
Introduction
Grade IV astrocytomas (glioblastoma mul-
tiforme, GBM) are an aggressive class of
adult cancers with hallmark characteristics
that include rampant proliferation, necro-
sis, genetic instability, and chemoresistance
(1). Because of these features, GBMs are
diff icult to treat and often have a poor
prognosis, with median overall survival of
12 months and 2-year survival rates of less
than 10% (2). Multiple histopathological
and genetic studies, together with recent
large-scale cancer gene sequencing efforts,
have identified the epidermal growth factor
receptor (EGFR) and its downstream sig-
naling networks as commonly deregulated
components in the primary subtype of
GBM tumors, a subtype that arises de novo
and afflicts the majority of GBM patients
(1, 3, 4). The oncogenic role of EGFR has
been functionally validated in both cell cul-
ture–based systems and animal models and
is a critical driver of GBM tumorigenesis.
Here, we summarize the signaling mecha-
nisms whereby EGFR and its oncogenic
mutants contribute to tumor cell behavior.
Additionally, we elaborate on the mecha-
nisms through which robust EGFR signal-
ing networks adapt to changes that occur
following therapeutic intervention, result-
ing in clinical chemoresistance. Finally, we

offer a perspective on how signaling data
and computational network modeling may
be harnessed in an integrative fashion to
obtain a more complete view of oncogenic
EGFR networks in glioma biology.

Overview of the EGFR 
Receptor Family
EGFR is the prototypical member of the
ErbB/EGFR family, which consists of four
members in mammals (EGFR, also known
as ErbB1 or HER1; ErbB2, also known as
HER2/neu; ErbB3, also known as HER3;
and ErbB4, also known as HER4) that ap-
pear to have diverged from a common an-
cestral receptor (5, 6). Together, these four
receptors convert cues mediated by 13 dif-
ferent ligands into signals that control vari-
ous components of the intracellular ma-
chinery (6). Depending on the particular
ligand and the receptor to which it binds,
members of the ErbB/EGFR family medi-
ate various cellular processes, including
cell division, migration, adhesion, differen-
tiation, and apoptosis (7). Because so many
fundamental cell processes are regulated by
the EGFR family of receptors and ligands,
deregulation of these components can lead
to cancer and other diseases (5).

The EGFR family shares a general do-
main organization in which an extracellular
ligand-binding region is linked through a
hydrophobic transmembrane domain to a
cytoplasmic region that contains both a ty-
rosine kinase domain and C-terminal tail
(8). Upon ligand binding, EGFR undergoes
receptor dimerization (9, 10), tyrosine ki-
nase activation, and trans-phosphorylation
across receptor dimers on multiple tyrosine
residues in the cytoplasmic tail (5, 8). The
extracellular region of the EGFR consists

of four domains (I to IV) (10, 11). Crystal
structures of the ectodomains of EGFR,
ErbB3, and ErbB4 revealed that EGFR ex-
ists in two distinct conformations (9–13).
There is a closed, inactive conformation in
which intramolecular interactions between
domain II and IV tether each other to pre-
vent domains I and III from coming togeth-
er to form the ligand-binding site (12, 13).
This conformation is in equilibrium with
an open active state of the receptor (14,
15). In the open conformation, domains II
and IV move away from domains I and III,
resulting in not only the formation of the
ligand-binding pocket, but also exposure of
the dimerization loop in domain II for in-
teraction with the identical domain of an-
other EGFR molecule to form the homo-
dimer (10, 11). In the absence of ligand,
the equilibrium shifts to favor the closed
conformation. However, ligand binding sta-
bilizes the open conformation and shifts
the equilibrium, allowing for the accumula-
tion of active homodimers and receptor
signaling (14, 15).

Receptor phosphorylation leads to the
recruitment of multiple effector proteins
through recognition and binding of Src ho-
mology 2 (SH2) and phosphotyrosine-
binding (PTB) domains on the effector pro-
teins to phosphotyrosine motifs on the re-
ceptor (16). The formation of this signaling
complex results in the initiation of various
downstream signaling cascades, including
the phosphoinositide 3-kinase (PI3K), mi-
togen-activated protein kinase (MAPK),
and signal transducer and activator of tran-
scription 3 (STAT3) pathways, which regu-
late a multitude of cellular responses. Re-
ceptor tyrosine phosphorylation also initi-
ates negative regulatory mechanisms
through the recruitment of ubiquitin ligases
such as Casitas B-lineage lymphoma proto-
oncogene (Cbl) that lead to receptor inter-
nalization and degradation (17).

Mechanisms of EGFR Deregulation
in Glioblastoma

Receptor overexpression. Deregulation
of EGFR signaling is associated with poor
prognosis in various tumor types, including
breast cancer, head and neck cancer,
prostate cancer, non–small cell lung cancer
(NSCLC), and GBM (18–23). There are
multiple mechanisms through which EGFR
mediates tumor initiation and progression,
all of which occur in primary gliomas (Fig.
1). Of these mechanisms, increased EGFR
abundance is commonly found in primary
GBMs and can occur by gene amplifica-
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tion, increased translation of the EGFR
gene, or both (Fig. 1). EGFR amplification
occurs in 40 to 70% of primary GBMs, but
is not observed in lower-grade astrocy-
tomas (19, 24). This suggests that EGFR
activation may drive tumorigenesis in pri-
mary GBMs. All primary glioblastomas
with EGFR gene amplification have con-
current EGFR protein overexpression, but
only a subset (70 to 90%) of tumors with
EGFR protein overexpression also show
EGFR gene amplification, indicating that a
fraction of GBM tumors show increased
receptor abundance in the absence of gene
amplification (25). Intriguingly, breast can-
cer patients exhibiting an increase in
ErbB2 receptor abundance without
changes in gene copy number are more
likely to have a clinical outcome similar to
that of patients who do not express ErbB2
compared to those with both ErbB2 recep-
tor overexpression and gene amplification
(26). This finding would suggest that there

may be underlying biological and signaling
differences between these two routes to re-
ceptor overabundance in the context of the
ErbB2 receptor in breast cancer (26), but it
is unclear whether differences in EGFR
gene amplif ication versus protein over-
expression have similar effects in GBM.

Autocrine mechanisms of action. EGFR
overexpression in primary GBMs is occa-
sionally accompanied by increased abun-
dance of its cognate ligands, EGF and
transforming growth factor–α (TGFα).
This suggests the existence of an autocrine
loop that results in unregulated chronic
EGFR signaling (Fig. 1) (27). Additionally,
a study of 43 brain tumors showed that
GBMs have increased abundance of the
ADAM12 (a disintegrin and metallopro-
tease 12) metalloproteinase, leading to the
increased cleavage and release of heparin-
binding EGF-like growth factor (HB-
EGF), an extracellular matrix-bound ligand
of EGFR (28). Gene expression analysis of

U251MG GBM cells expressing the consti-
tutively active EGFR mutant, EGFRvIII,
indicates that there is a concurrent up-regu-
lation of TGFα and HB-EGF (29). This
study also established that an EGFRvIII-
HB-EGF-wild-type EGFR autocrine loop
is present in U251MG cells, in which
EGFRvIII stimulates the secretion of HB-
EGF that in turns binds to and activates
wild-type EGFR (Fig. 1) (29).

Activating receptor mutations. In addi-
tion to increases in receptor and ligand
abundance, activating mutations of EGFR
have also been found in GBMs. The Can-
cer Genome Atlas (TCGA) consortium
identified EGFR as the fourth most highly
mutated gene in a compendium of common
cancer genes sequenced in a cohort of 91
GBM tumors (3). EGFR mutations ranged
from extracellular domain point mutations
and deletions to deletions in the cytoplas-
mic tail of the receptor (Figs. 1 and 2)
(30–34).
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Fig. 1. Mechanisms of EGFR deregulation in glioblastoma. (A)
EGFR receptor and ligand expression is normally tightly regulat-
ed. In primary GBMs, three major mechanisms lead to deregulat-
ed oncogenic signaling. (B) The most common mechanism in-
volves receptor overexpression or amplification, which results in
an increase in competent receptor signaling complexes at the cell
surface and enhanced ongogenic signaling. (C) Alternatively,
oncogenic signaling may arise through the activation of autocrine

loops. Secretion of increased amounts of EGF-family ligands ei-
ther through the action of mutant EGFRvIII or increased matrix
protease activity leads to increased wild-type EGFR signaling.
(D) The third mechanism of signal deregulation is through recep-
tor mutants that result in constitutive receptor activation and di-
minished turnover. The patterns of signaling activated by these
mutant receptors are often distinct from those activated by the
wild-type EGFR.
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A number of deletion mutations that in-
volve the EGFR extracellular domain are
exclusively found in GBM; these include
the mutants that encode the EGFR type I
and type II variants (EGFRvI and vII) (33,
34), which give rise to truncated proteins
that are believed to be oncogenic. Point
mutations that reside primarily at the inter-
faces of the various domains in the extra-
cellular region of EGFR are another class
of mutations identified in ~14% of GBMs
(31). These mutations include R84K and
A265V/D/T at the domain I/II interface,
and P545L and G574V at the domain II/IV
interface. These mutations are thought to
prevent tethering of domain II and IV,
which maintains the closed, inactive form
of EGFR and are therefore thought to favor
an open, active EGFR conformation (10,
11). Evidence for this mechanism stems
from the fact that these mutants are consti-
tutively active but still capable of binding

ligand (31). EGFR kinase domain muta-
tions commonly found in NSCLC are rare
in GBM, whereas extracellular mutations
that are common in GBMs are rare in
NSCLC (21, 31). However, the molecular
basis of the organ site specificity of these
mutations and their functional conse-
quences remain unknown.

The cytoplasmic tail deletion mutants
EGFRvIV and vV are also found exclu-
sively in GBMs (30). These mutations are
thought to occur at a low frequency
(~15% of EGFR-overexpressing GBMs)
and may exhibit defects in receptor inter-
nalization. In particular, the EGFRvV mu-
tant lacks a c-Cbl binding site at Y1045
that is required for EGFR ubiquitination
and degradation after ligand binding (35).
EGFRvIV and vV can still bind ligand
and have the potential to modulate onco-
genic signaling pathways commonly
elicited by wild-type EGFR. The ability of

these mutants to confer tumorigenicity,
and the signaling mechanisms they acti-
vate, has yet to be assessed.

The EGFRvIII mutant receptor. The
most common and best-studied EGFR mu-
tation found in GBM is the type III EGFR
variant deletion mutant (EGFRvIII), which
lacks exons 2 to 7 of the EGFR gene (34).
EGFRvIII is also found in non–small cell
lung, breast, and prostate cancers, albeit at
much lower frequencies than in GBM (36,
37). Approximately 50 to 60% of GBMs
that overexpress wild-type EGFR also
express EGFRvIII (30, 38). Moreover, clin-
ical studies have shown a correlation be-
tween the presence of the EGFRvIII recep-
tor and poor prognosis in patients with
GBM (39).

