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Description

ELN-441958 is a potent, neutral antagonist of B1 receptor, inhibits the binding of the B1 agonist ligand
[3H]DAKD to IMR-90 cells with Ki of 0.26 nM. ELN-441958 is highly selective for B1 over B2 receptors, and
>500/ 2000-fold selective for the B1 over p/-opioid receptor. IC50 value: 0.26 nM (Ki) Target: B1 Receptor
in vitro: ELN-441958 is a novel small molecule bradykinin B1 receptor antagonist, based on the inhibition of
agonist-induced increases in intracellular calcium in native and recombinant cells. ELN-441958 does not
inhibit the activation of the human bradykinin B2 receptor at concentrations up to 10 uM, showing that it is
highly selective for B1 over B2 receptors. ELN-441958 also displays good selectivity for B1 over other
receptors examined in a broad screening panel. It is >500-fold and >2000-fold selective for the B1 receptor
over the human p- and &-opioid receptor, the most potent off-target activity identified. In IMR-90 cells
expressing the native human B1 receptor, ELN-441958 produced a concentration-dependent antagonism
of the DAKD-induced calcium mobilization with a KB of 0.12 nM. [1] in vivo: ELN-441958 is essentially
completely absorbed and produces high plasma levels after oral administration in rhesus
monkeys.ELN-441958 has a moderate clearance and volume of distribution in both species following i.v.
administration, consistent with the high metabolic stability in rat, rhesus, and human microsomes.
ELN-441958 has high oral exposure and moderate plasma half-lives in rats and rhesus monkeys. The oral
availability of ELN441958 in rats was 57%. ELN-441958 dose-dependently reduced carrageenan-induced

thermal hyperalgesia in a rhesus monkey tail-withdrawal model, with an ED50 3 mg/kg s.c. [1]

Solvent&Solubility

In Vitro:

DMSO : 100 mg/mL (199.59 mM; Need ultrasonic)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.9959 mL 9.9796 mL 19.9593 mL
Stock Solutions 5 mM 0.3992 mL 1.9959 mL 3.9919 mL
10 mM 0.1996 mL 0.9980 mL 1.9959 mL
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In Vivo:
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1B IIEAER:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (4.99 mM); Clear solution
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Bl 1 mL CAERC6), BL 100 pl 25.0 mg/ml %% DMSO fif %% 400 uL PEG300 i, 4591
FiR R & 50 L Tween-80, R&IE]: SAG4REIMA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (4.99 mM); Clear solution

M7 RTFRAS 2 2.5 mg/mL (4.99 mM, TERTEEARAT) IS AT

PL 4 mL TAER], B 100 pL 25.0 mg/mL {95 DMSO %% n%| 900 uL 20% ¥ SBE-B-CD £
TR, IREIA .

A KIFI IR R: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (4.99 mM); Clear solution

BET7 RIS 2 2.5 mg/mL (4.99 mM, YERIEAREN) MO, BT RANE H T SEER R A A B R
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Bl mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&inE] 900 L Fkiheh, REe#4.
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