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NVP-TAE 684 (TAE 684) f&—Fim2 i), #EPEIER ALK $0#170, Bl ALCL fi74E/ ALK &
Description )
LSRR, 1C50 i1y 2-10 nM.
IC50 & Target IC50: 2-10 nM (ALK-dependent cell lines)[1]
Cell Line Type Value Description
Cytotoxicity against mouse BAF3 cells expressing
BaF3 1Cso 0.001uM
Tel-ALK after 48 hrs by CellTiter-Glo assay
Cytotoxicity against mouse BAF3 cells expressing
BaF3 1Cso 0.02uM
EMLA4-ALK after 48 hrs by MTS assay
Cytotoxicity against mouse BAF3 cells expressing ALK
BaF3 1Cso 0.06uM F1174L mutant coexpressing EML4 after 48 hrs by MTS
assay
Cytotoxicity against mouse BAF3 cells expressing ALK
BaF3 1Cso 0.08uM L1196M mutant coexpressing EML4 after 48 hrs by MTS
assay
Antiproliferative activity against mouse BAF3 cells after 72
BaF3 Glso 1.1uM
hrs by CellTiter-Glo assay
Cytotoxicity against mouse BAF3 cells after 2 to 3 days by
BaF3 ICso 1336 nM
luciferase reporter gene assay
Cytotoxicity against mouse BaF3 cells expressing human
BaF3 1Cso 229.3 nM | EGFR C797S/del19 mutant assessed as inhibition of in cell
Cellular Effect viability measured after 72 hrs by CellTiter-Glo assay
Cytotoxicity against mouse BAF3 cells expressing
BaF3 ICso 3nM
NPM-ALK after 48 hrs by CellTiter-Glo assay
Inhibition of NPM-fused ALK (unknown origin) expressed
BaF3 ICso 3.7nM in mouse BAF3 cells after 2 to 3 days by luciferase reporter
gene assay
Cytotoxicity against mouse BaF3 cells expressing human
EGFR C797S/T790M/del19 mutant assessed as inhibition
BaF3 1Cso 340.7 nM
of in cell viability measured after 72 hrs by CellTiter-Glo
assay
Inhibition of TEL-fused insulin receptor (unknown origin)
BaF3 ICso 43.7 nM expressed in mouse BAF3 cells after 2 to 3 days by
luciferase reporter gene assay
Inhibition of LRRK2 G2019S and A2016T mutant
HEK293 ICso 21.9nM expressed in HEK293 cells using nictide and ATP as
substrate
Inhibition of LRRK2 G2019S mutant expressed in HEK293
HEK293 1Cso 6.1 nM
cells using nictide and ATP as substrate
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Inhibition of wild-type LRRK2 expressed in HEK293 cells
HEK293 1Cso 7.8 naM
using nictide and [gamma32]ATP as substrate
Inhibition of LRRK2 A2016T mutant expressed in
HEK293 1Cso 93.3 nM
HEK293 cells using nictide and ATP as substrate
KARPAS Decrease in ALK phosphorylation in human Karpas299
1Cso <10 nM
-299 cells after 4 hrs
KARPAS Antiproliferative activity against ALK-dependent human
1Cso 13 nM
-299 KARPAS299 cells after 72 hrs
Antiproliferative activity against human ALK-positive
KARPAS KARPAS299 cells assessed as reduction in cell viability
IC50 14 nM
-299 measured after 72 hrs by CellTiter 96 aqueous one solution
cell proliferation assay
KARPAS Antiproliferative activity against human Karpas299 cells
IC50 2 nM
-299 assessed as luciferase expression after 72 hrs
KARPAS Cytotoxicity against human KARPAS299 cells after 2 to 3
IC50 2.4nM
-299 days by luciferase reporter gene assay
KARPAS Induction of apoptosis in human Karpas299 cells by
ICso 3nM
-299 annexin V assay
NCI-H19 Growth inhibition of human NCI-H1975 cells after 72 hrs
Glso 0.72uM
75 by CellTiter-Glo assay
Antiproliferative activity against human SUDHLI1 cells
SU-DHL- assessed as luciferase expression after 72 hrs
IC50 2 nM
1 Antiproliferative activity against human SUDHLI1 cells
assessed as luciferase expression after 72 hrs

