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High tumor EGFR
protein by IHC
tended to be
associated with
reduced PFS in the
cetuximab-treated
cohort
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Hotspot mutations
® Other rare mutations

Mutation detection analysis showed that 11 of 158 (6.96%)HNSCC
specimens contained mutations at hotspot codons 12,13 and 61
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We also detected two mutations In codon 14
(V14M), one in codon 17 (S17N), one in codon 54

(D54G) and one in codon 63 (E63K). Our analysis

showed that 3.16% HNSCC samples contained rare
HRAS mutations.

In total, HRAS mutation analysis showed that 10.13% HNSCC specimens

harbor mutations in HRAS gene that affect the protein function and
specificity
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HRAS

BB49 Cal-33

HRAS silencing did not affect the expression levels of EGFR, p-EGFR ,
AKT and ERK1/2. However, HRAS downregulation was found to be associated

with a significant reduction of phospho ERK1/2 and phospho AKT
in HRAS/PI3K mutated cell lines
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Treatment with 50 nM Cetuximab suppressed almost completely the proliferation
of HRAS/PI3K mutated compared to HRAS/PI3K wild type HNSCC cell lines that

were infected by LV_#65shRNA
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MTT VIABILITY
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A direct comparison of the proliferative rate between cetuximab treated and untreated
LV _#65shRNA infected BB49 and Cal-33 cells confirmed the restoration of sensitivity

to cetuximab in these cells after HRAS silencing.
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Kaur et al: Biochem J 393: 235-243. 2006
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HRAS silencing suppresses the ability of activated PI3K to
promote the phosphorylation of AKT
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