The loss of 801 base pairs in the
EGFRvIII deletion mutant excises domains
I and II of the extracellular region of wild-
type EGFR. Loss of the domain II loop is
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Fig. 2. EGFR mutations in glioblastoma. The six major EGFR muta-
tions that have been identified in GBM are annotated, with their loca-
tion on the EGFR gene and domain organization. In the open active
form of the receptor, domains I and III come together to form the lig-
and-binding domain. The point mutations R84K, A265V/D/T, P545L,

and G574V are located at the interfaces of domains I, II, and IV,
which prevents the formation of the closed inactive form and shifts
the equilibrium to favor the open form of the receptor. Abbreviations
for the amino acid residues are as follows: A, Ala; D, Asp; G, Gly; K,
Lys; L, Leu; P, Pro; R, Arg; S, Ser; T, Thr; V, Val; and Y, Tyr.
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thought to prevent formation of the closed
inactive conformation, favoring a shift in
equilibrium to the open active conforma-
tion of the receptor. Although the mecha-
nisms that drive formation of EGFRvIII are
not known, the gene deletion may arise
from a recombination event between Alu
sequences flanking the junctions in introns
1 and 7 of the EGFR gene (40).

Although EGFRvIII cannot bind
EGFR-family ligands, it is constitutively
tyrosine phosphorylated at 10% of the ex-
tent of phosphorylation of ligand-stimulat-
ed EGFR (41). EGFRvIII has been consis-
tently shown to be tumorigenic (38–41).
Inoculation of nude mice with U87MG
GBM cell lines expressing EGFRvIII led to
faster tumor formation compared to inocu-
lation with parental U87MG cells or cells
expressing wild-type EGFR (42). Further-
more, EGFRvIII may drive clonal selec-
tion, because U87MG-EGFRvIII cells,
when mixed with the parental cell line at
1:50,000 ratios in a murine xenograft mod-
el, outgrew the parental cell line (43).
Analysis of proliferation and apoptosis
markers indicated that the increase in tu-
morigenicity resulted from an increase in
proliferation and a corresponding reduction
in apoptosis (43). NR6 murine fibroblast
cells bearing EGFRvIII showed increased
motility, whereas U87MG cells transfected
with increasing amounts of EGFRvIII
showed corresponding increases in cell in-
vasion and migration (44, 45).

The transforming ability of EGFRvIII
only manifests itself in the context of other
genetic mutations. For example, the expres-
sion of EGFRvIII alone was insufficient to
form high-grade tumors in genetically engi-
neered mouse models (46). Only when
EGFR was coexpressed in the context of
other genetic lesions, such as oncogenic
Ras or loss of the tumor suppressor
Ink4A/Arf, did tumors form (46–48). Simi-
larly, reconstitution of the tumor suppressor
PTEN (phosphatase and tensin homolog
deleted from chromosome 10) into U87MG
cell–expressing EGFRvIII led to decreased
cell proliferation (49). Collectively, this evi-
dence implies that although EGFRvIII is an
important driver of transformation in pri-
mary GBMs, transformation requires its co-
operation with genetic aberrations that oc-
cur in other cellular pathways.

Oncogenic EGFR Signaling 
Networks in GBM
A detailed description of the canonical
EGFR signaling networks and their regula-

tion by receptor endocytosis and negative
feedback is beyond the scope of this re-
view; readers are referred to recent reviews
(50, 51). Here, we focus on deregulated
signaling events that occur in EGFRvIII-
driven GBM.

Defects in receptor internalization. Ac-
tivation of the wild-type EGFR leads to its
rapid internalization and termination of the
signal (51), driven by the recruitment of
the ubiquitin ligase c-Cbl and Cbl-interact-
ing adaptor, SETA, which are involved in
ubiquitin-mediated degradation, through
the phosphorylation of Y1045 on the
EGFR (52). In contrast, EGFRvIII shows
defective internalization, resulting in its
constitutive localization to the plasma
membrane (41). It is thought that failure of
EGFRvIII to internalize results in sus-
tained, unattenuated EGFRvIII signaling,
contributing to its transforming ability
(41). Evasion of this negative-feedback
regulation has been attributed to the low
degree of constitutive EGFRvIII phospho-
rylation, which may be below the threshold
required for c-Cbl and SETA binding (53).
In fact, it has been shown that EGFRvIII is
hypophosphorylated at Y1045 and fails to
become polyubiquitinated and degraded
(54, 55). EGFRvIII is internalized, but at a
much slower rate than unstimulated wild-
type EGFR (50), and the small population
of internalized EGFRvIII receptors is not
transported to the lysosome for degradation
but rather recycled back to the cell surface
(54). EGFRvIII did not bind to Cbl through
its Y1045 site, but rather through an indi-
rect interaction with the growth factor re-
ceptor–bound protein 2 (Grb2) adaptor
protein (Fig. 3). Cbl binding failed to elicit
EGFR ubiquitination under these condi-
tions, resulting in sustained receptor activa-
tion (54). Overexpression of Cbl in the
context of EGFRvIII expression in
NIH3T3 cells leads to receptor internaliza-
tion and degradation (Fig. 3) (56). One hy-
pothesis that remains to be explored is
whether increasing EGFRvIII activation,
perhaps by forcing receptor dimerization,
could increase receptor phosphorylation
beyond the threshold required for Cbl-
mediated polyubiquitination and degrada-
tion, ultimately driving signal termination.

EGFRvIII receptor phosphorylation.
Mutational analysis of tyrosine phosphoryl-
ation sites on EGFRvIII has been per-
formed in an attempt to understand the bio-
logical sequelae of EGFRvIII signaling.
Mutation of EGFRvIII Y1068, Y1148, or
Y1173 leads to a decrease in intracranial

tumor volume compared to intact EGFRvI-
II in U87MG GBM orthotopic xenograft
system, implicating these sites in tumori-
genicity (41). This is in contrast to wild-
type EGFR, where only a combination of
all three mutations affects transformation
and mitogenic potential (57). Although the
tyrosine sites that are phosphorylated on
EGFRvIII are the same as those phospho-
rylated in wild-type EGFR, quantitative
differences in receptor phosphorylation oc-
cur between these two receptors. For in-
stance, activation of wild-type EGFR by
EGF markedly increases Y1086 phospho-
rylation (58), whereas for EGFRvIII, the
total amount of Y1086 phosphorylation re-
mains relatively stable despite increases in
mutant receptor abundance (59). As a con-
sequence of these quantitative differences
in receptor phosphorylation, signaling in
response to EGFRvIII is distinct from that
in response to activation of the wild-type
receptor, resulting in greatly enhanced tu-
morigenic activity.

The PI3K pathway. In response to
growth factor signaling, the class Ia phos-
phoinositide 3-kinases (PI3Ks) are activated
to convert plasma membrane phos-
p h a t i d y l i n o s i t o l - 4 , 5 - b i s p h o s p h a t e
[PI(4,5)P2) to phosphatidylinositol-3,4,5-
trisphosphate [PI(3,4,5)P3] (60). The for-
mation of PI(3,4,5)P3 triggers the recruit-
ment of a number of signaling proteins
through direct lipid binding to the pleck-
strin homology (PH) domain, including the
kinases phosphoinositide-dependent pro-
tein kinase 1 (PDK1) and Akt (60). PDK1
phosphorylates Akt on T308. Phosphoryla-
tion of Akt by PDK1 on T308 and on S473
by the mammalian target of rapamycin
complex 2 (mTORC2) is required for full
kinase activity (61). Akt phosphorylates a
large number of substrates at the consensus
RxRxxS/T motif, where x is any amino
acid (62). This phosphorylation usually
leads to the binding to and inhibition of
substrate function by the 14-3-3 family of
proteins. These substrates play important
roles in the regulation of cell survival [Bcl-
2/Bcl-XL-associated death promoter
(BAD), FOXO transcription factors],
growth [tuberous sclerosis complex 2
(TSC2), proline-rich Akt substrate 40
(PRAS40)], cell cycle (p27 and p21 CKIs),
and metabolism [glycogen synthase kinase
3 (GSK3)] (63).

The PI3K pathway is negatively regulated
by phosphophoinositide phosphatases, in-
cluding Src homology 2 domain–containing
inositol phosphatases (SHIP-1 and -2) and
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PTEN (60). The former converts
PI(3,4,5)P3 to PI(3,4)P2, whereas
the latter converts PI(3,4,5)P3 to
PI(4,5)P2. PTEN is a tumor sup-
pressor and is mutated or deleted
in a variety of cancers, including
in 50% of GBMs (1, 25). Loss of
PTEN upsets the PI3K-PTEN
balance and results in increased
PI(3,4,5)P3 abundance and Akt
activity, driving uncontrolled
growth and survival.

EGFRvIII activates the
PI3K-AKT pathway in f ibro-
blasts, GBM cell lines, and im-
mortalized astrocytes (64, 65).
EGFRvIII-expressing NIH3T3
cells had substantially higher
PI3K activity than did cells
with wild-type EGFR (Fig. 3)
(64). Furthermore, consistent
with constitutive activation of
EGFRvIII, increased PI3K ac-
tivity was independent of EGF.
Unlike the ErbB3 receptor,
which has multiple docking
sites for the SH2 domain of the
p85 subunit of PI3K, EGFRvIII
likely interacts with the p85
subunit—and activates PI3K—
indirectly through their interac-
tions with the Gab1 adaptor.
Supporting this notion, anti-
body to Gab1 immunoprecipi-
tates from EGFRvIII-express-
ing cells showed increased
PI3K activity compared to im-
munoprecipitates in similar ex-
periments performed in EGF-
stimulated wild-type EGFR
cells (64).

The importance of the PI3K-
Akt pathway to the transform-
ing activity of EGFRvIII was
emphasized by the decrease in
Akt activity associated with
treatment of cells with the
EGFRvIII inhibitor AG1478,
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and the inhibition of anchorage-indepen-
dent growth by the PI3K inhibitor wort-
mannin (64, 65). One mechanism through
which PI3K may contribute to EGFRvIII-
mediated transformation is by decreasing
the abundance of the cyclin-dependent ki-
nase (CDK) inhibitor p27. The retinoblas-
toma protein (Rb) regulates entry into the
cell cycle through its ability to bind and in-
activate the E2F transcription factor. Upon
receiving mitogenic signals, CDK-cyclin
complexes form, which hyperphosphoryl-
ate Rb and release E2F for the transcription
of a large number of genes required for
progression into S phase (66). The entry
and progression into the cell cycle is regu-
lated by CDK inhibitors (CKIs) such as
p27. Activation of Akt by PI3K leads to the
phosphorylation and consequent nuclear
exclusion of members of the forkhead tran-
scription factor family and thereby to a de-
crease in the production of p27 (65).
EGFRvIII-expressing U87MG GBM cells
have decreased p27 abundance and in-
creased CDK2–cyclin A activity relative to
parental cells, leading to hyperphosphory-
lation of Rb and lack of G1 arrest under
conditions of serum starvation (65, 67).
Treatment with the PI3K inhibitor
LY294002 or with dominant-negative (DN)
Akt restored p27 abundance and G1 arrest.
In addition, DN-Akt decreased the tumori-
genicity of EGFRvIII-expressing U87MG
xenografts (65). Furthermore, an immuno-
histochemistry study of human GBMs
showed a correlation between the presence
of the EGFRvIII protein and phosphoryla-
tion of Akt, mTOR, and the forkhead tran-
scription factors (68).