In Vitro

TAEG84 i Ba/F3 NPM-ALK 4iMfI54, 1C50 Jy 3nM, REFEIE 1 oM B ARIEA
Ba/F3 407735 . TAE684 7£ Ba/F3 NPM-ALK 1 Karpas-299 £ it o DL 7 & 46 d bk 7 =X 40 1)
STAT3 1 STATS BiEift. TAE684 7EKik NPM-ALK [f) Ba/F3 4ilfifl ALCL 4ilff &+ 1% 541
JHTA G1ABE 1]

NVP-TAE684 35 B4R sk H3122 A1 H3122 CR A4 AA7iE 2, (H0 Hofb e ALK R
FEANMLZR 135 71U T-BAT R0 . NVP-TAE684 AbFT H3122 CR 40l ALK. AKT F1 ERK [1BEF 1L
PiRsASRTE A OEH]) URTE

TAE684 4 24| %15 EML4-ALK L1196M 251K Ba/F3 4 AIAFIE[2]0

mMALKR1279Q RAARILFE FHIMZLREKLE 30 nM NVP-TAE6S4 N 4l 56 4 HH , 31X 15 3% 1)
wt mALK Bt WLIF s SEAH 24 (3]

In Vivo

NVP-TAE684 7E Wi AN ML ALK PHPE ALCL A5 AL filbk R al, % S C @
Karpas-299 WELJRHIE. NVP-TAE684 LMK PN o Hy WU AL 40 F FE A ~p 22 3

NVP-TAE684 (1.3 #1 10 mg/kg. po) 3 WEiB Mk VIR (1) K J8 , I m K615 5> 100 2 1,000
- NVP-TAE684 (10 mg/kg) ALFRALEFCARARME R, ¥ R I AT A P B AR R F I R R 1]

Solvent& Solubility

i ks
DMSO ¥R : 7.69 mg/mL (12.52 mM; #8F BIE; TR H) DMSO X 7= & 1 ¥ fif B2 A 12 35 5%
e, A RETTE ) DMSO.

Solvent Mass
1mg 5mg 10 mg
Concentration
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Preparing 1 mM 1.6281 mL 8.1407 mL 16.2813 mL
Stock Solutions 5 mM 0.3256 mL 1.6281 mL 3.2563 mL
10 mM 0.1628 mL 0.8141 mL 1.6281 mL

SRR = S TE AN [ A 77 o KV AR REE PR I I VRIS G 480 — BGRB8
S VR R R 7 ot R

il S ARAT )7 RATHABR . -80°C, 2 years; -20°C, 1 year. -80°C 17N, H7E 2 4ENMEH, -20°C ik
T, AR 1 ENEA.

YL

ARG SR AN 27 2 SR PE 2 TR AT R

AR VAR TT A SR8 In Vitro J7 sURCHIVEE (06 490, FRAK VR I8 7

—— APRESEIO G R AT R, VI (O 68 2 T LARIB AR 460, &M IRAE s RS AR, &
WEBLHIE, 2R

DA VAU SR 1 4 LU 8 A 7R 7 A TC ) 28 TP PR A s B PE TR A v e BT L T
TG, W7 LOE I FAE /s 7 i) 7

FE

KA INEAER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 0.77 mg/mL (1.25 mM); EiEER

TR 3RAG > 0.77 mg/mL CHLRIEERED IEE R

PL1mL TAEGCAE], B 100 uL 7.7 mg/mL [F#%E DMSO & IN#| 400 uL PEG300 1, JR&3Y
515 FA LR RPN 50 L Tween-80, JR&I95); MRIGTAELIMA 450 uL AHEK EFHE 1
mL.

A F K IECH]: K 0.9 g FALEY, AT ddH.0 JFEZRE 100 mL, wJ LTS B % B 1 A 2 2K
WL

HHE —

BT IR R 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 0.77 mg/mL (1.25 mM); EiEHER

M7 EATHAF > 0.77 mg/mL CHURIEERAD IFETHEER -

PL1mL TAEBCAE], B 100 pL 7.7 mg/mL 13 IE DMSO fii# i mE] 900 pL 20% 1) SBE-B-CD
A ERAKIEW , IREA.

2 ¢ SBE-B-CD (A T E:ft B-MMIkS) MAREAT 10 mL HAEEKY, EEBMRBIEEY.
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DMSO

1 mM 1.6281 mL 8.1407 mL 16.2813 mL 40.7034 mL
5SmM 0.3256 mL 1.6281 mL 3.2563 mL 8.1407 mL
10 mM 0.1628 mL 0.8141 mL 1.6281 mL 4.0703 mL
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