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Cas No.: 1194044-20-6 Cat. No: PC15651

Product Name: LY2811376

(49)-4-[2, 4 FR-5-(5-EWE A 15, 6 8- F HE-aH-1, 3V -2-JH 5 (45)-4-[2, 4- — JRL-5-(5-Wi Wi 3) A 15,6 40-4- 1 HE-4H-

Product synonym: 1,38 2 s LY 2811376 43I
Chemical name: LY2811376
MEF: C15H14N4F2S FW: 320.36026
Purity: >98% Batch No.: -
Storage:

Structural formula:

Amax: - Formulation: -
Solubility :

SMILES : FC1=C(C2=CN=CN=C2)C=C([C@]3(C)CCSC(N3)=N)C(F)=C1
InChl Code: -

InChl Key:

WARNING This product is not for human or veterinary use.

Product Description

BACELM ML KMk F, LY2811376 & FPal LIARIK), FENKEEM B-secretase (BACEL) #1117, 1C50 {4 239 nM-249 nM, REMS FEAIG AR & 1 145
Wk, EC50 {H> 300 nM.

LY2811376 is the first orally available non-peptidic B-secretase (BACE1) inhibitor with 1Csg of 239 nM-249 nM, that acts to
M decrease A secretion with ECsg of 300 nM, and demonstrates to have 10-fold selectivity towards BACE1 over BACE2, and more

than 50-fold inhibition over other aspartic proteases including cathepsin D, pepsin, or renin.
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In an APP-overexpressing human embryonic kidney cell line, LY2811376 treatment yields a concentration-dependent decrease
in AB secretion with a half-maximal effective concentration (ECsg) of appr 300 nM. LY2811376 treatment of primary neuronal
cultures of PDAPP transgenic mouse produces a concentration-dependent decrease in AB secretion with an ECsg of appr 100
nM. LY2811376 has good ADME properties (BACE1 IC59=240?nM, cellular potency IC50=300?nM) and selectivity (BACE2 and
PRAMIEFE(In Vitro) g prop ( 50 p y 1Cso ) y (
cathepsin?D selectivity: appr 10- and 65-fold, respectively). LY2811376 reduces the AB40 levels in cortex and plasma without

change of health and weight in a dose-dependent manner.

Medlife has not independently confirmed the accuracy of these methods. They are for reference only.

LY2811376 (10, 30, and 100 mg/kg, p.o.) results in dose-dependent, significant reductions in AB as well as SAPPB and C99, the
proximal cleavage products of APP proteolysis by BACE1. LY2811376 produces dose-dependent decreases in all APP-related PD
markers of BACE1 inhibition in PDAPP mice. Low (30 mg) and high (90 mg) doses of LY2811376 investigated in the CSF sampling
study are based on PK and plasma AB PD observed in the SAD study. LY2811376 (30 mg/kg, p.o.) can lead to a 60% decrease in
N FE(In Vivo) the soluble ABs in mouse cortex. LY2811376 (100 mg/kg, p.o.) decreases the spine density and formation in mice. LY2811376
(100 mg/kg every 12 hours over 16 days) causes a reduction in the frequency of sEPSC and mEPSC, whereas the effects of

LY2811376 on the amplitude of sEPSC fails to reach significance.

Medlife has not independently confirmed the accuracy of these methods. They are for reference only.

Powder -20°C 3 years
4°C 2 years
A AT

In solvent -80°C 6 months

-20°C 1 month

I IF I3
DMSO : 2 31 mg/mL (96.77 mM)

*">" means soluble, but saturation unknown.

wpm 1me 5 mg 10 mg
WP
i 1 s 25 AR 1mMm 3.1215mL 15.6074 mL 31.2149 mL
5mM 0.6243 mL 3.1215mL 6.2430 mL
10 mM 0.3121 mL 1.5607 mL 3.1215 mL
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VUK IR R R AR AT 10% DMSO  40% PEG300 5% Tween-80 45% saline

Solubility: > 2.5 mg/mL (7.80 mM); Clear solution

W77 BT 3RAS 2 2.5 mg/mL (7.80 mM, LRI B A ) (BT VA o

PL 1 mL TAEWCNH, L 100 pl 25.0 mg/mL [F17815 DMSO fif 4 %] 400 uL PEG300 1, JB&IE): AL
IRAE RTINS0 uL Tween-80, AT SRIGAREEINIAN 450 pLAE R EL7KE A A 1 mL.

0.9 g EALEN, FEAVERT 100 mLddH?0 1, 1530VE % I 0 A BE 3 K TR
BRI R FERINAERIAT:  10% DMSO  90% (20% SBE-B-CD in saline)

Solubility: > 2.5 mg/mL (7.80 mM); Clear solution

W7 E 395 > 2.5 mg/mL (7.80 mM,  HLAIEE R &) (VIS VAR -

PL1mL TAERCAH], L 100 pL 25.0 mg/mL (K175 DMSO fif % W INE] 900 pl 20% 1) SBE-B-CD A= # £ /K /K
Wt REWS.

H 2 g T LMK B-ARWDS NN 5 mL AEBEE KA, PEAAEBEE K ER A 10 mL, SERTEME, ISIEM
BUUR BB RPN F7R]:  10% DMSO  90% corn oil
Solubility: > 2.5 mg/mL (7.80 mM); Clear solution
T 3RS 2 2.5 mg/mL (7.80 mM, AEATEE AR AT MIVEIHEIRWR, T RAER TR AT A ULk
S8

PL 1 mbL TAECNH, HL 100 pl 25.0 mg/mL BI7EE DMSO fif % N E] 900 uLE K, VA5,
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