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Targeting the epidermal growth factor 
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in oncology?
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The epidermal growth factor receptor
(EGFR) is commonly overexpressed in a variety of
solid tumours, and clinical trials indicate that this
antigen has important roles in cancer aetiology and
progression. EGFR thus provides a rational target
for cancer therapies and a number of strategies in-
fluencing this receptor, and its downstream signal
cascades, including monoclonal antibodies, tyro-
sine-kinase inhibitors, antisense oligonucleotides
inhibiting EGFR synthesis and antibody-based
immunoconjugates, have been evaluated. In par-
ticular, monoclonal antibodies targeting the recep-
tor’s extracellular domain and small molecules
blocking tyrosine-kinase activation intracellularly
have already shown some activity in clinical phase

I–III trials. These two major classes of anti-EGFR
therapeutics will be the main topic of this review.
In the case of tyrosine-kinase inhibitors, amplifi-
cation, high polysomy of the EGFR gene, high
protein expression and mutations of the receptor
were found to be significantly associated with bet-
ter response to such treatment. However, many
questions remain unanswered and future issues in
the development of EGFR inhibitors will include
the identification of biological predictors of re-
sponse, combination with other therapies and also
their use in earlier stages of cancer.
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The epidermal growth factor receptor
(EGFR) is the prototypic member of the class I
superfamily of receptor tyrosine kinases (RTKs),

which includes HER1 (EGFR, ErbB1), HER2
(ErbB2), HER3 (ErbB3), and HER4 (ErbB4). All
members have a ligand-binding region, a single
membrane-spanning region and a cytoplasmic
intracellular tyrosine-kinase-containing domain
(fig. 1). Receptors of this superfamily are expressed
in various tissues of epithelial, mesenchymal and
neuronal origin. Binding of a ligand to ErbB re-
ceptors induces the formation of receptor homo-
and heterodimers followed by activation of the
intrinsic tyrosine-kinase domain by phosphory-
lation. These phosphorylated intracellular sites
serve as docking stations for a range of proteins
which trigger the activation of intracellular sig-
nalling pathways. So far three major intracellular
signalling pathways have been identified which
mediate the downstream effects of ErbB receptor
activation. The first pathway involves the mito-
gen-activated protein kinase (MAPK) and the sec-
ond the phosphatidyl-inositol 3-kinase (PI3K)-
AKT [1]. The third important receptor-signalling
effectors are the signal transducer and activator of
transcription proteins (STATs) [2].

In normal as well as in tumour tissue the ErbB
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Figure 1

Inhibition of EGFR on
different levels.
EGF, “epidermal
growth factor”; PI3-K,
“phosphatidylinositol
3-OH kinase”; AKT,
serine-threonine
kinase; mTOR, “ra-
pamycin protein ki-
nase”; PTEN, “phos-
phatase and tensin
homologue deleted
from chromoson 10”;
GRB2, “growth factor
receptor-bound pro-
tein 2”; MAPK, “mito-
gen-activated protein
kinase”; MEK,
“MAPK kinase”;
STAT3, “signal trans-
ducer and activator
of transcription 3”
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receptors are activated by a variety of receptor-spe-
cific ligands. In the case of EGFR, ligands specific
for this receptor are the epidermal growth factor
(EGF) and transforming growth factor-a (TGF-
a) [3].

The rationale for use of the EGF receptor as
a target antigen for specific anticancer therapies is
based on its role in cancer cell growth through cel-
lular proliferation, invasion, angiogenesis, metas-
tasis and inhibition of apoptosis (for review, [4]).
EGFR is dysregulated in several malignant disor-
ders including lung, breast, colorectal, head and
neck, prostate, pancreatic and other cancers [5].
Mechanisms involved in the activation of EGFR
include receptor overexpression [6], autocrine ac-
tivation by overproduction of ligands [7], ligand-
independent activation through other receptor
systems [8] and mutant receptors resulting in lig-
and-independent activation. An example of the lat-
ter are class III mutations (EGFRvIII), which are

recognised as the most important of seven variants
characterised so far. EGFRvIII contains a deletion
of exons 2–7 within the extracellular domain
(ECD), resulting in an in-frame deletion of 801
base pairs of the coding sequence and the genera-
tion of a novel glycine residue at the fusion junc-
tion [9]. This mutant form is the most frequently
detected genomic variant in brain tumours and
other cancers [10, 11], and is another specific anti-
gen for targeted therapies. Both wildtype EGFR
and EGFRvIII overexpression have been corre-
lated with a poor prognosis in some cases (for re-
view see [12]). 

This minireview is intended to update strate-
gies for targeting the EGFR receptor, including
the role of somatic mutations in the tyrosine-
kinase domain of EGFR recently found in a sub-
group of patients with non-small-cell lung cancers
who responded impressively to treatment with ty-
rosine-kinase inhibitors (TKI).