The Erk1/Erk2 MAPK pathway. Follow-
ing ligand binding, receptor dimerization,
and EGFR transphosphorylation, activation
of the MAPK signaling pathway is trig-
gered by Grb2 binding directly to the re-
ceptor at Y1068 and indirectly through Src
homology domain–containing adaptor pro-
tein C (SHC) binding at Y1173 and Y1148
(69). Grb2 recruits the son of sevenless
(Sos) guanine nucleotide exchange factor
to the receptor complex, initiating the
MAPK cascade. With EGFRvIII, MAPK
cascade activation is sustained, consistent
with the constitutive activity of the recep-
tor, and coimmunoprecipitation studies re-
vealed constitutive association of SHC and
Grb2 with EGFRvIII at EGFR residues
Y1148 and Y1068, respectively (70–73).
EGFRvIII-U87MG cells showed twice the
Ras activity of the parental cells (72).
MEK (MAPK kinase) activity is four times

higher in EGFRvIII-expressing fibroblasts
than in the corresponding cells expressing
wild-type EGFR (73). Intriguingly, al-
though EGFRvIII increases activation of
the upstream components RAS and MEK,
phosphorylation of extracellular signal–
regulated kinase 1 and 2 (Erk1/2) does not
increase in multiple cell types (59, 73).
This suggests that, although EGFRvIII ac-
tivates Ras-Raf-MEK signaling, there may
be negative feedback at the level of MAPK
phosphorylation in some cell types. Indeed,
treating EGFRvIII-expressing cells with
the tyrosine phosphatase inhibitor sodium
vanadate increased the amount of phospho-
rylated MAPK under steady-state serum-
free conditions, suggesting that MAPK
phosphatases (MKPs) may be responsible
for Erk dephosphorylation (73) (Fig. 3). A
recent temporal gene expression study of
wild-type EGFR signaling has identified a
number of negative-feedback regulators,
including the MKPs, that are transiently
up-regulated in response to immediate-ear-
ly growth factor signaling events (74). It is
plausible that the constitutive nature of
EGFRvIII activation results in a hybrid
negative-feedback regulation module in
which the MKPs are expressed at stable
steady-state concentrations that maintain
Erk1/2 signaling activity at a low but con-
stitutive level.

The STAT pathway. The signal transduc-
er and activator of transcription (STAT)
proteins are a family of latent transcription
factors that are recruited to ligand-bound
EGFR dimers through their SH2 domains.
The kinase domain of EGFR phosphoryl-
ates the STATs and thereby induces their
homo- or heterodimerization by means of
SH2-phosphotyrosine interactions (75, 76).
The dimeric STAT complex translocates to
the nucleus, where it binds to specific DNA
promoter sequences, recruits other tran-
scriptional regulators, and activates the
transcription of multiple genes important
for cell survival. Unlike wild-type EGFR,
EGFRvIII does not appear to activate the
STAT3 pathway through direct phosphory-
lation (59, 77, 78). Despite this lack of
STAT3 phosphorylation by EGFRvIII,
STAT3-null astrocytes carrying EGFRvIII
display reduced tumor volume compared to
control astrocytes in subcutaneous
xenografts (78). EGFRvIII interacts with
STAT3 both in cytoplasmic and in nuclear
fractions (78). Screening a panel of human
GBM tumors for the presence of EGFRvIII
and STAT3 revealed that a small population
of primary tumor cells demonstrated co-

localization of EGFRvIII and STAT3 in the
nucleus (78). Nuclear localization of
EGFRvIII in GBMs, coupled with evidence
that wild-type EGFR translocates to the nu-
cleus where it may play a role in transcrip-
tion (79), raises the intriguing possibility
that in addition to its role in signal trans-
duction, EGFRvIII may also function as a
transcription factor in glioma cells. Wild-
type EGFR has previously been implicated
in the activation of the cyclin D1 promoter
gene expression in breast cancer cell lines
(80). Further studies are necessary to deter-
mine if EGFRvIII is capable of transactivat-
ing gene expression in concert with STAT3
and if developing transactivation antago-
nists to EGFR is a feasible strategy to sub-
vert EGFRvIII oncogenic effects.

EGFR and Targeted 
Therapeutics in GBM
The poor prognosis of GBM patients is due
in part to classical chemo- and radioresis-
tance properties demonstrated by these
tumors. The current standard of care is
based on a protocol developed by Stupp
(Stupp regimen) (2). Newly diagnosed
GBM patients undergo surgical resection
of the tumor followed by concomitant
temazolamide (TMZ) with radiotherapy
and subsequent administration of TMZ for
6 weeks as an adjuvant. Because EGFRvIII
has been shown to contribute to tumor pro-
gression and chemo-radioresistance, an at-
tractive strategy would be to develop tar-
geted therapeutics against this receptor for
use as a monotherapy, thereby minimizing
the systemic side-effects of whole-brain ir-
radiation and TMZ administration, espe-
cially because genetic manipulation of
EGFRvIII has resulted in tumor shrinkage
in a preclinical setting.

Antibodies directed against EGFRvIII.
The deletion of exons 2 to 7 of the EGFR
gene results in the formation of a tumor-
specif ic epitope in EGFRvIII, to which
monoclonal antibodies have been generat-
ed (81, 82). Y10 is one example of an
EGFRvIII-specific immunoglobulin G2a
(IgG2a) murine monoclonal antibody that
recognizes both the human and murine
forms of EGFRvIII (82). Systemic admin-
istration of this antibody led to tumor
shrinkage in subcutaneous xenografts of
EGFRvIII-expressing B16 melanoma cells
in C57BL6/J mice, but had no effect on in-
tracranial tumors in orthotopic xenografts
in the same mouse strain. This f inding
highlights the need to develop therapeutics
capable of crossing the blood-brain barrier
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(BBB). (82). Monoclonal antibody 806
(mAb806) is another example of an
EGFRvIII-specific antibody. This antibody
recognizes a cysteine loop on EGFR that is
exposed on EGFRvIII and a high-mannose
form of the wild-type EGFR that occurs
only when the wild-type receptor is over-
expressed (83). Systemic administration of
mAb806 to nude mice with intracranial
EGFRvIII-U87MG xenografts (Fig. 3)
elicited tumor shrinkage and increased
survival (from 13 to 21 days) (81).
mAb806 decreased the volume of tumors
carrying EGFRvIII by 65 to 95%, but did
not affect parental tumors that lacked
EGFRvIII. Tumor shrinkage was attributed
to mAb806’s ability to prevent EGFRvIII
receptor phosphorylation and the conse-
quent activation of downstream signaling
pathways while also decreasing the abun-
dance of antiapoptotic protein Bcl-XL, a
member of the BCL2 family of antiapop-
totic proteins that inhibit mitochondrial
outer-membrane permeabilization (MOMP)–
induced programmed cell death (84).
However, durable remissions were not
achieved and tumors relapsed after 3
weeks of drug administration (81, 85, 86).
This result led to the development of pro-
tocols that involve coadministration of
mAb806 with other small-molecule EGFR
inhibitors (AG1478) and antibodies to
EGFR (mAb528) (85, 87). These treat-
ments had additive effects on tumor
shrinkage in established EGFRvIII-ex-
pressing subcutaneous xenografts in a
therapeutic regimen. A recent Phase I
study of mAb806 in eight patients with
cancer types at different organ sites
demonstrated that it was safe and well tol-
erated (88). mAb806 crossed the BBB and
localized to the tumor in a patient with
anaplastic astrocytoma (88). Although this
trial was not intended to show therapeutic
efficacy, the ability of mAb806 to cross
the BBB and localize to brain tumors
holds promise that such EGFRvIII-specif-
ic antibodies may someday be used as
therapeutic agents, particularly when con-
jugated to radioisotopes or toxins. It is im-
portant to note that the EGFR-specific an-
tibody cetuximab, which is approved for
the treatment of colorectal head and neck
cancers, has only shown preclinical effica-
cy in GBM tumor models when adminis-
tered intracranially and not systemically
(89, 90). Intracranial administration of
drugs is invasive and increases the risk of
infection in GBM patients. The mecha-
nisms by which mAb 806 crosses the BBB

have yet to be characterized; understand-
ing this process will be crucial in design-
ing a new generation of EGFR-specific
antibodies that are efficacious when ad-
ministered systemically to high-grade
glioma patients.

Small-molecule kinase inhibitors.
Small-molecule kinase inhibitors that
competitively bind to the adenosine 5´-
triphosphate (ATP)–binding pocket in the
EGFR kinase domain, thereby reversibly
disrupting receptor catalytic activity, pre-
sent another option for EGFR therapeutics.
Because these molecules target the EGFR
ATP-binding pocket that shares many
common features with other protein tyro-
sine kinases, they are generally less specif-
ic than monoclonal antibodies, which are
raised against specif ic protein epitopes
(91). Three reversible inhibitors of the ki-
nase activity of EGFR (gefitinib, erlotinib,
and lapatinib) have been approved for use
in lung and breast cancer patients (92).
Multiple studies, however, have shown that
EGFRvIII-bearing xenograft models are
resistant to monotherapy with either er-
lotinib or gefitinib (93–96). In one study,
administration of the irreversible EGFR
inhibitor HKI-272 reduced tumor volume
in a mouse model of EGFRvIII-driven
NSCLC (93), suggesting that irreversible
inhibition of EGFRvIII may represent a
strategy to overcome resistance to the inhi-
bition of EGFR catalytic activity (Fig. 3).
Similar to the data garnered from preclini-
cal studies, several trials have shown that
the administration of gefitinib, erlotinib,
or lapatinib as a monotherapy does not of-
fer an advantage over standard treatment
regimens such as the Stupp protocol in the
clinical setting (97–100).

A retrospective study of 49 recurrent
GBM patients treated with EGFR kinase
inhibitors revealed a correlation between
coexpression of EGFRvIII and PTEN and
favorable response to treatment with in-
hibitors of EGFR activity (95). PTEN in-
hibits PI3K signaling, and loss of PTEN
function results in increased PI(3,4,5)P3
abundance and increased Akt activity. One
mechanism whereby loss of PTEN could
result in EGFR inhibitor resistance might
be through uncoupling of the PI3K-AKT-
mTOR pathway from EGFRvIII oncogenic
signals, such that inhibition of EGFR activ-
ity using targeted therapeutics does not di-
minish the activation status of the PI3K-
AKT-mTOR pathway (101). This mecha-
nism is supported by the finding that the
phospho-AKT status of EGFRvIII, PTEN-

null U87MG cells is unaltered by the ad-
ministration of erlotinib (95). The correla-
tion between PTEN and EGFRvIII is
meaningful because PTEN is mutated or
deleted in 50% of GBM patients (25, 59).
The combination of erlotinib with in-
hibitors of the PI3K-AKT-mTOR signaling
pathway resulted in a cooperative increase
in cell-cycle arrest of EGFRvIII-positive,
PTEN-null GBM cells (49, 102), suggest-
ing that inhibition of both the PI3K-AKT-
mTOR pathway and EGFRvIII is required
to achieve a full cytostatic response, pre-
sumably as a result of PI3K-independent
pathways activated by EGFRvIII.

