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Description

APY0201 is a potent PIKfyve inhibitor, which inhibits the conversion of PtdIns3P to PtdIns(3,5)P, in the
presence of in the presence of [®*PJATP with anlICsof 52 nM. APY0201 also

inhibits 1L-12/IL-23 production.

IC59 & Target

PIKfyve IL-12 IL-23

5.2 M (ICs0)

In Vitro

APY0201 works differently from anti-IL-12/23 antibodies and acts by inhibiting production of these
proinflammatory cytokines with characteristic selectivity over other cytokines, including tumor necrosis
factor-alpha (TNF-a). In stimulated thioglycollate-induced mouse peritoneal exudate cells (TG-PEC),
APY0201 strongly inhibits IL-12p70 and IL-12p40 production, with IC50s of 8.4 and 16 nM, respectively.
APY0201 also inhibits IL-12p40 at 99 nM in human PBMC. APY0201 shows significant selectivity for the

production of IL-12p70 and IL-12p40 over TNF-a, and this selectivity is maintained across species[1].

In Vivo

Oral APY0201 at a 30 mg/kg dose shows significant reduction of IL-12p70 production (78% inhibition
relative to that of the vehicle control), which implys that the inhibitory potential of APY0201 against IL-12 is

confirmed in the animal experiment[1].

Solvent&Solubility

In Vitro:
DMSO : 2 35 mg/mL (84.65 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.4185 mL 12.0925 mL 24.1850 mL
Stock Solutions 5 mM 0.4837 mL 2.4185 mL 4.8370 mL
10 mM 0.2418 mL 1.2092 mL 2.4185 mL
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1K P IR IEAER:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2 mg/mL (4.84 mM); Clear solution
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[l BB AR I 50 L Tween-80, REIS); SAR4RERINMA 450 L AEFEAKERZE 1 mL.

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

Solubility: 2 mg/mL (4.84 mM); Suspended solution; Need ultrasonic

W7 EATERAS 2 mg/mL (4.84 mM)FIE 508, BT T RIS I 125

PL 4 mL TAER 1, B 100 pL 20.0 mg/mL f¥#5% DMSO %% n%| 900 uL 20% ¥ SBE-B-CD £
HER AR, IREIA .

A KIF I I R]: 10% DMSO - —90% corn oil
Solubility: = 2 mg/mL (4.84 mM); Clear solution

eI EATRAS 2 2 mg/mL (4.84 mM, HOATZAR RN FPEIEERG tLJ7 ZEANIE ] T skie e A T LA Rk

L1 mL TAER 6], B 100 pL 20.0 mg/mL (3% DMSO f§&ihnE] 900 L Fkiheh, REe#4.
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Cell Assay

Mouse TG-PEC or human PBMC are incubated with APY0201 (1, 10, 100, 1000 and 10* nM) in the
presence of 100 ng/mL mouse or human IFN-y and 0.05%w/v Staphylococcus aureus Cowan |

strain (SAC)I'L

Animal Administration

Mice[1]
Female BALB/c mice (n=3) are used. Blood samples (systemic) or from the portal vein (portal) under
anesthesia. After 30 min, mice are anesthetized with diethyl ether, and blood samples are collected

by cardiacpuncture. Blood is collected in tubes containing 0.5 M-EDTA solution (pH 8.0).
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