Substrate Study Design Results

Cetuximab Colorectal Phase II/III study; progressive disease on irinotecan; ± cetuximab RR = 23 vs. 11%
(Erbitux™) TTP = 4.1 vs. 1.5 months

NSCLC Randomized phase II study; 1st line; vinorelbine/cisplatin ± cetuximab RR = 50% vs. 29%

Pancreatic cancer Phase II study in combination with gemcitabine; 1st line RR = 51%
TTP = 12 months

H&N Randomised phase II/III study; progressive disease on cisplatin; RR = advantage, 
± cetuximab no survival benefit

Gefitinib NSCLC (Ideal 1) Randomised phase II study; 2nd and 3rd line; 250 vs. 500 mg/day RR = 18%
(Iressa™) NSCLC (Ideal 2) Randomised phase II study, 3rd line; 250 vs. 500 mg/die RR = 8–11%

NSCLC (Intact 1) Randomised phase III study; gemcitabin/cisplatin ± gefitinib No advantage

NSCLC (Intact 2) Randomised phase III study; carboplatin/paclitaxel ± gefitinib No advantage

Colorectal Phase II study; 2nd line; 750 mg/day No response

Prostate cancer Randomised phase II study; hormone-refractory; 250 vs. 500 mg/day No response

H&N Phase II study; monotherapy RR = 11%

Erlotinib NSCLC Phase II/III study; 2nd and 3rd line RR = 12%;
(Tarceva™) (BR.21) 1y survival = 40%

HCC Phase II study; 1st line RR = 50%

Ovarian Phase II study; 2nd and 3rd line RR = 6%

H&N Phase II study; 2nd and more lines RR = 5%

NSCLC, non-small cell lung cancer; HCC, hepatocellular carcinoma; TTP, time to progression; RR, response rate

Table 1

Clinical applications
of cetuximab, gefi-
tinib und erlotinib.

Various strategies targeting the EGF receptor

Preclinical and clinical studies have shown that
targeting EGFR is a valid strategy for anticancer
therapy. Currently four treatment strategies for
targeting EGFR and blocking its downstream sig-
nalling pathways have been developed, including
1) monoclonal antibodies directed against the ex-
tracellular domain of EGFR, 2) small molecules
blocking tyrosine-kinase activation intracellularly
(tyrosine-kinase inhibitors; TKIs), 3) antisense
oligonucleotides inhibiting EGFR synthesis and 4)

antibody-based immunoconjugates such as im-
munotoxins or immunoliposomes for specific and
efficient delivery of anticancer agents to EGFR-
overexpressing tumours. 

These strategies are at various stages of clini-
cal development; so far only monoclonal antibod-
ies and TKIs have entered clinical phase III trials
or been approved for first indications in countries
such as the US and several European states (sum-
mary in table 1).
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Monoclonal antibodies (MAbs) target the ex-
tracellular ligand-binding domain of the EGF re-
ceptor and are able to compete with EGF and
TGF-a, thereby inhibiting subsequent receptor
activation and initiation of downstream signalling
cascades [13]. In addition, binding of MAbs to
EGFR induces receptor dimerisation, internalisa-
tion and receptor downregulation [14]. These
processes consequently lead to several effects such
as cell-cycle arrest via upregulation of cyclin-de-
pendent kinase inhibitor p27KIP1 [15] and potenti-
ation of apoptosis, which correlates with induction
of Bax and activation of caspase 8 [16]. The clini-
cally most advanced members of this drug class are
cetuximab (IMC-C225; Erbitux™; ImClone Sys-
tems Inc., New York, NY, USA resp. Merck KGaA,
Darmstadt, Germany), matuzumab (EMD 72000;
Merck KGaA, Darmstadt, Germany) and panitu-
mumab (ABX-EGF; Abgenics/Amgen, San Fran-
cisco, CA, USA). 

Cetuximab
Pharmacokinetic studies revealed half-lives of

this MAb of 106–111 hours [17]. Subsequently,
clinical trials evaluating cetuximab employed a
loading dose of 400 mg/m2 followed by weekly
maintenance doses of 250 mg/m2 body surface area
(BSA). 

Two preliminary phase II trials by Saltz et al.
[18] demonstrated the activity of cetuximab in
EGFR-positive irinotecan refractory metastatic
colorectal cancer (CRC) as a single agent and in
combination with irinotecan. The response rate in
the first study of cetuximab as monotherapy in
heavily pretreated patients reached 11%; in com-
bination with irinotecan a RR of 17% was achieved
as demonstrated in the second study. These two
regimens were then compared in a multicentre
randomised phase III trial (BOND Study) [19]. 
In this study, 329 patients with irinotecan-re-
sistant CRC were randomised to cetuximab alone
or in combination with irinotecan. The combina-
tion arm showed statistically significant improve-
ments in RR (23% versus 11%), stable disease
(55% versus 32%) and time to progression (TTP;
4.1 versus 1.5 months). Although a trend was seen,
no statistically significant difference in overall sur-
vival between the two treatments was detected (8.6
versus 6.9 months). On the basis of these results
cetuximab was approved in Switzerland, Europe
and the US for the treatment of metastatic CRC
in 2nd or 3rd line chemotherapy. In the meantime,
first data have also become available from phase II
studies investigating cetuximab in combination
with 5-FU/leucovorin/irinotecan (FOLFIRI) and
5-FU/leucovorin/oxaliplatin (FOLFOX-4) as
first-line treatment; and phase III studies in 
second-line chemotherapy settings are ongoing
(e.g. EPIC and EXPLORE trials). 

