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EGFR (epidermal growth factor receptor) family consists of four members that belong to the ErbB
lineage of proteins (ErbB1 - 4) with an external domain that binds activating ligands, such as EGF,
and is overexpressed in a significant percentage of carcinomas and contributes to the malignant
phenotype. Upon activation, EGFR phosphorylates both the receptor itself and a variety of
"effector” protein. Gefitinib is an effective EGFR inhibitor with IC50 values of 37 nM, 37 nM, 26
nM and 57 nM for Tyr1173, Tyr992, Tyr1173 and Tyr992 EGFR sites (measured by EGFR tyrosine
phosphorylations in cells), respectively in NR6 wt EGFR and NR6W cells. Gefitinib can sufficiently
suppress all tyrosine phosphorylation sites, with less sensitivity to Tyr1173 and Tyr992 sites, on
EGFR in both the high and low-EGFR-expressing cell lines, as well as EGFR-mediated proliferation.
However, EGFR-mediated anchorage-independent growth was not sufficient to inhibit these
features in cells expressing EGFRvIII, with approximately four times as resistant to gefitinib as
EGFR. Long-term exposure of EGFRvllI-expressing cells to low concentrations of gefitinib (0.01 -
0.1 pM) resulted in increased phosphotyrosine load of the receptor, increased signaling to ERK
and stimulation of proliferation and anchorage-independent growth while higher concentrations
of gefitinib (1 - 2 uM) completely showed the opposite effect, presumably by inducing EGFRvlII
dimerization. Gefitinib (40 mg/kg body weight/day) showed significant inhibition of tumor load
when treated with weekly or weekly intermittent dosing regimens in lung adenocarcinoma model
whereas a daily dosing regimen did not decrease the tumor load significantly.
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Gefitinib is an ATP-competitive inhibitor of EGFR.
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CAS 5 184475-35-2

BFHX C22H24CIFN403

PFE 446.90

R DMSO 88.0 mg/mL (196.9 mM)
Water Insoluble
Ethanol 4.0 mg/mL (9.0 mM)
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