A recent study showed that the phos-
phorylation status of mTOR and its down-
stream target rpS6 were accurate biomark-
ers for an antiproliferative response to the
EGFR inhibitor erlotinib in glioma cells
with wild-type EGFR (103). Following er-
lotinib administration, Akt phosphorylation
in PTEN-mutant glioma cells decreased,
despite their lack of phenotypic response
(cell viability) to treatment, suggesting that
Akt phosphorylation is not predictive of
GBM cell viability in response to erlotinib.
Consistent with this observation, pharma-
cological inhibition of Akt or genetic
knockdown of Akt isoforms had no effect
on glioma cell viability. Similarly, a consti-
tutively active form of Akt had no effect on
the antiproliferative response of glioma
cells to erlotinib. Rather, protein kinase
C–α (PKC-α) acted as a signaling interme-
diate between wild-type EGFR and mTOR.
PKC-α is a serine-threonine kinase that is
activated by association with diacylglyerol
(DAG) and Ca2+ as well as phosphorylation
by PDK1. Upon EGFR activation, phos-
pholipase C–γ (PLC-γ) is recruited via its
SH2 domain to the phosphorylated recep-
tor where it is activated and cleaves
PI(4,5)P2 into IP3 and DAG. Production of
DAG leads to PKC activation and phospho-
rylation of downstream targets that include
RAF1 and GSK3β (104). Using a pan-PKC
inhibitor, the authors demonstrated that de-
creased tumor cell viability was observed
regardless of EGFR or PTEN protein abun-
dance status, suggesting that PKC in-
hibitors may provide alternatives for pa-
tients with mutant PTEN who are refractory
to EGFR monotherapy.

Studies using phosphoproteomic ap-
proaches (59, 105, 106) have recently demon-
strated that multiple receptor tyrosine kinases
(RTKs), including EGFR, are coactivated in
GBM cell lines and tumors. RTK coactivation
is an alternative mechanism by which GBM
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mediates chemoresistance to EGFR inhibitor
monotherapy. Although in vitro studies sug-
gest that inhibition of individual RTKs is in-
sufficient to eliminate downstream oncogenic
pathways, chemical inhibition or genetic de-
pletion of multiple RTKs [such as c-Met and
platelet-derived growth factor receptor
(PDGFR)] in combination with EGFRvIII
inhibition led to enhanced U87MG GBM
cell death (Fig. 3) (59, 106). Overcoming
chemoresistance by simultaneously targeting
multiple RTKs appears to be independent of
PTEN status, suggesting that GBM tumors
achieve chemoresistance through multiple
mechanisms. Although these studies have pro-
vided insight into the contribution
of RTK coactivation to GBM
chemoresistance, the mechanisms
underlying this process and the
integrated signaling networks that
result from the activation of mul-
tiple RTKs remain poorly under-
stood. Further research into this
burgeoning field will allow physi-
cians to tailor treatment protocols
to achieve maximum efficacy in
tumors driven by different RTK
coactivation combinations.

EGFR and Integrative 
Systems Biology
Many questions remain regard-
ing EGFR signaling in GBM.
For instance, how are intracellu-
lar signaling networks affected
by GBM-specific EGFR muta-
tions? How is information pro-
cessed from coactivated RTKs
to downstream phenotypes? Can
the response to chemotherapy
be predicted from specif ic
biomarkers? Our understanding
of glioma biology has benefited
from the availability of informa-
tion derived from the applica-
tion of multiple “-omic” ap-
proaches to GBM cell lines and
tumors, including genome-wide
sequencing (3, 4), genome-wide
copy number (3, 107, 108), and
transcriptomic (109), epigenetic
(110, 111), and phosphopro-
teomic analysis (59, 105, 106).
In addition, several studies have
provided information on specific
aspects of EGFR signaling, such
as in vitro interactome and do-
main-binding (16, 69). This
knowledge base will likely in-
crease exponentially with new

advances in analytical technologies such as
next-generation deep sequencing approach-
es and high-throughput bead-based phos-
phoproteomic measurements (105, 112).
The challenge will then shift to integrating
disparate information types to enable a bet-
ter understanding of key regulatory points
within the GBM signaling networks. Fortu-
nately, this challenge is not unique to GBM,
and initial attempts at integrating multiple
data sets in other biological contexts have
yielded insights into tumor biology. Here,
we summarize how systems biology has led
to insights into multiple aspects of EGFR
biology. The application of these systems-

biology approaches to EGFR signaling in
GBM will enable the identification of novel
therapeutic targets and therapeutic regimens
(Fig. 4).

ErbB-family signaling in glioblastoma.
Although much of the previous work on
GBM biology has focused on the EGFR, as
the prototypical member of the ErbB fami-
ly, large-scale studies of GBM tumors and
cell lines have revealed that other members
of this receptor family may also play impor-
tant roles in glioma (3, 106). For instance,
cancer genome sequencing has uncovered
point mutations in the ErbB2 receptor (3).
Although this study did not delve into the
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Fig. 4. Integrative network biology in glioblastoma. Information on the EGFR signaling network infor-
mation can be acquired with various different approaches, each providing orthogonal information
about the EGFR system. By integrating this data with computational modeling, it is possible to gain
mechanistic insights into EGFR signaling. The figure depicts two different approaches to modeling,
statistical modeling exemplified by PLSR modeling of the EGFR-ErbB2 signaling network shown in
blue (115, 117) and mechanistic modeling of the same network using ODE-based models as illustrat-
ed in red (119, 120). Data reduction using statistical methods will generate nonintuitive hypotheses
correlating critical signaling components with cancer phenotypes that may serve as biomarkers for tu-
mor cell proliferation or migration. Additionally, sensitivity analysis using ODE-based mechanistic mod-
els will identify predict network components that are sensitive to therapeutic intervention.
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functional importance of these ErbB2 mu-
tants, these point mutations are reminiscent
of those found in the extracellular domain
of EGFR (Fig. 2), indicating that ErbB2
may play a role in disease progression in
GBM patients. Phosphoproteomic studies
using antibody arrays have identified the
ErbB3 receptor as a commonly phosphoryl-
ated member of RTK coactivation net-
works in glioma cell lines and tumors
(106). Because members of the ErbB family
form various homo- and heterodimeric
combinations, and each dimer pair shows
distinct signaling and phenotypic proper-
ties, it will be crucial to determine the
composition of ErbB dimers present in
glioma to ascertain their contribution to
disease progression (Fig. 4).

Mathematical modeling. Mathematical
modeling approaches have shed light on
multiple aspects of ErbB receptor down-
stream signaling and cellular outcomes.
Studies using mechanistic models of recep-
tor dimerization and internalization based
on cellular signaling events or biological
phenotypes have demonstrated that the par-
ticular combination of ErbB receptors at
the cell surface influences downstream sig-
naling and phenotypic outcomes in human
mammary epithelial cells (HMECs) (113,
114). For example, contrary to the prevail-
ing view, both EGFR and ErbB2 exhibit
the same intrinsic ability to activate the
ERK pathway (114). Modeling showed that
sustained ERK activation following EGFR-
ErbB2 heterodimer formation is not due to
differences in intrinsic pathway activation,
but is instead a function of reduced inter-
nalization rate and slower degradation of
this receptor pair compared to that of
EGFR-EGFR homodimers. A similar study
included the ErbB3 receptor as a species in
the kinetic model and used the same ap-
proach to predict the effects of dimeriza-
tion between ErbB2 and EGFR or ErbB3
on biological phenotypes (113). Experi-
mental analyses showed that ErbB2-ErbB3
heterodimers were the preferred dimeric
species in cells expressing all three types
of ErbB receptors and predicted that cells
coexpressing EGFR with small amounts of
ErbB2 and ErbB3 will display the same
potent phenotypic outcome as cells coex-
pressing EGFR with amplified amounts of
ErbB2. This has important implications for
GBM tumors, as the TCGA gene sequenc-
ing established ErbB2 as the f ifth most
commonly mutated gene in GBM tumors,
but copy number and gene expression anal-
ysis indicate that it is not amplif ied in

these tumors (3), unlike subsets of breast
and ovarian cancers where the ErbB2 gene
is commonly amplified. In some GBM tu-
mors, mutant ErbB2 receptors were coex-
pressed with amplif ied EGFR (3). The
above-mentioned modeling studies suggest
that such tumor cells may exhibit a similar
oncogenic activity profile as ErbB2-ampli-
fied breast cancers if they concurrently co-
express ErbB3 in low abundance. Adapting
these mathematical approaches to GBM
will not only provide a better understand-
ing of the role of ErbB2 signaling in
glioma biology, but may also be used to
model the biological and signaling impact
of using ErbB-targeted therapeutics in
GBM patients.

In addition to mechanistic models, data-
driven statistical models have been applied
to integrate signaling network information
that may yield nonintuitive hypotheses of
ErbB signaling. Specifically, partial least-
squares regression (PLSR)-based statistical
modeling has been used to determine how
downstream processes are governed by ac-
tivation of the EGFR-ErbB2 signaling net-
work (Fig. 4). PLSR was used to correlate
phosphoproteomic data obtained by mass
spectrometry to phenotypic measurements
to determine the signaling nodes that best
describe HMEC growth and migration fol-
lowing EGFR and ErbB2 stimulation with
EGF and heregulin (115). For instance, An-
nexin II, a target found in the study to
strongly correlate with migration, has since
been shown to contribute to the migration
and invasion in cancer cells (116). A re-
duced model in which only a fraction of
phosphorylation sites are used to generate
the original PLSR model would be benefi-
cial when full network information is un-
available. Model reduction was performed
through a variable importance of projection
(VIP) score to determine the EGFR signal-
ing components that were most strongly
correlated with HMEC cell growth and mi-
gration (117). This led to the identification
of nine phosphorylation sites on six pro-
teins in the signaling network that were ca-
pable of fully recapitulating the predictive
power of the full PLSR model. These six
proteins included known regulators of cel-
lular proliferation [SHC and Src homology
2 (SH2) domain–containing inositol phos-
phatase 2 (SHIP-2)] and migration-activat-
ed cdc-42–associated kinase (ACK), as
well as previously undescribed regulators
of cellular proliferation and migration such
as the transferrin receptor and solute carri-
er protein 38 (SCF38). It is not yet known

whether these nine phosphorylation sites
on these six proteins are predictive of cel-
lular phenotypes only in the context of
mammary epithelial cells, but a recent
study using similar PLSR approaches in
various epithelial cell lines suggested that
such computational predictions may be
broadly applicable to multiple cell types as
a result of common effector processing
(118). Such approaches can also be applied
to the study of EGFR-ErbB2 and EGFR-
EGFRvIII signaling networks in GBM;
model reduction in this manner may be
able to identify nonintuitive therapeutic tar-
gets or signaling biomarkers for disease.

