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Description Nemiralisib (GSK2269557 free base) is a potent and highly selective PI3K3 inhibitor with a pK; of 9.9.

IC50 & Target

PI3KS PI3Ky PI3Ka PI3KB

5.8 (plICs)

9.9 (pKi) 5.2 (pICso) 5.3 (pICso)

Nemiralisib (GSK2269557 free base) is highly selective for PI3K3, with >1000-fold selectivity over the

In Vitro closely related isoforms PI3Ka (pIC50=5.3), PI3KB (pIC50=5.8) and PI3Ky (pIC50=5.2). Nemiralisib inhibits
IFNy in the peripheral blood mononuclear (PBMC) assay with an pIC50 of 9.7[1].
To assess the suitability of the series for inhaled delivery clearance data in rat microsomes and
subsequently in vivo pharmacokinetic data from Sprague Dawley male rats is obtained. Compounds (e.g.,
In Vivo Nemiralisib) are administered by the oral or intravenous routes, at a dose level of 3 and 1mg/kg

respectively (n=2 rats/route). Nemiralisib free base is active in a disease relevant brown norway rat acute

OVA model of Type 2 helper T-cells (Th2)-driven lung inflammation[1].

Solvent&Solubility

In Vitro:
DMSO : 2 31 mg/mL (70.37 mM)

* ">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1mM 2.2699 mL 11.3497 mL 22.6994 mL
Stock Solutions 5mM 0.4540 mL 2.2699 mL 4.5399 mL
10 mM 0.2270 mL 1.1350 mL 2.2699 mL
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Animal Administration

Rats[1]

In vivo pharmacokinetics is tested in Sprague Dawley male rats. Compounds (e.g., Nemiralisib) are
administered discretely by the oral or intravenous routes, at a dose level of 3 and 1 mg/kg
respectively (n=2 rats/route). Compounds (e.g., Nemiralisib) are formulated as a solution in
DMSO:PEG200:water (5:45:50 v/v/v) at a dose volume of 6 (oral) and 2 (intravenous) mL/kg. All
animals are serially bled from the tail vein and blood samples collected over a time-course of 0-7 h
are submitted to LC-MS/MS analysis for the quantification of the parent compound. The main

pharmacokinetic parameters are estimated by non-compartmental analysis.
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