Cetuximab has also been evaluated in other

cancers, in particular in head and neck and non-
small-cell lung cancer (NSCLC). For example, in
a phase III study 424 patients with squamous can-
cer of the head and neck were randomised to
cetuximab in combination with high-dose radio-
therapy or to high-dose radiotherapy alone. Pa-
tients who received the combination treatment
had significanctly improved survival at 2 years
(62% versus 55%) and 3 years (57% versus 44%)
[20]. In patients with NSCLC, activity of cetux-
imab as single agent and in combination with stan-
dard chemotherapy regimens was seen; however,
further phase III clinical trials will be required to
confirm whether cetuximab improves the efficacy
and outcome of chemotherapy in patients with
NSCLC. 

Matuzumab
Matuzumab (EMD 72000) is a humanised

anti-EGFR monoclonal antibody which also pre-
vents ligand-induced receptor activation and is
currently in phase I and II studies [21]. This anti-
body has a prolonged half-life which may allow less
frequent administration than the other antibodies,
which are given on a weekly basis. In an ongoing
trial, preliminary efficacy and pharmacodynamic
data indicate that a more convenient administra-
tion schedule of every 2–3 weeks may actually be
feasible with EMD72000 [22]. 

Panitumumab 
Panitumumab (ABX-EGF) (Abgenics/Amgen;

San Francisco, CA) is a fully human anti-EGFR
MAb which binds with high affinity, inhibits lig-
and-dependent receptor activation and effectively
inhibits the growth of human tumour xenografts.
In a phase II study of ABX-EGF in advanced renal
cell carcinoma, 88 patients whose treatment had
failed or who were unable to receive interleu-
kin-2/interferon-alfa completed one 8-week cycle
of ABX-EGF and were assessable for response
[23]. Objective responses were seen in five patients
and stable disease was attained in 44/88 patients. 

Side effects
The main side effects of all MAbs directed

against EGFR are an acneiform rash (overall
70–86%, grade 3 or 4 in 5–16%), allergic reac-
tions, diarrhoea and lethargy. The acneiform rash
commonly develops within the first 3 weeks of
treatment; dose reduction or omitting doses of
cetuximab may produce improvement. 

Apart from the fact that the “epidermal”
growth factor receptor is to some extent expressed
in the skin, little is known about the aetiology of
this rash, and there are no clear evidence-based
management recommendations. Histological data
indicate that the rash may be caused by HER1/
EGFR inhibition in skin, although this has not
been confirmed. Findings suggest that there is 

Monoclonal antibodies
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a relationship between the development of rash
and response and/or survival, making rash a poten-
tial surrogate marker of activity. Data from multi-
ple studies with cetuximab and also tyrosine-kinase
inhibitors show a consistent relationship between
rash and response, as well as between rash and sur-

vival [18, 19]. However, the cause of the possible
relationship between rash and clinical benefit
remains unclear at present, and additional studies
are needed to determine the clinical utility of this
observation (for review, see [24]).

Substrate EGFR HER2 Clinical studies
IC50 (nM) IC50 (nM)

Reversible EGFR-TKI Gefitinib (Iressa) 23 3700 NSCLC, H&N and prostate
(Phase III)

Erlotinib 20 3500 NSCLC, H&N and ovarian
(Tarceva) (Phase III)

PKI-166 7 Unknown Solid tumours (Phase I)

Irreversible EGFR-TKI EKI-569 38 1200 Solid tumours (Phase I)

Reversible GW2016 9 9 Solid tumours (Phase I)
Pan-HER-TKI (Lapatinib)

Irreversible CI-1033 0.8 19 Solid tumours (Phase I)
Pan-HER-TKI

IC50, concentration necessary to result in cell death of 50%

Table 2

Comparison of EGFR
tyrosine-kinase
inhibitors (TKI’s) – 
so-called small 
molecules.

Tyrosine-kinase inhibitors (TKIs)

The small molecule inhibitors compete with
ATP for binding to the tyrosine kinase portion of
the receptor and thereby abrogate the receptor’s
catalytic activity. Some of these small molecules
may induce formation of inactive EGFR homo-
dimers and EGFR/HER2 (ErbB1/ErbB2) het-
erodimers [25], which impair EGFR-mediated
transactivation of the potent ErbB2 tyrosine ki-
nase. In contrast to the monoclonal antibodies, this
class of agents does not downregulate EGFR. In
addition, because of the over 80% homology in 
the kinase domain between the EGFR (ErbB1) 
and HER2 (ErbB2), some ATP-competitive small
molecule inhibitors can block the catalytic activity
of both receptors. Also, binding to the ATP site can
be either reversible or irreversible. Based on these
differences, four different groups of TKIs can be
identified: 1) reversible EGFR inhibitors (e.g. gefi-
tinib, erlotinib or PKI-166), 2) irreversible EGFR
inhibitors (e.g. EKB-569), 3) reversible pan-ErbB
inhibitors (GW-2016) and 4) irreversible pan-
ErbB inhibitors (CI-1033) (table 2). In contrast to
monoclonal antibodies, which must be adminis-
tered intravenously, tyrosine-kinase inhibitors can
be taken orally. Gefitinib (Iressa; AstraZeneca) and
erlotinib (Tarceva; Roche) have already been ap-
proved in Europe and the USA for use in patients
with NSCLC. 