Developing therapy through ErbB net-
work modeling. There is an increasing
awareness that combinatorial inhibition of
multiple components of the EGFR network
may be required to overcome resistance to
monotherapy (78). It would be ideal to be
able to predict optimal combinations for
treatment in silico before experimental val-
idation in vivo. One way of achieving this
is through the use of ODE (ordinary differ-
ential equation)–based mechanistic mod-
els. Several ErbB-specific network models
based on EGF and heregulin activation
have recently been constructed (119, 120).
In silico perturbations using small-
molecule kinase inhibitors have led to ex-
perimentally validated predictions of
downstream signaling nodes (119, 120).
For instance, one such mechanistic model
demonstrated that the Akt pathway in EGF-
stimulated A431 epidermal cancer cells
was more susceptible than Erk to inhibition
with ErbB inhibitors gefitinib or lapatinib
(120). A similar study used an ErbB net-
work model to show that the Erk pathway
in heregulin-stimulated cells is less sensi-
tive than that in EGF-stimulated cells to
MEK inhibition with U0126 (119). The
ability of such modeling approaches to pre-
dict signaling outcomes upon therapeutic
intervention holds promise for their utility
in understanding GBM biology. For such
ODE models to be applicable to glioma,
they must first be adapted to reflect the
signaling connectivity, protein expression
levels, and mutations implicit in glioblas-
toma cells. Once these models have been
refined, candidates for targeted therapy
may be identified by sensitivity analysis of
specific or multiple nodes in the EGFR
model to determine fragile points in the
network that may act synergistically to shut
down the critical downstream EGFR path-
ways governing tumor cell growth and
chemoresistance.
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Outlook. Through the efforts of the TCGA
consortium and other research groups, a
comprehensive portrait of the genomic and
copy number changes that occur in GBM
now exists (3, 4). These studies have
demonstrated that genomic aberrations in
GBM are dispersed across multiple signal-
ing networks rather than clustered within
specific signaling pathways. Integrative
systems biology approaches have largely
been restricted to in vitro cell line models,
primarily as a result of the paucity of large-
scale signaling data from patient samples.
With the advent of improved phosphopro-
teomic technologies such as mass spec-
trometry (59), antibody microarrays (106),
and antibody-conjugated bead-based sys-
tems (105), it is now possible to quantify
phosphorylation networks in tumors with
enhanced sensitivity and higher through-
put. To translate our knowledge of in vitro
GBM biology to the clinic, we propose that
it is necessary to apply these tools to ana-
lyze and integrate aberrant tumor signaling
networks with genomic information from
the same tumor samples. For instance, by
taking a snapshot of the signaling events
that occur in tumors that are positive for
GBM-specific EGFR mutations, one can
gain an understanding of how downstream
intracellular signaling networks are modu-
lated as a result of such mutations. Similar-
ly, by integrating the signaling changes
with the genomic alterations in matched tu-
mor pairs from the same patient before and
after treatment, and subsequently correlat-
ing these data to patient response and prog-
nosis, we will have a better grasp of the
signaling mechanisms by which GBM tu-
mors acquire chemoresistance. We believe
that the inclusion of network-based signal-
ing data into future genome-wide GBM tu-
mor studies will bridge our knowledge
from gene to function and ultimately pro-
vide a more complete molecular under-
standing of this disease.

Conclusion
A decade of biochemistry and molecular bi-
ology has led to many seminal findings, in-
cluding many of the genes implicated in
GBM initiation and progression. These data
will provide the framework from which to
apply high-density network data sets and
computational approaches to understand
how the multifaceted hallmarks of GBM
such as rampant proliferation, diffused inva-
sion, and chemoresistance are governed by
EGFR signaling networks. New insights into
glioma biology gained from these integrative

approaches will undoubtedly generate new
avenues for drug and biomarker develop-
ment to combat this devastating disease.

References
1. F. B. Furnari, T. Fenton, R. M. Bachoo, A.

Mukasa, J. M. Stommel, A. Stegh, W. C. Hahn,
K. L. Ligon, D. N. Louis, C. Brennan, L. Chin,
R. A. DePinho, W. K. Cavenee, Malignant as-
trocytic glioma: Genetics, biology, and paths
to treatment. Genes Dev. 21, 2683–2710
(2007).

2. R. Stupp, W. P. Mason, M. J. van den Bent, M.
Weller, B. Fisher, M. J. Taphoorn, K. Belanger,
A. A. Brandes, C. Marosi, U. Bogdahn, J.
Curschmann, R. C. Janzer, S. K. Ludwin, T.
Gorlia, A. Allgeier, D. Lacombe, J. G. Cairn-
cross, E. Eisenhauer, R. O. Mirimanoff, Radio-
therapy plus concomitant and adjuvant temo-
zolomide for glioblastoma. N. Engl. J. Med.
352, 987–996 (2005).

3. Cancer Genome Atlas Research Network,
Comprehensive genomic characterization de-
fines human glioblastoma genes and core
pathways. Nature 455, 1061–1068 (2008).

4. D. W. Parsons, S. Jones, X. Zhang, J. C. Lin,
R. J. Leary, P. Angenendt, P. Mankoo, H.
Carter, I. M. Siu, G. L. Gallia, A. Olivi, R.
McLendon, B. A. Rasheed, S. Keir, T. Nikol-
skaya, Y. Nikolsky, D. A. Busam, H. Tekleab, L.
A. Diaz Jr., J. Hartigan, D. R. Smith, R. L.
Strausberg, S. K. Marie, S. M. Shinjo, H. Yan,
G. J. Riggins, D. D. Bigner, R. Karchin, N. Pa-
padopoulos, G. Parmigiani, B. Vogelstein, V. E.
Velculescu, K. W. Kinzler, An integrated ge-
nomic analysis of human glioblastoma multi-
forme. Science 321, 1807–1812 (2008).

5. N. E. Hynes, H. A. Lane, ERBB receptors and
cancer: The complexity of targeted inhibitors.
Nat. Rev. Cancer 5, 341–354 (2005).

6. A. Citri, Y. Yarden, EGF-ERBB signalling: To-
wards the systems level. Nat. Rev. Mol. Cell
Biol. 7, 505–516 (2006).

7. Y. Yarden, M. X. Sliwkowski, Untangling the
ErbB signalling network. Nat. Rev. Mol. Cell 
Biol. 2, 127–137 (2001).

8. A. Wells, EGF receptor. Int. J. Biochem. Cell
Biol. 31, 637–643 (1999).

9. K. M. Ferguson, M. B. Berger, J. M. Mendrola,
H. S. Cho, D. J. Leahy, M. A. Lemmon, EGF
activates its receptor by removing interactions
that autoinhibit ectodomain dimerization. Mol.
Cell 11, 507–517 (2003).

10. H. Ogiso, R. Ishitani, O. Nureki, S. Fukai, M.
Yamanaka, J. H. Kim, K. Saito, A. Sakamoto,
M. Inoue, M. Shirouzu, S. Yokoyama, Crystal
structure of the complex of human epidermal
growth factor and receptor extracellular 
domains. Cell 110, 775–787 (2002).

11. T. P. Garrett, N. M. McKern, M. Lou, T. C. Elle-
man, T. E. Adams, G. O. Lovrecz, H. J. Zhu, F.
Walker, M. J. Frenkel, P. A. Hoyne, R. N. Joris-
sen, E. C. Nice, A. W. Burgess, C. W. Ward,
Crystal structure of a truncated epidermal
growth factor receptor extracellular domain
bound to transforming growth factor alpha.
Cell 110, 763–773 (2002).

12. H. S. Cho, D. J. Leahy, Structure of the extra-
cellular region of HER3 reveals an interdo-
main tether. Science 297, 1330–1333 (2002).

13. S. Bouyain, P. A. Longo, S. Li, K. M. Ferguson,
D. J. Leahy, The extracellular region of ErbB4
adopts a tethered conformation in the ab-
sence of ligand. Proc. Natl. Acad. Sci. U.S.A.
102, 15024–15029 (2005).

14. J. P. Dawson, M. B. Berger, C. C. Lin, J. Sch-
lessinger, M. A. Lemmon, K. M. Ferguson, Epi-
dermal growth factor receptor dimerization

and activation require ligand-induced confor-
mational changes in the dimer interface. Mol.
Cell. Biol. 25, 7734–7742 (2005).

15. F. Ozcan, P. Klein, M. A. Lemmon, I. Lax, J.
Schlessinger, On the nature of low- and high-
affinity EGF receptors on living cells. Proc.
Natl. Acad. Sci. U.S.A. 103, 5735–5740
(2006).

16. R. B. Jones, A. Gordus, J. A. Krall, G.
MacBeath, A quantitative protein interaction
network for the ErbB receptors using protein
microarrays. Nature 439, 168–174 (2006).

17. I. Dikic, Mechanisms controlling EGF receptor
endocytosis and degradation. Biochem. Soc.
Trans. 31, 1178–1181 (2003).

18. M. Chaffanet, C. Chauvin, M. Laine, F. Berger,
M. Chedin, N. Rost, M. F. Nissou, A. L. Ben-
abid, EGF receptor amplification and expres-
sion in human brain tumours. Eur. J. Cancer
28, 11–17 (1992).

19. A. J. Ekstrand, N. Sugawa, C. D. James, V. P.
Collins, Amplified and rearranged epidermal
growth factor receptor genes in human
glioblastomas reveal deletions of sequences
encoding portions of the N- and/or C-terminal
tai ls. Proc. Natl. Acad. Sci. U.S.A. 89 ,
4309–4313 (1992).

20. T. Turner, P. Chen, L. J. Goodly, A. Wells, EGF
receptor signaling enhances in vivo invasive-
ness of DU-145 human prostate carcinoma
cells. Clin. Exp. Metastasis 14, 409–418
(1996).

21. S. V. Sharma, D. W. Bell, J. Settleman, D. A.
Haber, Epidermal growth factor receptor mu-
tations in lung cancer. Nat. Rev. Cancer 7,
169–181 (2007).

22. R. Todd, D. T. Wong, Epidermal growth factor
receptor (EGFR) biology and human oral can-
cer. Histol. Histopathol. 14, 491–500 (1999).

23. B. S. Verbeek, S. S. Adriaansen-Slot, T. M.
Vroom, T. Beckers, G. Rijksen, Overexpres-
sion of EGFR and c-erbB2 causes enhanced
cell migration in human breast cancer cells
and NIH3T3 fibroblasts. FEBS Lett. 425,
145–150 (1998).

24. H. Ohgaki, P. Dessen, B. Jourde, S.
Horstmann, T. Nishikawa, P. L. Di Patre, C.
Burkhard, D. Schuler, N. M. Probst-Hensch, P.
C. Maiorka, N. Baeza, P. Pisani, Y. Yonekawa,
M. G.Yasargil, U. M. Lutolf, P. Kleihues, Genet-
ic pathways to glioblastoma: A population-
based study. Cancer Res. 64, 6892–6899
(2004).

25. H. Ohgaki, P. Kleihues, Genetic pathways to
primary and secondary glioblastoma. Am. J.
Pathol. 170, 1445–1453 (2007).

26. G. Pauletti, S. Dandekar, H. Rong, L. Ramos,
H. Peng, R. Seshadri, D. J. Slamon, Assess-
ment of methods for tissue-based detection of
the HER-2/neu alteration in human breast
cancer: A direct comparison of fluorescence in
situ hybridization and immunohistochemistry.
J. Clin. Oncol. 18, 3651–3664 (2000).

27. A. B. Singh, R. C. Harris, Autocrine, paracrine
and juxtacrine signaling by EGFR ligands.
Cell. Signal. 17, 1183–1193 (2005).

