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Description

AZ-5104 is an active, demethylated metabolite of AZD 9291. AZ-5104 is an EGFR inhibitor with ICsps of 1,

6, 1, 25 and 7 nM for EGFRL858R/T790M ' EGFRL858R  EGFR86'Q EGFR and ErbB4, respectively.

IC50 & Target

EGFRL858R/T790M EGFRL858R EGFRL861Q
1 nM (ICso) 1 nM (ICsp) 6 nM (ICs0)

E GFRExon 19 deletion/T790M
EGFR ErbB4
25 nM (ICso) 7 nM (ICsp)

AZ-5104 inhibits EGFR phosphorylation with ICss of 2, 1, 2, 53, and 33 nM in H1975 (EGFRL858R/T790M),

PC-9VanR (EGFREn 19 delelonT790M) | PC.9 (EGFRExn 19 deletion) 12073 (WT), and LOVO (WT), respectively.

In Vitro AZ5104 exhibits a reduced selectivity margin against wild-type EGFR when compared to AZD9291.
AZ5104 display minimal off-target activity against other non-HER family kinases, but has the potential to
target both HER2 and HER4 kinase activity[1].

In Vivo The metabolite, AZ5104 (5 mg/kg/day), is effective in shrinking tumors in both C/L858R and C/L+T mice[1].
In Vitro:

DMSO : 2 28 mg/mL (57.66 mM)
H,0 : < 0.1 mg/mL (insoluble)
* ">" means soluble, but saturation unknown.
1 mg 5mg 10 mg
Concentration
Preparing 1 mM 2.0594 mL 10.2970 mL 20.5939 mL
Stock Solutions 5mM 0.4119 mL 2.0594 mL 4.1188 mL
10 mM 0.2059 mL 1.0297 mL 2.0594 mL
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Solubility: 2 2.5 mg/mL (5.15 mM); Clear solution
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Cells were treated for 2 h with a dose-response of each drug (AZ-5104). Wild-type cells were
Cell Assay stimulated for 10 minutes with 25 ng/mL of EGF before lysis. Level of EGFR phosphorylation was
quantified in cell extracts using ELISA[1].
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