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Description

NSC 663284 is a potent, cell-permeable, and irreversible Cdc25 dual specificity phosphatase inhibitor, has
an ICs, for Cdc25B2 of 0.21 pM. NSC 663284 exhibits mixed competitive kinetics against Cdc25A,
Cdc25B(2), and Cdc25C with Kivalues of 29, 95, and 89 nM, respectively[1]. NSC 663284

inhibits NSD2 (ICs, of 170 nM) through a direct interaction with the catalytic SET domain (K4 of 370 nM)[2].

IC50 & Target

IC50: 0.21 uM (Cdc25B2)[1]

In Vitro

NSC 663284 (3-100uM; 48 hours) has a mean ICs value in the NCI 60 Cell human tumor panel of 1.5 + 0.6
UM, has ICs values of 0.2 uM in human breast cancer MDA-MB-435 and MDA-N cells, has an ICs, value of
1.7 uM in human breast MCF-7 cells in culture[1].

NSC 663284 has relative I1Cs values for Cdc25B2 (IC5,=0.21 pM) are 20- and 450-fold lower than for VHR

(IC50=4.0 uM) or PTP1B (IC50>4.0 pM), respectively[1].

In Vivo

NSC 663284 (intravenous injection; 2, 3, and 5mg/kg) inhibits the growth of subcutaneous human colon
HT29 xenografts in SCID mice. After a single dose of 5 mg/kg, NSC 663284 is not detectable in plasma or
tissues beyond 5 min. Following NSC 663284 treatment of tumor-bearing SCID mice, reduces glutathione
concentrations in HT29 tumor are decreased to a greater extent and remained decreased for longer than

the reduced glutathione concentrations in liver and kidneys[3].

Solvent&Solubility

In Vitro:
DMSO : 2 150 mg/mL (466.19 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 3.1079 mL 15.5395 mL 31.0791 mL
Stock Solutions 5 mM 0.6216 mL 3.1079 mL 6.2158 mL
10 mM 0.3108 mL 1.5540 mL 3.1079 mL
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1A IIEAER:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (7.77 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: = 2.5 mg/mL (7.77 mM); Clear solution
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A KIF I I R]: 10% DMSO - —90% corn oil
Solubility: = 2.5 mg/mL (7.77 mM); Clear solution
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BL1mL TAER 6], B 100 pL 25.0 mg/mL ({74 DMSO f§&iiinE] 900 L Fkiheh, REe84.
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Animal Administration

Mice: C.B.-17 SCID mice bearing HT29 human colon carcinoma xenografts are stratified into the
following groups of 9-10 animals: Control, vehicle control, positive control (gemcitabine, 50
mg/kg/dose i.v.), NSC 663284 at the following doses: 2, 3 or 5 mg/kg/dose i.v.. The mice are dosed
every 4 days for 6 doses, and body weights and tumor volumes are recorded twice weekly. Tumors
are measured with calipers, and tumor volumes are calculated. Mice are followed for 3 weeks
following the completion of the dosing to monitor tumor regrowth. In a second study, C.B.-17 SCID
mice bearing MDA-MB-435 human breast cancer xenografts are stratified to the same treatment

groups, except that paclitaxel at 20 mg/kg i.v. every 7 days is used as the positive control[2].
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