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AM-2099 is a potent and selective inhibitor of voltage-gated sodium channel Nav1.7 with an ICs, of 0.16

Description
UM for human Nav1.7.

ICso & Target IC50: 0.16 uM (human Nav1.7), 0.18 pM (mouse Nav1.7), 3.5 uM (rat Nav1.7) (1

In heterologous cells, comparable inhibition is observed across human, mouse, dog, and cynomolgus
In Vitro monkey NaV1.7 with reduced activity against rat NaV1.7. AM-2099 is more than 100-fold selective over
Nav1.3, Nav1.4, Nav1.5, and Nav1.8, while lower levels of selectivity are observed against Nav1.1, Nav1.2,
and Nav1.6. AM-2099 demonstrates low affinity for hERG (>30 pM) and does not show greater than 50%

inhibition against a panel of 100 kinases (1 uM) and a broad CEREP panel (10 uyM). ['l.

AM-2099 demonstrates a favorable pharmacokinetic profile in rat and dog. In rats AM-2099 shows low total
clearance and moderate Vdss and half-life. In contrast, when dosed in dogs AM-2099 shows very low
In Vivo clearance, a low Vdss and long halflife (18 h). AM-2099 demonstrates a dose-dependent increase in
plasma exposure with a concomitant dose-dependent reduction in scratching bouts compared to

vehicle-treated animals, with a statistically significant reduction observed at the 60 mg/kg dosel'l.

In Vitro:
DMSO : = 150 mg/mL (321.57 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1438 mL 10.7190 mL 21.4381 mL
Stock Solutions 5mM 0.4288 mL 2.1438 mL 4.2876 mL
10 mM 0.2144 mL 1.0719 mL 2.1438 mL
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Solvent&Solubility

VISR I IR : 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (5.36 mM); Clear solution

M7 AR 2 2.5 mg/mL (5.36 mM, TATEEARA) RIS IE TR

B mL AR5, B 100 pL 25.0 mg/mL (3% DMSO it #iinE] 400 uL PEG300 1, JEA %)
[l BB AR I 50 L Tween-80, REIS); SAJR4kERINMA 450 L AEFEAERZE 1 mL.
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2R IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (5.36 mM); Clear solution

M7 R FRAS 2 2.5 mg/mL (5.36 mM, LRI AR A RIS AT

PL 4 mL TAER ], B 100 pL 25.0 mg/mL 95 DMSO %8N 900 uL 20% ¥ SBE-B-CD £
KA, IREIA .
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Animal Administration

Mice: AM-2099 (5, 20, 60 mg/kg) is dosed orally to C57BL/6 male mice 120 minutes prior to
intradermal administration of histamine. Instances of scratching behavior are then measured over a

30-minute time period[1].
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