Gefitinib
Preclinical studies with gefinitib have shown

antitumour activity in a variety of cultured tu-
mour-cell lines and in human tumour xenografts,
both as a single agent and in combination with
chemotherapy and radiotherapy. Initial phase I
clinical trials were performed to determine the
maximum tolerated dose (MTD), which was found

to be 700 mg/day [26]. Terminal elimination half-
life was approximately 28 h (range 12–51 h), which
is one reason for the commonly used daily dosing
schedule of tyrosine-kinase inhibitors. Dose-lim-
iting toxicities were diarrhoea and acneiform rash.
Biologically relevant plasma concentrations were
maintained at doses >150 mg/day, and skin biop-
sies demonstrated EGFR inhibition at the same
dose as well as inhibition of the downstream sig-
nalling pathways involving MAPK, for example.
On the basis of these phase I clinical trials, dose
levels of 250 or 500 mg/day were selected for fur-
ther investigation. In the large, randomised, dou-
ble-blind, multicentre IDEAL trials (Iressa Dose
Evaluation in Advanced Lung Cancer) I and II,
gefitinib at a dose of either 250 or 500 mg/day was
tested in patients with advanced NSCLC in whom
prior chemotherapy had failed [27, 28]. While no
difference in efficacy (response rate, overall sur-
vival and symptom improvement) was seen be-
tween the 250 and 500 mg/day dose, fewer and less
severe side effects were seen in the patients treated
with the lower dose. Response rates ranged from
9–19% and temporary disease control was
achieved in another 40%. 

Interestingly, subgroup analyses of these stud-
ies have shown that patients with the best chance
of benefiting from treatment with gefitinib are
female, non-smokers, of Asian origin and with
adenocarcinoma. If all these criteria are fulfilled
the probability of responding is as high as 56%,
compared to 3% if none of these features is pres-
ent [29]. 

As discussed earlier, gefitinib has shown prom-
ising activity in preclinical models, in particular in
combination therapies. It seemed logical to test
gefitinib in combination with standard chemo-
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therapy in a first line setting, as was done in two
randomised clinical trials (INTACT 1 and 2; Iressa
NSCLC Trial Assessing Combination Treat-
ment). In the first trial, 1250 patients were ran-
domised in Europe to receive cisplatin plus gem-
citabine plus/minus gefitinib [30]; in the second
trial, 1037 patients were randomised in the US to
receive carboplatin plus paclitaxel plus/minus
gefinitib [31]. In neither trial was any advantage
observed by combining gefitinib with standard
chemotherapy with regard to progression-free
survival, survival or symptom control. Why gefi-
tinib failed to exhibit an activity when associated
with chemotherapy in chemo-naive patients is un-
known, but several explanations and hypotheses
have been proposed [32]. The first and one of the
most frequently proposed hypotheses is antago-
nism or a competitive effect with chemotherapy.
The results of preclinical studies and clinical trials
with EGFR-targeted monoclonal antibodies sug-
gested a synergistic or additive effect between gefi-
tinib and chemotherapy. However, a trend towards
better survival in the gefitinib arm after the com-
pletion of chemotherapy has shown that sequen-
tial administration after chemotherapy may be of
interest. Secondly, an inadequate design for clini-
cal trials evaluating targeted agents has been sug-
gested: a targeted therapy would logically deploy
its best anti-tumour activity in tumours expressing
the target. In contrast to other targeted ap-
proaches, NSCLC patients included in these clin-
ical trials were not selected strictly biologically
with regard to a precise definition of EGFR ex-
pression when these trials were designed. As a re-
sult, the molecular heterogeneity of lung cancer
led to a dilution of patients sensitive and resistant
to gefitinib, thus might explaining the lack of ben-
efit in these clinical trials.

Also disappointingly, another large ran-
domised clinical phase III study (Iressa Survival
Evaluation in Lung Cancer [ISEL STUDY]) com-
paring gefitinib to placebo in second- and third-
line therapy in 1692 patients failed to show signif-
icant survival benefit from gefitinib in either the
overall population (5.6 versus 5.1 months) or in
patients with adenocarcinoma (6.3 versus 5.4
months). There was, however, a statistically signif-
icant improvement in tumour shrinkage (objective
response rate), which did not translate into a
statistically significant survival benefit. Again,
prospective subgroup analyses suggested survival
benefits in patients of Asian origin and in patients
who had never smoked.

Currently gefitinib is also being studied in
phase I and II clinical studies in head and neck, gas-
tric and prostate cancer. 

Erlotinib
Similarly to gefitinib, erlotinib (Tarceva) was

first studied in classical phase I clinical trials and
its MTD was found to be 150 mg/day. However,
one possibly important difference in further devel-
opment of this tyrosine-kinase inhibitor was the

fact that consecutive studies were carried out at its
MTD of 150 mg/day and not at its biologically rel-
evant plasma concentration, as was done in the case
of gefitinib. Erlotinib was evaluated in a phase II
clinical trial in patients with advanced NSCLC 
(n = 57) in whom prior chemotherapy had failed
[33]. The overall response rate was 12% and 1-year
survival was 40%, both parameters very similar to
gefitinib. Three larger phase II/III clinical trials in
patients with NSCLC have recently been com-
pleted involving erlotinib in combination with
standard chemotherapeutic regimens (TALENT
and TRIBUTE trials) or as monotherapy (BR.21
study). When used in combination with carbo-
platin/paclitaxel (TALENT trial) or cisplatin/
gemcitabine (TRIBUTE trial), erlotinib was not
found to improve survival. These results contrast
with what would be predicted from preclinical trial
outcomes, but confirm the phase III reports in-
volving similar chemotherapy regimens combined
with gefitinib (INTACT 1 and 2 trials) described
above. 