28. T. Kodama, E. Ikeda, A. Okada, T. Ohtsuka, M.
Shimoda, T. Shiomi, K. Yoshida, M. Nakada, E.
Ohuchi, Y. Okada, ADAM12 is selectively over-
expressed in human glioblastomas and is as-
sociated with glioblastoma cell proliferation
and shedding of heparin-binding epidermal
growth factor. Am. J. Pathol. 165, 1743–1753
(2004).

29. D. B. Ramnarain, S. Park, D. Y. Lee, K. J.
Hatanpaa, S. O. Scoggin, H. Otu, T. A. Liber-
mann, J. M. Raisanen, R. Ashfaq, E. T. Wong,
J. Wu, R. Elliott, A. A. Habib, Differential gene
expression analysis reveals generation of an

R E V I E W

www.SCIENCESIGNALING.org 8 September 2009 Vol 2 Issue 87 re6 10

 on S
eptem

ber 6, 2010 
stke.sciencem

ag.org
D

ow
nloaded from

 

http://stke.sciencemag.org


autocrine loop by a mutant epidermal growth
factor receptor in glioma cells. Cancer Res.
66, 867–874 (2006).

30. L. Frederick, X. Y. Wang, G. Eley, C. D. James,
Diversity and frequency of epidermal growth
factor receptor mutations in human glioblas-
tomas. Cancer Res. 60, 1383–1387 (2000).

31. J. C. Lee, I. Vivanco, R. Beroukhim, J. H.
Huang, W. L. Feng, R. M. DeBiasi, K. Yoshimo-
to, J. C. King, P. Nghiemphu, Y. Yuza, Q. Xu, H.
Greulich, R. K. Thomas, J. G. Paez, T. C. Peck,
D. J. Linhart, K. A. Glatt, G. Getz, R. Onofrio,
L. Ziaugra, R. L. Levine, S. Gabriel, T.
Kawaguchi, K. O’Neill, H. Khan, L. M. Liau, S.
F. Nelson, P. N. Rao, P. Mischel, R. O. Pieper,
T. Cloughesy, D. J. Leahy, W. R. Sellers, C. L.
Sawyers, M. Meyerson, I. K. Mellinghoff, Epi-
dermal growth factor receptor activation in
glioblastoma through novel missense muta-
tions in the extracellular domain. PLoS Med.
3, e485 (2006).

32. R. Zandi, A. B. Larsen, P. Andersen, M. T.
Stockhausen, H. S. Poulsen, Mechanisms for
oncogenic activation of the epidermal growth
factor receptor. Cell. Signal. 19, 2013–2023
(2007).

33. P. A. Humphrey, L. M. Gangarosa, A. J. Wong,
G. E. Archer, M. Lund-Johansen, R. Bjerkvig,
O. D. Laerum, H. S. Friedman, D. D. Bigner,
Deletion-mutant epidermal growth factor re-
ceptor in human gliomas: Effects of type II
mutation on receptor function. Biochem. Bio-
phys. Res. Commun. 178, 1413–1420 (1991).

34. A. J. Wong, J. M. Ruppert, S. H. Bigner, C. H.
Grzeschik, P. A. Humphrey, D. S. Bigner, B. Vo-
gelstein, Structural alterations of the epider-
mal growth factor receptor gene in human
gliomas. Proc. Natl. Acad. Sci. U.S.A. 89,
2965–2969 (1992).

35. P. Peschard, M. Park, From Tpr-Met to Met, tu-
morigenesis and tubes. Oncogene 26 ,
1276–1285 (2007).

36. I. E. Garcia de Palazzo, G. P. Adams, P. Sun-
dareshan, A. J. Wong, J. R. Testa, D. D. Bigner,
L. M. Weiner, Expression of mutated epider-
mal growth factor receptor by non-small cell
lung carcinomas. Cancer Res. 53, 3217–3220
(1993).

37. D. K. Moscatello, M. Holgado-Madruga, A. K.
Godwin, G. Ramirez, G. Gunn, P. W. Zoltick, J.
A. Biegel, R. L. Hayes, A. J. Wong, Frequent
expression of a mutant epidermal growth fac-
tor receptor in multiple human tumors. Cancer
Res. 55, 5536–5539 (1995).

38. N. Sugawa, A. J. Ekstrand, C. D. James, V. P.
Collins, Identical splicing of aberrant epider-
mal growth factor receptor transcripts from
amplif ied rearranged genes in human
glioblastomas. Proc. Natl. Acad. Sci. U.S.A.
87, 8602–8606 (1990).

39. M. M. Feldkamp, P. Lala, N. Lau, L. Roncari, A.
Guha, Expression of activated epidermal
growth factor receptors, Ras-guanosine
triphosphate, and mitogen-activated protein
kinase in human glioblastoma multiforme
specimens. Neurosurgery 45, 1442–1453
(1999).

40. L. Frederick, G. Eley, X. Y. Wang, C. D. James,
Analysis of genomic rearrangements associat-
ed with EGRFvIII expression suggests in-
volvement of Alu repeat elements. Neuro-
oncol. 2, 159–163 (2000).

41. H. S. Huang, M. Nagane, C. K. Klingbeil, H.
Lin, R. Nishikawa, X. D. Ji, C. M. Huang, G. N.
Gill, H. S. Wiley, W. K. Cavenee, The en-
hanced tumorigenic activity of a mutant epi-
dermal growth factor receptor common in hu-
man cancers is mediated by threshold levels
of constitutive tyrosine phosphorylation and

unattenuated signaling. J. Biol. Chem. 272,
2927–2935 (1997).

42. R. Nishikawa, X. D. Ji, R. C. Harmon, C. S.
Lazar, G. N. Gill, W. K. Cavenee, H. J. Huang,
A mutant epidermal growth factor receptor
common in human glioma confers enhanced
tumorigenicity. Proc. Natl. Acad. Sci. U.S.A.
91, 7727–7731 (1994).

43. M. Nagane, F. Coufal, H. Lin, O. Bogler, W. K.
Cavenee, H. J. Huang, A common mutant epi-
dermal growth factor receptor confers en-
hanced tumorigenicity on human glioblastoma
cells by increasing proliferation and reducing
apoptosis. Cancer Res. 56 , 5079–5086
(1996).

44. X. M. Cai, B. B. Tao, L. Y. Wang, Y. L. Liang, J.
W. Jin, Y. Yang, Y. L. Hu, X. L. Zha, Protein
phosphatase activity of PTEN inhibited the in-
vasion of glioma cells with epidermal growth
factor receptor mutation type III expression.
Int. J. Cancer 117, 905–912 (2005).

45. M. W. Pedersen, V. Tkach, N. Pedersen, V.
Berezin, H. S. Poulsen, Expression of a natu-
rally occurring constitutively active variant of
the epidermal growth factor receptor in mouse
fibroblasts increases motility. Int. J. Cancer
108, 643–653 (2004).

46. H. Ding, P. Shannon, N. Lau, X. Wu, L. Ron-
cari, R. L. Baldwin, H. Takebayashi, A. Nagy,
D. H. Gutmann, A. Guha, Oligodendrogliomas
result from the expression of an activated mu-
tant epidermal growth factor receptor in a
RAS transgenic mouse astrocytoma model.
Cancer Res. 63, 1106–1113 (2003).

47. E. C. Holland, W. P. Hively, R. A. DePinho, H.
E. Varmus, A constitutively active epidermal
growth factor receptor cooperates with disrup-
tion of G1 cell-cycle arrest pathways to induce
glioma-like lesions in mice. Genes Dev. 12,
3675–3685 (1998).

48. H. Zhu, J. Acquaviva, P. Ramachandran, A.
Boskovitz, S. Woolfenden, R. Pfannl, R. T.
Bronson, J. W. Chen, R. Weissleder, D. E.
Housman, A. Charest, Oncogenic EGFR sig-
naling cooperates with loss of tumor suppres-
sor gene functions in gliomagenesis. Proc.
Natl. Acad. Sci. U.S.A. 106, 2712–2716
(2009).

49. M. Y. Wang, K. V. Lu, S. Zhu, E. Q. Dia, I. Vi-
vanco, G. M. Shackleford, W. K. Cavenee, I. K.
Mellinghoff, T. F. Cloughesy, C. L. Sawyers, P.
S. Mischel, Mammalian target of rapamycin in-
hibition promotes response to epidermal
growth factor receptor kinase inhibitors in
PTEN-deficient and PTEN-intact glioblastoma
cells. Cancer Res. 66, 7864–7869 (2006).

50. E. M. Bublil, Y. Yarden, The EGF receptor fami-
ly: Spearheading a merger of signaling and
therapeutics. Curr. Opin. Cell Biol. 19 ,
124–134 (2007).

51. Y. Mosesson, G. B. Mills, Y. Yarden, Derailed
endocytosis: An emerging feature of cancer.
Nat. Rev. Cancer 8, 835–850 (2008).

52. P. Soubeyran, K. Kowanetz, I. Szymkiewicz,
W. Y. Langdon, I. Dikic, Cbl-CIN85-endophilin
complex mediates ligand-induced downregu-
lation of EGF receptors. Nature 416, 183–187
(2002).

53. M. H. Schmidt, F. B. Furnari, W. K. Cavenee,
O. Bogler, Epidermal growth factor receptor
signaling intensity determines intracellular
protein interactions, ubiquitination, and inter-
nalization. Proc. Natl. Acad. Sci. U.S.A. 100,
6505–6510 (2003).

54. M. V. Grandal, R. Zandi, M. W. Pedersen, B. M.
Willumsen, B. van Deurs, H. S. Poulsen,
EGFRvIII escapes down-regulation due to im-
paired internalization and sorting to lyso-
somes. Carcinogenesis 28 , 1408–1417

(2007).
55. W. Han, T. Zhang, H. Yu, J. G. Foulke, C. K.

Tang, Hypophosphorylation of residue Y1045
leads to defective downregulation of EGFR-
vIII. Cancer Biol. Ther. 5, 1361–1368 (2006).

56. G. C. Davies, P. E. Ryan, L. Rahman, M. Za-
jac-Kaye, S. Lipkowitz, EGFRvIII undergoes
activation-dependent downregulation mediat-
ed by the Cbl proteins. Oncogene 25 ,
6497–6509 (2006).

57. K. Helin, T. Velu, P. Martin, W. C. Vass, G. Alle-
vato, D. R. Lowy, L. Beguinot, The biological
activity of the human epidermal growth factor
receptor is positively regulated by its C-termi-
nal tyrosines. Oncogene 6, 825–832 (1991).

58. H. Shao, H. Y. Cheng, R. G. Cook, D. J.
Tweardy, Identification and characterization of
signal transducer and activator of transcription
3 recruitment sites within the epidermal
growth factor receptor. Cancer Res. 63,
3923–3930 (2003).

59. P. H. Huang, A. Mukasa, R. Bonavia, R. A. Fly-
nn, Z. E. Brewer, W. K. Cavenee, F. B. Furnari,
F. M. White, Quantitative analysis of EGFRvIII
cellular signaling networks reveals a combina-
torial therapeutic strategy for glioblastoma.
Proc. Natl. Acad. Sci. U.S.A. 104, 12867–
12872 (2007).

