Ber-AbIM351T), 0.35 nM (Ber-AblY253F),
Ber-AbIF317L[1]
Olverembatinib dimesylate 7E#s & # 1L 1) Ba/F3 40 b RILH PG E N, XM 4K bR
4R Ber-Abl 8 Ber-Abl R IRIRFA[1].
Ber-Abl B L5 40 A 1]
Olverembatinib dimesylate #lIfil|FERIR Ber 1) K562 (1-20nM; 4.0 /M) Al Ba/F3 FaEdiii &
[ Ber-Abl 15 54% 5-Abl (0.1-100 nM; 4.0 /M) 5k Ber-AbIT3151 (0.1-100 nM; 4.0 /M)[1].
In Vitro
Western Blot Analysis[1]
Cell Line: K562 cells
Concentration: 1 nM, 2 nM, 5 nM, 10 nM, 20nM
Incubation Time: 4.0 hours
Result: Inhibited Ber-Abl signaling in K562 cell lines.
Olverembatinib dimesylate 1|37 3215 Ber-AbIWT[1] i R b R AR FEAE Ba/F3 4 AR I /N B AR AR 4=
K.
Olverembatinib dimesylate (1 -20 mg/kg; ig: BFK: FF4k 10 K) REFEGINEERLRIL Ber-AblT3151 [ [H]
TR AR Ba/F3 A/ B T AL A0 [ 1]
Olverembatinib dimesylate 7E I AR%: 24 Ja R R ORRAEVIRI B KR 48.7%) Ml Cmax (K
390.5 pg/L) (KB 25 mg/kg)[1]-
HTHIkNSZ (KR S mgke) JEEIMIKIERZE (KR 1.7 L/h/kg), Olverembatinib dimesylate i
M EAT R KR 5.6 ED[1].
In Vivo Animal Model: SCID nude mice, bearing allografted Ba/F3 cells expressing
Ber-AbIT3151[1]
Dosage: 1 mg/kg, 2 mg/kg, 5.0 mg/kg, 10 mg/kg, 20 mg/kg
Administration: Oral gavage, daily, for 10 days
Result: Efficiently prolonged animal survival in an allograft leukemia tumor model.
Animal Model: Rats[1]
Dosage: 5 mg/kg for i.v.; 25 mg/kg for oral (Pharmacokinetic Analysis)
Administration: Intravenous injection and oral administration
Result: Oral bioavailability (48.7%), Cmax(390.5 pg/L), T1/2(5.6 h).
LR
Solvent&Solubility DMSO AR 125 mg/mL (172.47 mM; 75 BV, IR DMSO St/ ShIXI V6 i A B35 5o,

W F T DMSO)
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H20 AR © = 50 mg/mL (68.99 mM)

*"="means soluble, but saturation unknown.

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 1.3797 mL 6.8987 mL 13.7975 mL
Stock Solutions 5 mM 0.2759 mL 1.3797 mL 2.7595 mL
10 mM 0.1380 mL 0.6899 mL 1.3797 mL

*ABARIE = S TEA R P VA AR IR 3 A VA I U 40 — BTSRRI, W 38 IRAE, i
S VR R A 7 i 2R

fits 2% A AR A7 57 AT IR . -80°C, 6 months; -20°C, 1 month (sealed storage, away from moisture and
light). -80°C 7, iH7E 6 AN AMEH, -20°C féAFIT, B4 1 MA WM.

YL

ARG () I NN 2477 2 SR BRI 2 N AR T R

AR ¥ A7 7 S 0V S5 1T In Vitro 77 2UFE IV A 4900, AR VR I B 7

—— APRESEIO G R AT R, VI (O 68 2 T DARIB AR 40, &M RAE s RS AR, &
WSR2 R

DA VAU S R 1 T 4 LU 8 A 7RI 7 S TC ) 28 P PR s S FE TSR A v e BT L T
TG, AT DU /e ) N BhiE

iz

R FA AR 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: = 2.08 mg/mL (2.87 mM); ¥ & A

P77 AR = 2.08 mg/mL GRAIREARED B HER-

PL1mL TAEGCAEI, B 100 wL20.8 mg/mL (7 E DMSO fig&nEl 400 wLPEG300 i, &
H¥5: B LR RPN 50 uL Tween-80, WRGII5): ARHARGIINA 450 pL AMHK E

AE 1mL.

AR E K EOBCH]: 45 0.9 g SALEN, VEMT ddHz O JEERZE 100 mL, AT DA% ) 4 B0 26
KB

HE =

WP IR INEERMYER:  10% DMSO  —  90% (20% SBE- B -CD in Saline)

Solubility: = 2.08 mg/mL (2.87 mM); ¥ & A

W RS = 2.08 mg/mL (ERIFERKD MBHER.

PL1mL TAEGCAE], B 100 1 L20.8 mg/mL [ DMSO fis&@NEl 900 uL20% ) SBE-B
-CD AEHIAOKBER , REBS.

2gSBE-B-CD (BT H:RE B-FMIED MAEAT 10mL WABEKTS, TRBMEBEEN.
HE =

K FAINEAER:  10% DMSO  —  90% Corn Oil

Solubility: = 2.08 mg/mL (2.87 mM); ¥ & A

P77 AR = 2.08 mg/mL CHIFIEEARED [VEEEH, W7 TS5 e A A L L sh s

F A .
PL1mL TAEGCAE], B 100 wL20.8 mg/mL F¥EE DMSO & mEl 900 wL FoKi, BE
¥15).

[1]. Ren X, Pan X, Zhang Z, Identification of GZD824 as an orally bioavailable inhibitor that targets

E= BN phosphorylated and nonphosphorylated breakpoint cluster region-Abelson (Ber-Abl) kinase and overcomes

clinically acquired mutation-induced resistance against imatinib. ] Med Chem. 2013 Feb 14;56(3):879-94.
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iR 0T

SRR VR R -

TFARLE 7= S FE AN TRNA 77 o OV R BE A PR A IR VA I TC R A 25 . — ELIC UL, 5 0 e ORAE, 3 G0 S 53 VR R AR P10 7 B R
o

%A% WA RAT )7 SNAIFR . -80°C, 6 months; -20°C, 1 month (sealed storage, away from moisture and light). -80°C f%fEH, i

1E 6 MH WAL, -20°C fffFI, 357E 1 AN H R

AT FE 1 mg 5 mg 10 mg 25 mg
WAUAER
W
1 mM 1.3797 mL 6.8987 mL 13.7975 mL 34.4937 mL
5mM 0.2759 mL 1.3797 mL 2.7595 mL 6.8987 mL
10 mM 0.1380 mL 0.6899 mL 1.3797 mL 3.4494 mL
15 mM 0.0920 mL 0.4599 mL 0.9198 mL 2.2996 mL
20 mM 0.0690 mL 0.3449 mL 0.6899 mL 1.7247 mL
H20/DMSO
25 mM 0.0552 mL 0.2759 mL 0.5519 mL 1.3797 mL
30 mM 0.0460 mL 0.2300 mL 0.4599 mL 1.1498 mL
40 mM 0.0345 mL 0.1725 mL 0.3449 mL 0.8623 mL
50 mM 0.0276 mL 0.1380 mL 0.2759 mL 0.6899 mL
60 mM 0.0230 mL 0.1150 mL 0.2300 mL 0.5749 mL
80 mM 0.0172 mL 0.0862 mL 0.1725 mL 0.4312 mL
DMSO
100 mM 0.0138 mL 0.0690 mL 0.1380 mL 0.3449 mL

Ho

WKW, T RREE AR, M 022 um BREHEEE JEERTE 53
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