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Description

KPT-9274 is an orally bioavailable, dual PAK4/Nicotinamide phosphoribosyltransferase (Nampt) inhibitor,

with ICsps less than 100 and 120 nM, respectively.

IC59 & Target

PAK4 Nampt

100 nM (ICsp) 120 nM (ICs0)

In Vitro

KPT-9274 attenuates the PAK4/B-catenin pathway, results in NAD depletion, and attenuates viability,
invasion, and migration in several RCC cell lines. Inhibition of NAMPT in a cell-free enzymatic assay using
recombinant NAMPT shows an ICs, of approximately 120 nM for KPT-9274. KPT-9274 attenuates G2-M

transit and induces apoptosis in RCC cell linesl?.

In Vivo

KPT-9274 demonstrates a decrement of xenograft growth comparable with that of sunitinib. There are
minimal KPT-9274 effects on the normal human RPTECs and no apparent toxicity in vivo. KPT-9274 is
currently being investigated in a phase | human clinical trial of patients with advanced solid malignancies
and NHL[2]. KPT-9274 (oral administation; 100mg/kg or 200 mg/kg; twice a day; 14 days) demonstrates a
decrement of xenograft growth and exists no significant weight loss in animals receiving KPT-9274. 8 hours
after, KPT-9274 are measured at the end of the experiment in mouse plasma and tumors with 10757 ng/ml

and 10647 ng/ml, respectively[3].

Animal Model: Mice[1]

Dosage: 100mg/kg or 200 mg/kg

Administration: Oral administation; 100mg/kg or 200 mg/kg; twice a day; 14 days

Result: Showed a significant decrease of xenograft growth in KPT-9274 treated mouse.

Solvent&Solubility

In Vitro:
DMSO : 100 mg/mL (163.77 mM; Need ultrasonic)

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

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.6377 mL 8.1883 mL 16.3765 mL
Stock Solutions 5mM 0.3275 mL 1.6377 mL 3.2753 mL
10 mM 0.1638 mL 0.8188 mL 1.6377 mL
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VISR I IR ]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (4.09 mM); Clear solution

M7 RTFRAS 2 2.5 mg/mL (4.09 mM, AT AR A IS IAT .

PL4mL AR, L 100 ub 25.0 mg/mL %54 DMSO fif4&-0in%] 400 uL PEG300 1, &5
FR kR & mA 50 L Tween-80, R&IIE]: SAJG4REINMA 450 pL AEEEER/KEZA S 1 mL.

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

Solubility: 2.5 mg/mL (4.09 mM); Suspended solution; Need ultrasonic

W7 EATERAG 2.5 mg/mL (4.09 mM)IF 350 i, S r T 1 TR A I s v 40
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A KIF I IR R]: 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (4.09 mM); Clear solution
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Bt mL T, L 100 pL 25.0 mgimL 9734 DMSO #4& Wi inE] 900 pL T K, REs.
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