Conversely to gefitinib, erlotinib has resulted
in overall survival benefits when used as monother-
apy: in the BR.21 study 731 patients with advanced
NSCLC and one or two previous chemotherapies
were treated with either erlotinib 150 mg/day or
placebo, randomly assigned in a ratio of 2:1. The
1-year survival for patients treated with erlotinib
(n = 488) was 31% versus 21% for the control
group (n = 243). Median survival increased by 2
months from 4.7 to 6.7 in patients treated with the
tyrosine-kinase inhibitor (p <0.001). Even when
the comparison was made after eliminating data
from patients with partial and complete responses,
there was a statistically significant difference in
overall survival (median survival in the erlotinib
group of 7.4 versus 6.7 months, p-value = 0.037).
Interestingly, and again contrary to experience
with gefitinib, patients with squamous-cell carci-
noma of the lung also benefited from treatment
with erlotinib with regard to survival (HR = 0.67,
CI 0.50–0.90) [34].

Currently erlotinib is also being evaluated in
phase I/II clinical trials in ovarian, head and neck,
hepatocellular and pancreatic cancer. 

At present it is unclear whether these two
agents, which are members of the same class of re-
versible EGFR TKIs, mediate the same disease-
specific activity. Both agents were found not to im-
prove survival in combination with standard
chemotherapy in patients with advanced NSCLC.
As single agents, again, in patients with NSCLC,
erlotinib statistically improved survival in one
large study while in the corresponding gefitinib
trial this drug failed to show the same benefit, al-
though a trend in favour of the active treatment
arm was found. Clearly, although they belong to
the same class of agents, gefitinib and erlotinib
possess different properties and characteristics,
such as pharmacokinetic and binding affinities,
which may explain the converse results reported.
Or is it just a chance finding?
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The ISEL study in particular has taught inves-
tigators that the development process for targeted
drugs should be strengthened. It is important to
fully understand the target pharmacodynamics
before the drug is developed clinically. In the case
of gefitinib, the negative results of the ISEL trial
resulted in a new labelling and distribution pro-
gramme on the part of the Food and Drug Admin-
istration (FDA). This programme limits the ad-
ministration of gifitinib in the US to patients in the
following situations: patients currently receiving
and benefiting from the drug, patients who have
previously received and benefited from the drug,
and previously enrolled patients or new patients in
non-Investigational New Drug clinical trials ap-
proved by an Investigational Review Board prior

to June 17, 2005. For the moment erlotinib re-
mains the only EGFR inhibitor approved by the
FDA for the treatment of patients with locally
advanced or metastatic NSCLC after failure of at
least one prior chemotherapy regimen. 

Side effects
Since the target of the previously described

monoclonal antibodies and TKIs is EGFR, it is not
surprising that side effects such as acneiform rash
and diarrhoea are similarly common for both
classes of agents. However, gastrointestinal toxic-
ity has been associated more frequently with TKIs
[35] and constitutes their main dose-limiting tox-
icity. 

Receptor mutations

The EGF receptor triggers cancer via at least
three major mechanisms: overexpression of EGFR
ligands, amplification of EGFR and mutational ac-
tivation of EGFR. When gefitinib and erlotinib
were introduced to the clinical setting the specific
targets of these drugs in human tumours were
unidentified, and little was known regarding their
detailed mechanisms of action. Meanwhile, three
groups focused on different approaches leading to
the identification of EGFR kinase domain muta-
tions in NSCLC. All these groups were motivated
by the observation that tumours may be depen-
dent on signalling from aberrant tyrosine-kinases
and other oncogenes [36]. Human examples in-
clude BCR-ABL-dependent chronic myelogenous
and acute lymphoblastic leukaemias [37], and KIT-
dependent gastrointestinal stromal tumours [38]. 

One group first looked for rearrangements
within the extracellular domain of EGFR which
are characteristic of gliomas [39]. When no re-
arrangements were found, they subsequently se-
quenced the entire coding region of the gene and
analysed tumours from patients who did or did not
respond to treatment with gefitinib. The second
group performed a genome-wide screen of tyro-
sine-kinases to determine whether mutations in
specific kinases play a causal role in NSCLC [40].
As an initial screen, the investigators amplified and
sequenced the exons encoding the activation loops
of 47/58 human receptor tyrosine-kinase genes
from a cohort of NSCLC samples. Mutations were
detected only in EGFR, prompting a more de-
tailed analysis of the entire EGFR gene in this co-
hort. Interestingly, EGFR mutations were found
more frequently in patients with adenocarcinoma,
in women, in patients of Asian origin and in never-
smokers – the same patient group reported to have
the best response to treatment with gefitinib [28].
The third group [41] extended the studies and
found that similar EGFR mutations are also asso-
ciated with responses to erlotinib. 

To date 13 studies have reported the EGFR
mutation status of a total of 499 patients treated
with either gefitinib or erlotinib (ASCO 2005).
Taking these studies together, 104 out of 143 tu-
mours (73%) from patients with NSCLC experi-
encing at least a partial response to treatment with
gefitinib or erlotinib have been shown to contain
a mutation in the exons encoding the EGFR tyro-
sine-kinase domain. In contrast, only 24 of the 356
patients (7%) not responding to a treatment with
these TKIs had a mutation of this kind. 

