
Product Name: PD168393
Cat. No.: GC11015

Chemical Properties

Cas. No. 194423-15-9

Chemical
Name

N-[4-(3-bromoanilino)quinazolin-6-yl]prop-2-enamide

SMILES C=CC(=O)NC1=CC2=C(C=C1)N=CN=C2NC3=CC(=CC=C3)Br

Formula C17H13BrN4O M.Wt 369.22

Solubility ≥ 18.45mg/mL in DMSO 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 [1-3]:

Cell lines A431 cells, MDA-MB-453 cells, HS-27 human fibroblasts, 3T3-Her2 cells
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Preparation method

The solubility of this compound in DMSO is > 18.5 mg/mL. General tips for
obtaining a higher concentration: Please warm the tube at 37 ℃ for 10 minutes
and/or shake it in the ultrasonic bath for a while. Stock solution can be stored
below -20℃ for several months.

Reacting condition 2 μM, 1 hr

Applications

PD168393 completely suppressed EGF-dependent receptor autophosphorylation
in A431 cells, with continous suppression even after 8 hr in compound-free
medium. PD168393 inhibited heregulin-induced tyrosine phosphorylation in
MDA-MB-453 cells with IC50 of 5.7 nM. PD 168393 inhibited EGFr
autophosphorylation in A431 human epidermoid carcinoma cells. PD168393
inhibited EGF-mediated tyrosine phosphorylation in HS-27 human fibroblasts
with IC50 of 1-6 nM. PD168393 potently inhibited Her2-induced tyrosine
phosphorylation with IC50 of ~100 nM in 3T3-Her2 cells. PD168393 inhibited
phosphorylation of PLCγ1/Stat1/Dok1/δ-catenin in 3T3-Her2 cells. PD168393
completely inhibited AKT and ERK phosphorylation at concentrations as low as
0.03 umol/L. PD168393 induced apoptosis and inhibited cell growth in ErbB2
positive lung and breast cancer cell lines.

Animal experiment [1,4]:

Animal models Nude mice bearing A431 human epidermoid carcinoma xenograft

Dosage form Intraperitoneal injection, 58 mg/kg on days 10–14, 17–21, and 24–28
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Application

PD 168393 (58 mg/kg, i.p.) produced tumor growth inhibition of 115%. PD
168393 reduced the phosphotyrosine content of EGFr l by 50% 24 hr after
injection. In the rat model of CIBP, PD168393 (10 μg, intrathecal injection, 9
days) significantly reduced the mRNA expressions of Akt-1 and P38MAPK and
the protein levels of p-Akt-1 and p-P38MAPK in spinal cord tissues of rats.

Other notes
Please test the solubility of all compounds indoor, and the actual solubility may
slightly differ with the theoretical value. This is caused by an experimental
system error and it is normal.
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Background

PD168393 is an irreversible kinase inhibitor of epidermal growth factor receptor (EGFR) with IC50
value of 0.70±0.09 nM and continued to have suppressed kinase activity after 8 hr in compound-free
medium.[1]
The epidermal growth factor receptor (EGFR; ErbB-1; HER1 in humans) is the cell-surface receptor
for members of the epidermal growth factor family (EGF-family) of extracellular protein ligands. Upon
activation by its growth factor ligands, EGFR undergoes a transition from an inactive monomeric form
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to an active homodimer.[2] In addition to forming homodimers after ligand binding, EGFR may pair
with another member of the ErbB receptor family to create an activated heterodimer. EGFR
dimerization stimulates its intrinsic intracellular protein-tyrosine kinase activity. [3] As a result,
autophosphorylation of several tyrosine (Y) residues in the C-terminal domain of EGFR occurs which
elicits downstream activation and signaling by several other proteins that associate with the
phosphorylated tyrosines through their own phosphotyrosine-binding SH2 domains. These
downstream signaling proteins initiate several signal transduction cascades, principally the MAPK,
Akt and JNK pathways, leading to DNA synthesis and cell proliferation.[4]
Mutations that lead to EGFR overexpression or overactivity have been associated with a number of
cancers, thus many therapeutic approaches are aimed at the EGFR now. PD 168393 can poss a high
specificity toward the EGFr with Cys-773 which  inhibit the EGFR tyrosine kinase, which is on the
cytoplasmic side of the receptor. Without kinase activity, EGFR is unable to activate itself, which is a
prerequisite for binding of downstream adaptor proteins. Ostensibly by halting the signaling cascade
in cells that rely on this pathway for growth, tumor proliferation and migration is diminished.[5]
PD168393 can enhance paclitaxel-induced DNA fragmentation, sub-G1 fraction accumulation,
mitochondrial membrane dysfunction, cytochrome C release, caspase-3 activation and eventually
apoptosis in vitro by MTT assay and median-effect analysis. In conclusion, the combination of
paclitaxel and PD168393 produced a profound synergistic growth inhibition of AIPC cells,resulting in
clinical benefits and warrants further investigation.[6]
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cytotoxic effects of paclitaxel against androgen-independent prostate cancer cells. Biochem
Pharmacol.
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