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SOLVENT & SOLUBILITY
In Vitro DMSO : 20.83 mg/mL (64.54 mM; Need ultrasonic)
Mass
Solvent 1mg 5mg 10 mg
Concentration
Preparing 1mM 3.0984 mL 15.4919 mL 30.9837 mL
Stock Solutions
5mM 0.6197 mL 3.0984 mL 6.1967 mL
10 mM 0.3098 mL 1.5492 mL 3.0984 mL
Please refer to the solubility information to select the appropriate solvent.
In Vivo 1. Add each solvent one by one: 10% DMSO >> 40% PEG300 >> 5% Tween-80 >> 45% saline
Solubility: 2.08 mg/mL (6.44 mM); Suspended solution; Need ultrasonic
2. Add each solvent one by one: 10% DMSO >> 90% corn oil
Solubility: = 2.08 mg/mL (6.44 mM); Clear solution
BIOLOGICAL ACTIVITY
Description PS-1145is an IkB kinase (IKK) inhibitor with an IC5q of 88 nM.
1C50 & Target IKK
88 nM (|C50)
In Vitro PS-1145 blocks TNFa-induced NF-kB activation in a dose- and time-dependent fashion in MM cells through inhibition of IkBa

phosphorylation. Dexamethasone (Dex), which up-regulates IkBa protein, enhances blockade of NF-kB activation by PS-
1145. PS-1145 blocks the protective effect of IL-6 against Dex-induced apotosis. TNFa-induced intracellular adhesion
molecule (ICAM)-1 expression on both RPMI8226 and MM.1S cells is also inhibited by PS-1145. Moreover, PS-1145 inhibits
both IL-6 secretion from bone marrow stromal cells (BMSCs) triggered by MM cell adhesion and proliferation of MM cells
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adherent to BMSCsl1.

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

In Vivo Administration of either Bortezomib or PS-1145 (50 mg/kg) results in a significant decrease in serum levels of all 3 cytokines
that is nonsignificantly different from those in mice that underwent transplantation with TCD BM alonel2]. PS1145 is injected
intracerebroventricular (icv) as a pretreatment to block hypothalamic inflammation induced by IL-4 in adult male Wistar rats
consuming a high-fat diet (HFD) over an 11-day period. The four groups of rats according to icv pretreatment/treatment
condition are Veh/Veh, Veh/IL-4, PS1145/Veh, and PS1145/IL-4. Rats in the Veh/IL-4 group display increased weight gain on
the HFD compared with the Veh/Veh group (P<0.05 on days 6-9). Importantly, the effect of icv IL-4 administration to increase
body fat mass during high-fat (HF) feeding is completely blocked by icv PS1145 pretreatment at a dose that has no
independent effect on body composition (on day 8: P<0.001, PS1145/Veh vs. PS1145/IL-4; P=not significant, PS1145/Veh vs.
Veh/Veh). In PS1145/IL-4 injected rats, IL-13 mRNA content is decreased by ~75% compared with that of Veh/IL-4-injected
rats(3l,

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

PROTOCOL

Cell Assay [1] The inhibitory effect of PS-1145 on MM growth is assessed by measuring MTT dye absorbance of the cells. MM.1S cells are
cultured for 48 h with 0.2 and 1 ng/mL TNFa, in the absence or presence of 2.5 uM, 5 uM, and 10 pM PS-1145. Cell viability is
assessed by MTT assay. Cells from 48 h cultures are pulsed with 10 puL of 5 mg/mL MTT to each well for the last 4 h of 48-h
cultures, followed by 100 pL of isopropanol containing 0.04N HCl. Absorbance is measured at 570 nm using a
spectrophotometer[l].
MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Animal Micel?!

Administration [21[3] C57BL/6 (B6), B10.BR, and B6.SJL mice are used. Mice receive regular mouse chow and acidified tap water ad libitum.
Bortezomib is administered intravenously to animals at a dose of 1 mg/kg, whereas PS-1145 is given intraperitoneally at a
dose of 50 mg/kg. The first dose of each agent is administered before conditioning with total body irradiation (TBI).

Rats[3!

Weight-matched male Wistar rats (320-350 g) are used. Four groups of rats (n=6/group) consume the HFD for a 9-day study
period. Animals in each group receive two consecutive icv injections three times/wk. Immediately prior to icv injection of IL-
4 (100 ng) or vehicle, all animals receive a pretreatment icv injection of either the IKK{ inhibitor PS1145 (10 pg) or its vehicle
(saline). Food intake and body weight are measured daily. Body composition analysis is conducted as above on days 0 and
8.0n day 9, animals are euthanized and samples collected.

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

CUSTOMER VALIDATION

+ Sci Transl Med. 2018 Jul 18;10(450):eaaq1093.
» Exp Cell Res. 2021 Feb 15;399(2):112468.

See more customer validations on www.MedChemExpress.com
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Caution: Product has not been fully validated for medical applications. For research use only.
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