60. L. C. Cantley, The phosphoinositide 3-kinase
pathway. Science 296, 1655–1657 (2002).

61. D. D. Sarbassov, D. A. Guertin, S. M. Ali, D. M.
Sabatini, Phosphorylation and regulation of
Akt/PKB by the rictor-mTOR complex. Science
307, 1098–1101 (2005).

62. D. R. Alessi, F. B. Caudwell, M. Andjelkovic, B.
A. Hemmings, P. Cohen, Molecular basis for
the substrate specificity of protein kinase B;
comparison with MAPKAP kinase-1 and p70
S6 kinase. FEBS Lett. 399, 333–338 (1996).

63. B. D. Manning, L. C. Cantley, AKT/PKB signal-
ing: Navigating downstream. Cell 129 ,
1261–1274 (2007).

64. D. K. Moscatello, M. Holgado-Madruga, D. R.
Emlet, R. B. Montgomery, A. J. Wong, Consti-
tutive activation of phosphatidylinositol 
3-kinase by a naturally occurring mutant epi-
dermal growth factor receptor. J. Biol. Chem.
273, 200–206 (1998).

65. Y. Narita, M. Nagane, K. Mishima, H. J. Huang,
F. B. Furnari, W. K. Cavenee, Mutant epider-
mal growth factor receptor signaling down-
regulates p27 through activation of the phos-
phatidylinositol 3-kinase/Akt pathway in
glioblastomas. Cancer Res. 62, 6764–6769
(2002).

66. J. M. Trimarchi, J. A. Lees, Sibling rivalry in the
E2F family. Nat. Rev. Mol. Cell Biol. 3, 11–20
(2002).

67. B. A. Joughin, K. M. Naegle, P. H. Huang, M.
B. Yaffe, D. A. Lauffenburger, F. M. White, An
integrated comparative phosphoproteomic
and bioinformatic approach reveals a novel
class of MPM-2 motifs upregulated in
EGFRvIII-expressing glioblastoma cells. Mol.
Biosyst. 5, 59–67 (2009).

68. G. Choe, S. Horvath, T. F. Cloughesy, K. Cros-
by, D. Seligson, A. Palotie, L. Inge, B. L. Smith,
C. L. Sawyers, P. S. Mischel, Analysis of the
phosphatidylinositol 3′-kinase signaling path-
way in glioblastoma patients in vivo. Cancer
Res. 63, 2742–2746 (2003).

69. W. X. Schulze, L. Deng, M. Mann, Phosphoty-
rosine interactome of the ErbB-receptor ki-
nase family. Mol. Syst. Biol. 1, 2005.0008
(2005).

70. C. T. Chu, K. D. Everiss, C. J. Wikstrand, S. K.
Batra, H. J. Kung, D. D. Bigner, Receptor
dimerization is not a factor in the signalling ac-
tivity of a transforming variant epidermal

R E V I E W

www.SCIENCESIGNALING.org 8 September 2009 Vol 2 Issue 87 re6 11

 on S
eptem

ber 6, 2010 
stke.sciencem

ag.org
D

ow
nloaded from

 

http://stke.sciencemag.org


growth factor receptor (EGFRvIII). Biochem. J.
324, 855–861 (1997).

71. D. K. Moscatello, R. B. Montgomery, P. Sun-
dareshan, H. McDanel, M. Y. Wong, A. J.
Wong, Transformational and altered signal
transduction by a naturally occurring mutant
EGF receptor. Oncogene 13, 85–96 (1996).

72. S. A. Prigent, M. Nagane, H. Lin, I. Huvar, G.
R. Boss, J. R. Feramisco, W. K. Cavenee, H. S.
Huang, Enhanced tumorigenic behavior of
glioblastoma cells expressing a truncated epi-
dermal growth factor receptor is mediated
through the Ras-Shc-Grb2 pathway. J. Biol.
Chem. 271, 25639–25645 (1996).

73. R. B. Montgomery, D. K. Moscatello, A. J.
Wong, J. A. Cooper, W. L. Stahl, Differential
modulation of mitogen-activated protein
(MAP) kinase/extracellular signal-related 
kinase kinase and MAP kinase activities by a
mutant epidermal growth factor receptor. J.
Biol. Chem. 270, 30562–30566 (1995).

74. I. Amit, A. Citri, T. Shay, Y. Lu, M. Katz, F.
Zhang, G. Tarcic, D. Siwak, J. Lahad, J. Jacob-
Hirsch, N. Amariglio, N. Vaisman, E. Segal, G.
Rechavi, U. Alon, G. B. Mills, E. Domany, Y.
Yarden, A module of negative feedback regu-
lators defines growth factor signaling. Nat.
Genet. 39, 503–512 (2007).

75. D. S. Aaronson, C. M. Horvath, A road map for
those who don’t know JAK-STAT. Science
296, 1653–1655 (2002).

76. D. E. Levy, C. K. Lee, What does STAT3 do? J.
Clin. Invest. 109, 1143–1148 (2002).

77. P. H. Huang, W. K. Cavenee, F. B. Furnari, F.
M. White, Uncovering therapeutic targets for
glioblastoma: A systems biology approach.
Cell Cycle 6, 2750–2754 (2007).

78. N. de la Iglesia, G. Konopka, S. V. Puram, J. A.
Chan, R. M. Bachoo, M. J. You, D. E. Levy, R.
A. Depinho, A. Bonni, Identification of a
PTEN-regulated STAT3 brain tumor suppres-
sor pathway. Genes Dev. 22, 449–462 (2008).

79. A. Wells, U. Marti, Signalling shortcuts: Cell-
surface receptors in the nucleus? Nat. Rev.
Mol. Cell Biol. 3, 697–702 (2002).

80. S. Y. Lin, K. Makino, W. Xia, A. Matin, Y. Wen,
K. Y. Kwong, L. Bourguignon, M. C. Hung, Nu-
clear localization of EGF receptor and its po-
tential new role as a transcription factor. Nat.
Cell Biol. 3, 802–808 (2001).

81. K. Mishima, T. G. Johns, R. B. Luwor, A. M.
Scott, E. Stockert, A. A. Jungbluth, X. D. Ji, P.
Suvarna, J. R. Voland, L. J. Old, H. J. Huang,
W. K. Cavenee, Growth suppression of 
intracranial xenografted glioblastomas over-
expressing mutant epidermal growth factor re-
ceptors by systemic administration of mono-
clonal antibody (mAb) 806, a novel monoclonal
antibody directed to the receptor. Cancer Res.
61, 5349–5354 (2001).

82. J. H. Sampson, L. E. Crotty, S. Lee, G. E.
Archer, D. M. Ashley, C. J. Wikstrand, L. P.
Hale, C. Small, G. Dranoff, A. H. Friedman, H.
S. Friedman, D. D. Bigner, Unarmed, tumor-
specific monoclonal antibody effectively treats
brain tumors. Proc. Natl. Acad. Sci. U.S.A. 97,
7503–7508 (2000).

83. T. G. Johns, I. Mellman, G. A. Cartwright, G.
Ritter, L. J. Old, A. W. Burgess, A. M. Scott,
The antitumor monoclonal antibody 806 rec-
ognizes a high-mannose form of the EGF re-
ceptor that reaches the cell surface when cells
over-express the receptor. FASEB J. 19,
780–782 (2005).

84. K. W. Yip, J. C. Reed, Bcl-2 family proteins and
cancer. Oncogene 27, 6398–6406 (2008).

85. T. G. Johns, R. B. Luwor, C. Murone, F. Walker,
J. Weinstock, A. A. Vitali, R. M. Perera, A. A.
Jungbluth, E. Stockert, L. J. Old, E. C. Nice, A.

W. Burgess, A. M. Scott, Antitumor efficacy of
cytotoxic drugs and the monoclonal antibody
806 is enhanced by the EGF receptor inhibitor
AG1478. Proc. Natl. Acad. Sci. U.S.A. 100,
15871–15876 (2003).

86. R. B. Luwor, T. G. Johns, C. Murone, H. J.
Huang, W. K. Cavenee, G. Ritter, L. J. Old, A.
W. Burgess, A. M. Scott, Monoclonal antibody
806 inhibits the growth of tumor xenografts ex-
pressing either the de2-7 or amplified epider-
mal growth factor receptor (EGFR) but not
wild-type EGFR. Cancer Res. 61, 5355–5361
(2001).

87. R. M. Perera, Y. Narita, F. B. Furnari, H. K.
Gan, C. Murone, M. Ahlkvist, R. B. Luwor, A.
W. Burgess, E. Stockert, A. A. Jungbluth, L. J.
Old, W. K. Cavenee, A. M. Scott, T. G. Johns,
Treatment of human tumor xenografts with
monoclonal antibody 806 in combination with
a prototypical epidermal growth factor recep-
tor-specific antibody generates enhanced anti-
tumor activity. Clin. Cancer Res. 11, 6390–
6399 (2005).

88. A. M. Scott, F. T. Lee, N. Tebbutt, R. Herbert-
son, S. S. Gill, Z. Liu, E. Skrinos, C. Murone, T.
H. Saunder, B. Chappell, A. T. Papenfuss, A.
M. Poon, W. Hopkins, F. E. Smyth, D. MacGre-
gor, L. M. Cher, A. A. Jungbluth, G. Ritter, M.
W. Brechbiel, R. Murphy, A. W. Burgess, E. W.
Hoffman, T. G. Johns, L. J. Old, A phase I clini-
cal trial with monoclonal antibody ch806 tar-
geting transitional state and mutant epidermal
growth factor receptors. Proc. Natl. Acad. Sci.
U.S.A. 104, 4071–4076 (2007).

89. S. L. Emanuel, T. V. Hughes, M. Adams, C. A.
Rugg, A. Fuentes-Pesquera, P. J. Connolly, N.
Pandey, S. Moreno-Mazza, J. Butler, V.
Borowski, S. A. Middleton, R. H. Gruninger, J.
R. Story, C. Napier, B. Hollister, L. M. Green-
berger, Cellular and in vivo activity of JNJ-
28871063, a nonquinazoline pan-ErbB kinase
inhibitor that crosses the blood-brain barrier
and displays efficacy against intracranial
tumors. Mol. Pharmacol. 73, 338–348 (2008).

90. T. Martens, Y. Laabs, H. S. Gunther, D. Kem-
ming, Z. Zhu, L. Witte, C. Hagel, M. Westphal,
K. Lamszus, Inhibition of glioblastoma growth
in a highly invasive nude mouse model can be
achieved by targeting epidermal growth factor
receptor but not vascular endothelial growth
factor receptor-2. Clin. Cancer Res. 14,
5447–5458 (2008).

91. M. W. Karaman, S. Herrgard, D. K. Treiber, P.
Gallant, C. E. Atteridge, B. T. Campbell, K. W.
Chan, P. Ciceri, M. I. Davis, P. T. Edeen, R.
Faraoni, M. Floyd, J. P. Hunt, D. J. Lockhart, Z.
V. Milanov, M. J. Morrison, G. Pallares, H. K.
Patel, S. Pritchard, L. M. Wodicka, P. P.
Zarrinkar, A quantitative analysis of kinase in-
hibitor selectivity. Nat. Biotechnol. 26 ,
127–132 (2008).

