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Description

Sacubitrilat is an active neprilysin (NEP) inhibitor.

IC50 & Target

Neprilysin('!

In Vitro

Sacubitrilat (LBQ657) is a single diastereomer with specific stereocenters. Sacubitrilat is bound to the
active site of NEP by an intricate network of interactions that involves all functional groups of the compound

giving rise to the high inhibitory potency of 5 nMI'l.

In Vivo

Pharmacokinetics of Sacubitril, Sacubitrilat (LBQ657), and valsartan following the administration of single
oral doses of LCZ696 400 or 1200 mg under fasting condition are summarized. The mean plasma
concentrations of Sacubitril increases rapidly with a median Tpax of 0.52 h for the 400 mg dose and 1.05 h
for the 1200 mg dose, followed by Sacubitrilat, with the corresponding T.x values of 2.07 and 3.05 h,
respectively. The median T for valsartan is 2.07 h for both the LCZ696 400 mg and 1200 mg doses. The
Chax Of Sacubitrilat shows a dose proportional increase, while the C.x of Sacubitril and Valsartan shows
less than proportional increases between the doses. The arithmetic mean AUCj.4 n and AUC for
Sacubitril and Sacubitrilat increases approximately dose proportionally, but shows less than dose

proportional increase for Valsartanl?.

Solvent&Solubility

In Vitro:
DMSO : = 100 mg/mL (260.80 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1mM 2.6080 mL 13.0399 mL 26.0797 mL
Stock Solutions 5 mM 0.5216 mL 2.6080 mL 5.2159 mL
10 mM 0.2608 mL 1.3040 mL 2.6080 mL
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10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (6.52 mM); Clear solution

M7 AR 2 2.5 mg/mL (6.52 mM, TATEEARA) IS E TR

PL 1 mL AR, B 100 L 25.0 mg/mL 7% DMSO fifi & n3 400 uL PEG300 v, &5
[l BB ARSI 50 L Tween-80, REIS); SAR4kERIMA 450 L AEFEAKERZE 1 mL.
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2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (6.52 mM); Clear solution

M7 RTFRAS 2 2.5 mg/mL (6.52 mM, AT ARA) RIS AT

BL1mL TAERCAHI, B 100 uL 25.0 mg/mL [f99%3% DMSO 4% hnE 900 pL 20% f¥] SBE-B-CD “
HER KA, IREIA .

AT IR IR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (6.52 mM); Clear solution

TR TERAT 2 2.5 mg/mL (6.52 mM, YR AREN) MRS, BT RANE H T SRR AT A H B R
s

L1 mL TAER 6], B 100 pL 25.0 mg/mL (354 DMSO fi§ &% 900 L Fkiheh, REeL4.
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