
Product Name: LW6 (HIF-1α inhibitor)
Cat. No.: GC32724

Chemical Properties

Cas. No. 934593-90-5

SMILES O=C(OC)C1=CC=C(O)C(NC(COC2=CC=C(C3(C4)CC5CC4CC(C5)C3)C=C2)=O)=C1

Formula C26H29NO5 M.Wt 435.51

Solubility DMSO : ≥ 33 mg/mL (75.77 mM) Storage Store at -20°C

General
tips

For obtaining a higher solubility , please warm the tube at 37 ℃ and shake it in the
ultrasonic bath for a while.Stock solution can be stored below -20℃ for several months.

Shipping
Condition

Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
blue ice upon request.

Structure

Protocol

Cell experiment [1]:

Cell lines MDCKII-BCRP cells (overexpressing BCRP)
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Preparation Method

Cells were seeded into a 96-well plate. At 3 days post-seeding, cells were
incubated with mitoxantrone (5µM) with/without inhibitor LW6 over the
concentration range of 0.01-25µM. After incubation for 30 min, the drug solution
was removed and the cells were washed twice with ice-cold PBS.

Reaction Conditions0.01-25µM; 30 min

Applications
LW6 enhanced significantly the cellular accumulation of mitoxantrone(BCRP
substrate).

Animal experiment [2]:

Animal models Male ICR mice

Preparation Method
Mice were given a single intravenous (i.v.;5 mg/kg) or oral dose (p.o.;5 mg/kg) of
LW6.

Dosage form 5 mg/kg;i.v/p.o;

Applications

LW6 exhibited a small volume of distribution (0.5 ±0.1 L/kg), and a short terminal
half-life (0.6±0.1 h). LW6 was slowly degraded in mouse liver microsomes (t1/2 >
1 h) and serum (t1/2 > 6 h). About 54% or 44.8% of LW6 was available
systemically as APA in the mouse after a single intravenous or oral
administration, respectively.
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Background

LW6 is a hypoxia-inducing factor 1(HIF) inhibitor, which effectively inhibits HIF-1α accumulation by
degrading HIF-1α, but does not affect HIF-1A mRNA level during hypoxia. LW6 inhibits the
expression of HIF and MDH2, with IC50 values of 4.4 and 6.3µM, respectively [1-2].

LW6(0.01-25µM ; 30 min) enhanced significantly the cellular accumulation of mitoxantrone(BCRP
substrate)in MDCKII-BCRP cells (overexpressed BCRP)[3]. LW6 inhibited hypoxia-induced HIF1α
expression at 20 mM in A549 cells, and at this concentration,LW6 induced hypoxia-selective
apoptosis and decreased mitochondrial membrane potential[4]. LW6(40-160µM) inhibited
proliferation and induced cell death in a dose-dependent manner In 6606PDA and MIA PaCa-2
cells[5]. LW6 (80µM)significantly inhibited migration,besides,LW6 reduced cell proliferation and
induced cell death in a dose dependent manner[6]. LW6(30 µµ; 72 h) stimulates T cells to decrease
HIF-1α levels[7]. LW6 inhibited T-cell clonal expansion in two-way mixed lymphocyte reaction (MLR)
[8].

LW6(5 mg/kg;i.v/p.o) exhibited a small volume of distribution and a short terminal half-life. LW6 was
slowly degraded in mouse liver microsomes and serum. About 54% or 44.8% of LW6 was available
systemically as APA in the mouse after a single intravenous or oral administration, respectively[1].
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