Thus far, 192 different EGFR tyrosine-kinase
domain mutations have been reported [42]. Nearly
86% of these mutations occur in two hot spots:
56% are in-frame deletions which eliminate four
highly conserved amino acids encoded by exon 19;
the remaining 44% are point mutations in exon 21
which result in a specific amino acid substitution
at position 858. Importantly, only some of the var-
ious EGFR mutations have been associated with
responses to gefitinib or erlotinib, such as those on
exon 18, some of the common exon 19 deletions
and some of the exon 21 point mutations. All the
EGFR mutations found in NSCLC are clustered
within the tyrosine-kinase domain of the protein.
Hypothetically, all of the relevant mutations result
in conformational changes leading to increased
activity as well as TKIs sensitivity [39, 40]. The ef-
fect of mutations in the tyrosine-kinase domain on
EGFR function is a major focus of ongoing stud-
ies. It has been reported that EGFR mutations lead
to abnormally sustained responses to EGF [39] and
activation of different downstream signalling path-
ways, such as Akt and STAT [43]. Remarkably, and
in contrast to NSCLC cells without mutations in
the EGF receptor, NSCLC cell lines which con-
tain EGFR mutations remain dependent on the ac-
tivity of the mutant EGFR for survival. This may
partly explain why mutations of EGFR are associ-
ated with response to TKIs. In addition, the abil-
ity of EGFR to activate specific tyrosine-kinases
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appears to be inhibited by TKIs at lower doses of
drug than those required for wild type EGFR. 
For example, the L858R mutant is approximately
10 times more sensitive to gefitinib or erlotinib.
However, among patients with NSCLC receiving
erlotinib the presence of an EGFR mutation
increases responsiveness to the agent but is not
indicative of a survival benefit [44]. 

The aetiology of EGFR mutations remains
unclear. Since mutations are more frequent in non-
smokers (51% versus 9% in former/current smok-
ers), they do not seem to be directly related to to-
bacco exposure. In addition, mutations are also
more frequent in females (38%) than in males
(13%), in adenocarcinoma (31%) as opposed to
other histologies (2.3%), and in patients of Asian
origin (29%) versus non-Asian patients (8%) [45].
Overall, mutations are expected to be present in
10–20% of patients with NSCLC in Europe. 

The EGFR mutations associated with drug
responses to gefitinib or erlotinib overlap, but,
again, whether these two TKIs target exactly the
same or common subsets of NSCLC patients is
unknown. 

In addition to mutations, high EGFR gene
copy numbers were identified as an effective mo-
lecular predictor for efficacy of tyrosine-kinase in-
hibitors in advanced NSCLC [46]. In this study,
amplification or high polysomy of the EGFR gene
(33 of 102 patients) and high protein expression
(58 of 98 patients) were significantly associated
with better response (36% versus 3%), disease
control rate (67% versus 26%), time to progres-
sion (9.0 versus 2.5 months), and survival (18.7 ver-
sus 7.0 months).

Other strategies

A different approach using the EGF receptor
as a target for anticancer therapies is represented
by the so-called immunoconjugates, such as
immunotoxins, immunoradionucleotides or im-
munoliposomes. In theory, specific binding of 
the immunocomponent (MAb or its fragment) to
EGFR, followed by internalisation, renders pos-
sible specific transport of the attached cytotoxic
agent to target cells. One example are immuno-
toxins, generated by fusion of Pseudomonas or
diphtheria toxin to MAbs or TGF-a. Preclinical
studies have demonstrated promising anti-tumour
activity in vitro and in vivo [47]. However, these
constructs are highly immunogenic, resulting in
rapid clearance and high accumulation in the liver
and other organs [48]. 

Another promising strategy is the use of
immunoliposomes, which are antibody-targeted
liposomes (ILs) combining monoclonal antibody
(MAb) and liposome technologies [49]. ILs are con-
structed to create agents capable of targeting drug
carriers to tumour cells, providing a specific and
efficient transport of encapsulated drugs to target
cells while sparing normal tissue. We have devel-
oped immunoliposomes for specific recognition 
of EGFR, followed by receptor-mediated endocy-
tosis [50]. We have demonstrated that EGFR-

targeted immunoliposomes show extensive inter-
nalisation in the cytoplasm of EGFR-overexpress-
ing cells (up to 30,000 ILs/cell) but not in non-
overexpressing cells. EGFR-targeted ILs showed
marked cytotoxicity after encapsulation of any of
several chemotherapy drugs. Additionally, thera-
peutic studies in a series of tumour models have
demonstrated superior efficacy for immunolipo-
some delivery. Anti-EGFR ILs containing differ-
ent drugs (doxorubicin, epirubicin or vinorelbine)
showed marked antitumour effects against moder-
ate sized to large established tumours, including
tumour regressions and cures in many mice. For
each compound, the efficacy of the immunolipo-
some agent was significantly superior to all other
treatments tested, including free drug, non-
targeted liposomal drug and chemotherapy com-
bined with free MAb [51]. By penetrating the
plasma membrane and providing drug release
within the cytoplasm, drug delivery is not only tar-
geted but also very efficient, and has the potential
to bypass membrane-bound efflux mechanisms
([52], and preliminary data). A first clinical phase I
trial using doxorubicin-loaded anti-EGFR im-
munoliposomes has been designed and is sched-
uled to start in early 2006.

