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Description

LX2343 J&—F BACEl EEM#IF], 1C50 M 11.43+0.36 uM. LX2343 &—FidE ATP 7o4
PR PI3K #0771, IC50 A 15.994+3.23 uM. LX2343 Bl AT AB iEkK.

IC50 & Target[1]

BACEI1 PI3K AB Autophagy

11.43 pM (IC50) 1599 uM (IC50)

In Vitro

L X2343 (5-20 uM) dose-dependently decreased AP accumulation in HEK293-APPsw and CHO-APP
cells, and promotes AP clearance in SH-SYSY cells and primary astrocytes. LX2343 ameliorates cognitive
dysfunction in APP/PSI transgenic mice via both A production inhibition and clearance promotion, which
highlights the potential of LX2343 in the treatment of AD. Western blot results in both HEK293-APPsw cells
and CHO-APP cells demonstrate that LX2343 fails to regulate BACEI protein levels, while in vitro BACEI
enzymatic activity assays indicated that LX2343 dose-dependently decreases BACE1 activity (TDC as a
positive control) with an IC50 of 11.43+0.36 uM. To test whether competition exists between LX2343 and
ATP, we investigated the effects of ATP at different concentrations on the inhibitory activity of LX2343. The
result demonstrated that the inhibition of LX2343 against PI3K is virtually unaffected by ATP. Thus, this
result suggested that LX2343 is a non-ATP competitive inhibitor of PI3K. In the presence of 10 uM of ATP,
the IC50 of 1X2343 is 13.11+1.47 uM, in the presence of 50 uM ATP, the IC50 of 1LX2343 is 13.86+1.12

uM, in the presence of 100 uM ATP, the IC50 of LX2343 is 15.99+3.23 uM [1].

In Vivo

APP/PS1 mice express chimeric human Swedish mutant APP and a mutant human presenilin 1 protein
and are widely used as an effective animal model for AD dementia. The amelioration of memory impairment
by LX2343 is evaluated t in this model using the MWM test. In 8-d training trials, the path lengths and
escape latencies used to find the platform for APP/PS1 transgenic mice are remarkably longer than those for
non-transgenic mice, while 10 mg/kg LX2343 administration obviously antagonizes the prolonged path
lengths and escape latencies at d 7 and 8. In the probe trial assay, the LX2343-administered transgenic mice
cross over the hidden location of the platform more frequently compared with the vehicle-administered

transgenic mice[1].

Solvent&Solubility

4 P S
DMSO ¥R > 100 mg/mL (210.57 mM; WRIEH DMSO X7 fh I AR A B & M, 116
FITEY) DMSO)

* ">" means soluble, but saturation unknown)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1057 mL 10.5283 mL 21.0566 mL
Stock Solutions 5 mM 0.4211 mL 2.1057 mL 42113 mL
10 mM 0.2106 mL 1.0528 mL 2.1057 mL
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E S

R FAINEEAAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 2.5 mg/mL (5.26 mM); ¥ i &k

SR BRI > 2.5 mg/mL GERIERED HIEHER.

P ImL TAEM 9], EL 100 pL 25.0 mg/mL AJ¥%E DMSO fi&ima 400 pL PEG300 i, BA
B8] I AR R PN 50 uL Tween-80, VA 5] AR HARSINA 450 uL AEBEK EHE 1
mL.

AEFEEKITECH]: K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LA BV IE % I 1 AR B A K
T

L -

EIRF AR 10% DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (5.26 mM); ¥ % &k

W7 RT3k > 2.5 mg/mL GHFIBERAD MBI AR, b7 R SEs e A UL E sl s it m
TEREA .

PL I mL TAEBCAE, B 100 uL 25.0 mg/mL f7E DMSO fig & inE] 900 uL Tk, JBEH
5.

E = 3TN [1]. Guo XD, et al. Small molecule LX2343 ameliorates cognitive deficits in AD model mice by targeting
both amyloid B production and clearance. Acta Pharmacol Sin. 2016 Sep;37(10):1281-1297.
(=4 3
SR AR HIR -

VAR i 7E 7N [R5 P (R VA A P A B B S PR VA TR C A 48 V0. — LT ARIA T, 1 0 B ORA7, B S S VR A B = il R
% ARAF T AR : -80° C, 2 years; -20° C, 1 year. -80° C fiffEit, 5 2 4EANMEH, -20° C fEfFEI, A | SEN{E

e
ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.1057 mL 10.5283 mL 21.0566 mL 52.6416 mL
5 mM 0.4211 mL 2.1057 mL 42113 mL 10.5283 mL
10 mM 0.2106 mL 1.0528 mL 2.1057 mL 5.2642 mL
15 mM 0.1404 mL 0.7019 mL 1.4038 mL 3.5094 mL
20 mM 0.1053 mL 0.5264 mL 1.0528 mL 2.6321 mL
DMSO
25 mM 0.0842 mL 0.4211 mL 0.8423 mL 2.1057 mL
30 mM 0.0702 mL 0.3509 mL 0.7019 mL 1.7547 mL
40 mM 0.0526 mL 0.2632 mL 0.5264 mL 1.3160 mL
50 mM 0.0421 mL 0.2106 mL 0.4211 mL 1.0528 mL
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60 mM 0.0351 mL 0.1755 mL 0.3509 mL 0.8774 mL
80 mM 0.0263 mL 0.1316 mL 0.2632 mL 0.6580 mL
100 mM 0.0211 mL 0.1053 mL 0.2106 mL 0.5264 mL
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