92. M. K. Nyati, M. A. Morgan, F. Y. Feng, T. S.
Lawrence, Integration of EGFR inhibitors with
radiochemotherapy. Nat. Rev. Cancer 6,
876–885 (2006).

93. H. Ji, X. Zhao, Y. Yuza, T. Shimamura, D. Li, A.
Protopopov, B. L. Jung, K. McNamara, H. Xia,
K. A. Glatt, R. K. Thomas, H. Sasaki, J. W.
Horner, M. Eck, A. Mitchell, Y. Sun, R. Al-
Hashem, R. T. Bronson, S. K. Rabindran, C. M.
Discafani, E. Maher, G. I. Shapiro, M. Meyer-
son, K. K. Wong, Epidermal growth factor re-
ceptor variant III mutations in lung tumorigen-
esis and sensit ivity to tyrosine kinase 
inhibitors. Proc. Natl. Acad. Sci. U.S.A. 103,
7817–7822 (2006).

94. C. A. Learn, T. L. Hartzell, C. J. Wikstrand, G.
E. Archer, J. N. Rich, A. H. Friedman, H. S.
Friedman, D. D. Bigner, J. H. Sampson, Resis-

tance to tyrosine kinase inhibition by mutant
epidermal growth factor receptor variant III
contributes to the neoplastic phenotype of
glioblastoma multiforme. Clin. Cancer Res. 10,
3216–3224 (2004).

95. I. K. Mellinghoff, M. Y. Wang, I. Vivanco, D. A.
Haas-Kogan, S. Zhu, E. Q. Dia, K. V. Lu, K.
Yoshimoto, J. H. Huang, D. J. Chute, B. L. Rig-
gs, S. Horvath, L. M. Liau, W. K. Cavenee, P.
N. Rao, R. Beroukhim, T. C. Peck, J. C. Lee, W.
R. Sellers, D. Stokoe, M. Prados, T. F. Clough-
esy, C. L. Sawyers, P. S. Mischel, Molecular
determinants of the response of glioblastomas
to EGFR kinase inhibitors. N. Engl. J. Med.
353, 2012–2024 (2005).

96. M. W. Pedersen, N. Pedersen, L. H. Ottesen,
H. S. Poulsen, Differential response to gefitinib
of cells expressing normal EGFR and the mu-
tant EGFRvIII. Br. J. Cancer 93, 915–923
(2005).

97. A. M. Omuro, S. Faivre, E. Raymond, Lessons
learned in the development of targeted thera-
py for malignant gliomas. Mol. Cancer Ther. 6,
1909–1919 (2007).

98. J. N. Rich, D. D. Bigner, Development of novel
targeted therapies in the treatment of malig-
nant glioma. Nat. Rev. Drug Discov. 3,
430–446 (2004).

99. M. J. van den Bent, A. A. Brandes, R. Ram-
pling, M. C. Kouwenhoven, J. M. Kros, A. F.
Carpentier, P. M. Clement, M. Frenay, M. Cam-
pone, J. F. Baurain, J. P. Armand, M. J.
Taphoorn, A. Tosoni, H. Kletzl, B. Klugham-
mer, D. Lacombe, T. Gorlia, Randomized
phase II trial of erlotinib versus temozolomide
or carmustine in recurrent glioblastoma:
EORTC Brain Tumor Group Study 26034. J.
Clin. Oncol. 27, 1268–1274 (2009).

100. B. Thiessen, C. Stewart, M. Tsao, S. Kamel-
Reid, P. Schaiquevich, W. Mason, J. Easaw, K.
Belanger, P. Forsyth, L. McIntosh, E. Eisen-
hauer, A phase I/II trial of GW572016 (lapa-
tinib) in recurrent glioblastoma multiforme:
Clinical outcomes, pharmacokinetics and
molecular correlation. Cancer Chemother.
Pharmacol. 10.1007/s00280-009-1041-6
(2009).

101. I. K. Mellinghoff, T. F. Cloughesy, P. S. Mischel,
PTEN-mediated resistance to epidermal
growth factor receptor kinase inhibitors. Clin.
Cancer Res. 13, 378–381 (2007).

102. Q. W. Fan, C. K. Cheng, T. P. Nicolaides, C. S.
Hackett, Z. A. Knight, K. M. Shokat, W. A.
Weiss, A dual phosphoinositide-3-kinase al-
pha/mTOR inhibitor cooperates with blockade
of epidermal growth factor receptor in PTEN-
mutant glioma. Cancer Res. 67, 7960–7965
(2007).

103. Q. W. Fan, C. Cheng, Z. A. Knight, D. Haas-Ko-
gan, D. Stokoe, C. D. James, F. McCormick, K.
M. Shokat, W. A. Weiss, EGFR signals to
mTOR through PKC and independently of Akt
in glioma. Sci. Signal. 2, ra4 (2009).

104. H. J. Mackay, C. J. Twelves, Targeting the pro-
tein kinase C family: Are we there yet? Nat.
Rev. Cancer 7, 554–562 (2007).

105. J. Du, P. Bernasconi, K. R. Clauser, D. R. Mani,
S. P. Finn, R. Beroukhim, M. Burns, B. Julian,
X. P. Peng, H. Hieronymus, R. L. Maglathlin, T.
A. Lewis, L. M. Liau, P. Nghiemphu, I. K.
Mellinghoff, D. N. Louis, M. Loda, S. A. Carr, A.
L. Kung, T. R. Golub, Bead-based profiling of
tyrosine kinase phosphorylation identifies
SRC as a potential target for glioblastoma
therapy. Nat. Biotechnol. 27, 77–83 (2009).

106. J. M. Stommel, A. C. Kimmelman, H. Ying, R.
Nabioullin, A. H. Ponugoti, R. Wiedemeyer, A.
H. Stegh, J. E. Bradner, K. L. Ligon, C. Bren-
nan, L. Chin, R. A. DePinho, Coactivation of

R E V I E W

www.SCIENCESIGNALING.org 8 September 2009 Vol 2 Issue 87 re6 12

 on S
eptem

ber 6, 2010 
stke.sciencem

ag.org
D

ow
nloaded from

 

http://stke.sciencemag.org


receptor tyrosine kinases affects the response
of tumor cells to targeted therapies. Science
318, 287–290 (2007).

107. F. Liu, P. J. Park, W. Lai, E. Maher, A.
Chakravarti, L. Durso, X. Jiang, Y. Yu, A. Bro-
sius, M. Thomas, L. Chin, C. Brennan, R. A.
DePinho, I. Kohane, R. S. Carroll, P. M. Black,
M. D. Johnson, A genome-wide screen reveals
functional gene clusters in the cancer genome
and identifies EphA2 as a mitogen in glioblas-
toma. Cancer Res. 66, 10815–10823 (2006).

108. E. A. Maher, C. Brennan, P. Y. Wen, L. Durso,
K. L. Ligon, A. Richardson, D. Khatry, B. Feng,
R. Sinha, D. N. Louis, J. Quackenbush, P. M.
Black, L. Chin, R. A. DePinho, Marked genom-
ic differences characterize primary and sec-
ondary glioblastoma subtypes and identify two
distinct molecular and clinical secondary
glioblastoma entit ies. Cancer Res. 66 ,
11502–11513 (2006).

109. S. Madhavan, J. C. Zenklusen, Y. Kotliarov, H.
Sahni, H. A. Fine, K. Buetow, Rembrandt:
Helping personalized medicine become a re-
ality through integrative translational research.
Mol. Cancer Res. 7, 157–167 (2009).

110. B. Cadieux, T. T. Ching, S. R. VandenBerg, J. F.
Costello, Genome-wide hypomethylation in
human glioblastomas associated with specific
copy number alteration, methylenetetrahydro-
folate reductase allele status, and increased

proliferation. Cancer Res. 66, 8469–8476
(2006).

111. C. Hong, K. S. Moorefield, P. Jun, K. D. Aldape,
S. Kharbanda, H. S. Phillips, J. F. Costello,
Epigenome scans and cancer genome se-
quencing converge on WNK2, a kinase-inde-
pendent suppressor of cell growth. Proc. Natl.
Acad. Sci. U.S.A. 104, 10974–10979 (2007).

112. K. V. Voelkerding, S. A. Dames, J. D. Durtschi,
Next-generation sequencing: From basic re-
search to diagnostics. Clin. Chem. 55 ,
641–658 (2009).

113. H. Shankaran, H. S. Wiley, H. Resat, Modeling
the effects of HER/ErbB1-3 coexpression on
receptor dimerization and biological response.
Biophys. J. 90, 3993–4009 (2006).

114. B. S. Hendriks, G. Orr, A. Wells, H. S. Wiley, D.
A. Lauffenburger, Parsing ERK activation re-
veals quantitatively equivalent contributions
from epidermal growth factor receptor and
HER2 in human mammary epithelial cells. J.
Biol. Chem. 280, 6157–6169 (2005).

115. A. Wolf-Yadlin, N. Kumar, Y. Zhang, S. Hau-
taniemi, M. Zaman, H. D. Kim, V. Grantcharo-
va, D. A. Lauffenburger, F. M. White, Effects of
HER2 overexpression on cell signaling net-
works governing proliferation and migration.
Mol. Syst. Biol. 2, 54 (2006).

116. R. R. Falsey, M. T. Marron, G. M. Gunaherath,
N. Shirahatti, D. Mahadevan, A. A. Gunatilaka,

L. Whitesell, Actin microfilament aggregation
induced by withaferin A is mediated by annex-
in II. Nat. Chem. Biol. 2, 33–38 (2006).

117. N. Kumar, A. Wolf-Yadlin, F. M. White, D. A.
Lauffenburger, Modeling HER2 effects on cell
behavior from mass spectrometry phosphoty-
rosine data. PLOS Comput. Biol. 3, e4 (2007).

118. K. Miller-Jensen, K. A. Janes, J. S. Brugge, D.
A. Lauffenburger, Common effector process-
ing mediates cell-specific responses to stimuli.
Nature 448, 604–608 (2007).

119. M. R. Birtwistle, M. Hatakeyama, N.Yumoto, B.
A. Ogunnaike, J. B. Hoek, B. N. Kholodenko,
Ligand-dependent responses of the ErbB sig-
naling network: Experimental and modeling
analyses. Mol. Syst. Biol. 3, 144 (2007).

120. W. W. Chen, B. Schoeberl, P. J. Jasper, M. Nie-
pel, U. B. Nielsen, D. A. Lauffenburger, P. K.
Sorger, Input-output behavior of ErbB signal-
ing pathways as revealed by a mass action
model trained against dynamic data. Mol.
Syst. Biol. 5, 239 (2009).

10.1126/scisignal.287re6

Citation: P. H. Huang, A. M. Xu, F. M. White,
Oncogenic EGFR signaling networks in glioma.
Sci. Signal. 2, re6 (2009).

R E V I E W

www.SCIENCESIGNALING.org 8 September 2009 Vol 2 Issue 87 re6 13

 on S
eptem

ber 6, 2010 
stke.sciencem

ag.org
D

ow
nloaded from

 

http://stke.sciencemag.org