Outlook

One of the main focuses of ongoing work is the
search for predictive factors for targeted therapies,
including mutation, overexpression and amplifica-
tion of EGFR. Apart from these molecular alter-
ations, alternative approaches to predicting re-
sponse to tyrosine kinase inhibitors have been
studied. For example, it was found that patients

with activated (phosphorylated) p-Akt had a better
response rate, disease control and time to progres-
sion compared to patients with no p-Akt activation
[53]. 

Another open question is why EGFR expres-
sion does not necessarily correspond to respon-
siveness to EGFR inhibition via TKIs or mono-
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clonal antibodies [54], as was observed in the case
of inhibition of HER2 through trastuzumab (Her-
ceptin™). Future research must therefore define

the exact mechanisms and pathways involved
which are responsible for antitumour efficacy. 

Conclusion

Inhibitors of the EGF receptor have already
displayed activity in various types of advanced
human cancers, and their role in the treatment of
earlier stages and other cancer types is currently
being evaluated. 

Apart from all the open questions it should be
kept in mind that these targeted therapies gener-
ate significant costs for moderate benefits in only
a small subgroup of patients. For example, treat-
ment with gefitinib or erlotinib costs approxi-
mately Z 2000 per month, and treatment with ce-
tuximab twice as much (table 3). However, pa-
tients who are sensitive to these kinds of therapy
may respond impressively and clearly benefit from

such treatment. Future preclinical investigations
and, more importantly, clinical trials are necessary
to help us to understand better and predict respon-
siveness to EGFR inhibition. 

Correspondence:
Christoph Mamot, M.D.
University Hospital Basel
Division of Oncology
Petersgraben 4
CH-4031 Basel
mamotc@uhbs.ch

References
1 Schlessinger J. Ligand-induced, receptor-mediated dimeriza-

tion and activation of EGF receptor. Cell 2002;110:669–72.
2 Buettner R, Mora LB, Jove R. Activated STAT signaling in

human tumors provides novel molecular targets for therapeutic
intervention. Clin Cancer Res 2002;8:945–54.

3 Yarden Y. The EGFR family and its ligands in human cancer.
signalling mechanisms and therapeutic opportunities. Eur J
Cancer 2001;37(Suppl 4):S3–8.

4 Mendelsohn J. Targeting the epidermal growth factor receptor
for cancer therapy. J Clin Oncol 2002;20(18 Suppl):1S–13S.

5 Salomon DS, Brandt R, Ciardiello F, Normanno N. Epidermal
growth factor-related peptides and their receptors in human
malignancies. Crit Rev Oncol Hematol 1995;19:183–232.

6 Hirsch FR, Varella-Garcia M, Bunn PA Jr, et al. Epidermal
growth factor receptor in non-small-cell lung carcinomas: cor-
relation between gene copy number and protein expression and
impact on prognosis. J Clin Oncol 2003;21:3798–807.

7 Hackel PO, Zwick E, Prenzel N, Ullrich A. Epidermal growth
factor receptors: critical mediators of multiple receptor path-
ways. Curr Opin Cell Biol 1999;11:184–9.

8 Liu D, Aguirre Ghiso J, Estrada Y, Ossowski L. EGFR is a trans-
ducer of the urokinase receptor initiated signal that is required
for in vivo growth of a human carcinoma. Cancer Cell 2002;
1:445–57.

9 Ekstrand AJ, Sugawa N, James CD, Collins VP. Amplified and
rearranged epidermal growth factor receptor genes in human
glioblastomas reveal deletions of sequences encoding portions
of the N- and/or C-terminal tails. Proc Natl Acad Sci U S A
1992;89:4309–13.

10 Wikstrand CJ, Reist CJ, Archer GE, Zalutsky MR, Bigner DD.
The class III variant of the epidermal growth factor receptor
(EGFRvIII): characterization and utilization as an immunother-
apeutic target. J Neurovirol 1998;4:148–58.

11 Pedersen MW, Meltorn M, Damstrup L, Poulsen HS. The type
III epidermal growth factor receptor mutation. Biological sig-
nificance and potential target for anti-cancer therapy. Ann
Oncol 2001;12:745–60.

12 Nicholson RI, Gee JM, Harper ME. EGFR and cancer prog-
nosis. Eur J Cancer 2001;37(Suppl 4):S9–15.

13 Sato JD, Kawamoto T, Le AD, Mendelsohn J, Polikoff J, Sato
GH. Biological effects in vitro of monoclonal antibodies to
human epidermal growth factor receptors. Mol Biol Med 1983;
1:511–29.

14 Fan Z, Lu Y, Wu X, Mendelsohn J. Antibody-induced epider-
mal growth factor receptor dimerization mediates inhibition 
of autocrine proliferation of A431 squamous carcinoma cells. 
J Biol Chem 1994;269:27595–602.

15 Wu X, Rubin M, Fan Z, et al. Involvement of p27KIP1 in G1
arrest mediated by an anti-epidermal growth factor receptor
monoclonal antibody. Oncogene 1996;12:1397–403.

