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Description ONX-0914 (PR-957) is a potent and selective inhibitor of immunoproteasome subunit LMP7.
IC50 & Target IC50: ~10 nM (LMP7)[1].
PR-957 blocked presentation of LMP7-specific, MHC-I-restricted antigens in vitro and in vivo. Selective
In Vitro inhibition of LMP7 by PR-957 blocked production of interleukin-23 (IL-23) by activated monocytes and
interferon-gamma and IL-2 by T cells[1].
In mouse models of rheumatoid arthritis and lupus, ONX-0914 treatment reverses signs of disease and
results in reductions in cellular infiltration, cytokine production and autoantibody levels at well-tolerated
In Vivo doses. The maximum tolerated dose (MTD) of ONX-0914 in mice to be 30 mg/kg body weight. IFN-g

release is inhibited by ~60% at LMP7-selective concentrations of ONX-0914 and by ~90% at higher

concentrations. Production of IL-2 is also inhibited by ~50%[1].

Solvent&Solubility

In Vitro:
DMSO : 2 35 mg/mL (60.28 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.7221 mL 8.6107 mL 17.2215 mL
Stock Solutions 5 mM 0.3444 mL 1.7221 mL 3.4443 mL
10 mM 0.1722 mL 0.8611 mL 1.7221 mL
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VG WP INEEFET]: 10% DMSO—40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.17 mg/mL (3.74 mM); Clear solution

PET7 WA 2 217 mg/mL (3.74 mM, HIRIEERAN) (ISR
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2K F I IR Fl: 10% DMSO— 90% (20% SBE-B-CD in saline)
Solubility: =2.17 mg/mL (3.74 mM); Clear solution
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LL1mL TAERAH, B 100 uL 21.7 mg/mL [fI75% DMSO 4% iihn%] 900 uL 20% (¥ SBE-B-CD ‘&
HER AR, IRAEHE.

BAERF IR 10% DMSO  —~90% corn oil

Solubility: =2.17 mg/mL (3.74 mM); Clear solution

I EATHRAS 2 2.7 mg/mL (3.74 mM, HATEZR AN VSRR 7 SANE T s i e LA A BLE
S8 .

Bl mL TAER 6], B 100 uL 21.7 mg/mL [93#5% DMSO f§ &% 900 L Fkiheh, RA#4.
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ERBS%:

Cell Assay

Stock solutions of PR-957 was prepared in DMSO and were diluted 400-fold for cell treatments. Drug
treatments were performed in RPMI-1640 media containing 5% FBS, 100 units/ml penicillin and 100 pg/ml
streptomycin. Cells were exposed to PR-957 or 0.25% DMSO at 37°C for a 1 hr period followed by four
washes with media (RPMI-1640 containing 5% FBS) prior to either stimulation or washing [twice with media
and twice with phosphate buffered saline (PBS)], lysis in hypotonic TE buffer (20 mM Tris HCL and 5 mM
EDTA pH 8.0), and storage at -80°C for the active site ELISA. Tissue culture media and fetal bovine serum

(FBS) were purchased from Mediatech or Invitrogen-Life Technologies.
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