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Description

STF-083010 is a specific IRE1a inhibitor. STF-083010 inhibits Ire1 endonuclease activity, without affecting

its kinase activity, after endoplasmic reticulum stress.

IC50 & Target

Ire1[1]

In Vitro

STF-083010 shows cytostatic and cytotoxic activity in a dose- and time-dependent manner. Treatment with
STF-083010 shows significant antimyeloma activity in model human multiple myeloma (MM) xenografts.
RPMI 8226 human MM cells grown as tumor xenografts are treated in NSG mice. Intraperitoneal injection
of STF-083010 alone (day 1, day 8) significantly inhibits the growth of these tumors[1]. STF-083010 is an
IRE1a-specific inhibitor. Four pancreatic cancer cell lines (Panc0403, Panc1005, BxPc3, MiaPaCa2) are
treated with different combination of Bortezomib (10 or 50 nM) and STF (10 or 50 uM). The normalized
isobologram analysis demonstrates synergistic activity between 10 uM STF and either 10 or 50 nM
bortezomib in all four cell lines. Moreover, a higher concentration of STF (50 uM) attains synergy after
addition of bortezomib either at a concentration of 10 nM when tested against BxPc3 cells, at a
concentration of 50 nM against Panc1005 cells, and at either 10 or 50 nM against Panc0403 cells[2].

STF-083010 (50 uM) suppresses the growth of p53-deficient human cancer cells[3].

In Vivo

Treatment with STF-083010 reduces the viability of HCT116 p53” cells by approximately 20% compared
with that of HCT116 p53cells. Administration of STF-083010 to tumors induced by HCT116 p53 cells

significantly reduces tumor volume and weight by 75% and 73% at the endpoint, respectively?l.

Solvent&Solubility

In Vitro:
DMSO : 100 mg/mL (315.08 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1mM 3.1508 mL 15.7540 mL 31.5080 mL
Stock Solutions 5mM 0.6302 mL 3.1508 mL 6.3016 mL
10 mM 0.3151 mL 1.5754 mL 3.1508 mL
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Solubility: = 3.25 mg/mL (10.24 mM); Clear solution

10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

P77 R34S 2 3.25 mg/mL (10.24 mM, {FIEERE) IV TE A -
PLAmL AR B, HC 100 pL 32.5 mg/mL [f7%7E DMSO fif &%) 400 uL PEG300 H, RA&I%E
] LRk 2NN 50 uL Tween-80, JRAI2]; SRIG4kELIIAN 450 uL A#EH/KEAE 1 mL.
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SERS%.
Cell viability is determined using the MTT method. After treatment with Tunicamycin (Tm),
Cell Assay STF-083010 (50 uM), or both, cells are incubated with MTT solution (1 mg/mL) for 2 h. Isopropanol

and HCI are added to the final concentrations of 50% and 20 mM, respectively. The optical density

at 570 nm is determined using a spectrophotometer using a reference wavelength of 630 nmil.

Animal Administration

Micel®

Each BALB/c nude mouse (male, 5 weeks of age) is subcutaneously inoculated in the right and left
hind footpads with 5x108 HCT116 p53** or HCT116 p53'- cells. Four days later, DMSO or
STF-083010 (40 mg/kg) is intraperitoneally administrated every 3 days. Tumors are measured every

5 days, and their volumes are calculated using the equation mm?3=(length (mm))x(width (mm))2/2).

Kinase Assay

The hlre1a protein, containing both Ire1 cytoplasmic kinase and RNase domains, is expressed and
purified from baculovirus. Autophosphorylation activity is determined by the addition of 32P-yATP.
Endonuclease activity is determined by the addition of radiolabeled HAC1 508-nt RNA substrate
synthesized in vitro using a *2P-UTP. STF083010 is incubated with recombinant hIRE1a protein,
radiolabeled HAC1 508 nt RNA, and appropriate buffers. Kinase activity and RNAse cleavage
products are quantitated by polyacrylamide gel electrophoresis and 32P-yATP or 32P-UTP

autoradiography, respectively!'l.
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