16 Mandal M, Adam L, Mendelsohn J, Kumar R. Nuclear target-
ing of Bax during apoptosis in human colorectal cancer cells.
Oncogene 1998;17:999–1007.

17 Delbaldo C, Pierga JY, Dieras V, et al. Pharmacokinetic profile
of cetuximab (Erbitux™) alone and in combination with irinote-
can in patients with advanced EGFR-positive adenocarcinoma.
Eur J Cancer 2005;41:1739–45.

18 Saltz LB, Meropol NJ, Loehrer PJ Sr., Needle MN, Kopit J,
Mayer RJ. Phase II trial of cetuximab in patients with refractory
colorectal cancer that expresses the epidermal growth factor 
receptor. J Clin Oncol 2004;22:1201–8.

19 Cunningham D, Humblet Y, Siena S, et al. Cetuximab
monotherapy and cetuximab plus irinotecan in irinotecan-re-
fractory metastatic colorectal cancer. N Engl J Med 2004;351:
337–45.

Substrate Schedule costs per month (in euros)*

Gefitinib (Iressa) 250 mg p.o., daily 1975

Erlotinib (Tarceva) 150 mg p.o., daily 2250

Cetuximab (Erbitux) 250 mg/m2 i.v., weekly (starting dose 400 mg/m2) 1st month = 4550, 
followed by 3950

* Based on prices published in Switzerland (May 2005) and a median BSA of 1.85 m2 (175 cm/70 kg)

Table 3

Therapy costs (only
medication without
administration).



20 Bonner JA, J. Giralt PM, Harari R, et al. Cetuximab prolongs
survival in patients with locoregionally advanced squamous cell
carcinoma of head and neck: A phase III study of high dose 
radiation therapy with or without cetuximab. Proceedings of
ASCO 2004;22:14S.

21 Vanhoefer U, Tewes M, Rojo F, et al. Phase I study of the hu-
manized antiepidermal growth factor receptor monoclonal an-
tibody EMD72000 in patients with advanced solid tumors that
express the epidermal growth factor receptor. J Clin Oncol
2004;22:175–84.

22 Tabernero J, Rojo F, Jimenez E, et al. A phase I pharmacoki-
netic (PK) and serial tumor and skin pharmacodynamic (PD)
study of weekly, every 2 weeks or every 3 weeks 1-hour (h) in-
fusion of EMD72000, a humanized monoclonal anti-epidermal
growth factor receptor (EGFR) antibody, in patients (p) with
advanced tumors known to overexpress the EGFR. Eur J Can-
cer 2002;38:suppl. 7.

23 Rowinsky EK, Schwartz GH, Gollob JA, et al. Safety, pharma-
cokinetics, and activity of ABX-EGF, a fully human anti-epider-
mal growth factor receptor monoclonal antibody in patients
with metastatic renal cell cancer. J Clin Oncol 2004;22:3003–15.

24 Perez-Soler R, Saltz L. Cutaneous adverse effects with HER1/
EGFR-targeted agents: is there a silver lining? J Clin Oncol
2005;23:5235–46.

25 Lichtner RB, Menrad A, Sommer A, Klar U, Schneider MR.
Signaling-inactive epidermal growth factor receptor/ligand
complexes in intact carcinoma cells by quinazoline tyrosine
kinase inhibitors. Cancer Res 2001;61:5790–5.

26 Ranson M, Hammond LA, Ferry D, et al. ZD1839, a selective
oral epidermal growth factor receptor-tyrosine kinase inhibitor,
is well tolerated and active in patients with solid, malignant tu-
mors: results of a phase I trial. J Clin Oncol 2002;20:2240–50.

27 Fukuoka M, Yano S, Giaccone G, et al. Multi-institutional ran-
domized phase II trial of gefitinib for previously treated patients
with advanced non-small-cell lung cancer. J Clin Oncol 2003;
21:2237–46.

28 Kris MG, Natale RB, Herbst RS, et al. Efficacy of gefitinib, an
inhibitor of the epidermal growth factor receptor tyrosine ki-
nase, in symptomatic patients with non-small cell lung cancer:
a randomized trial. JAMA 2003;290:2149–58.

29 Shah NT, Kris MG, Pao W, et al. Practical management of
patients with non-small-cell lung cancer treated with gefitinib. 
J Clin Oncol 2005;23:165–74.

30 Giaccone G, Herbst RS, Manegold C, et al. Gefitinib in com-
bination with gemcitabine and cisplatin in advanced non-small-
cell lung cancer: a phase III trial – INTACT 1. J Clin Oncol
2004;22:777–84.

31 Herbst RS, Giaccone G, Schiller JH, et al. Gefitinib in combi-
nation with paclitaxel and carboplatin in advanced non-small-
cell lung cancer: a phase III trial – INTACT 2. J Clin Oncol
2004;22:785–94.

32 Baselga J. Combining the anti-EGFR agent gefitinib with
chemotherapy in non-small-cell lung cancer: how do we go
from INTACT to impact? J Clin Oncol 2004;22:759–61.

33 Perez-Soler R, Chachoua A, Hammond LA, et al. Determinants
of tumor response and survival with erlotinib in patients with
non-small-cell lung cancer. J Clin Oncol 2004;22:3238–47.

34 Shepherd FA, Rodrigues Pereira J, Ciuleanu T, et al. Erlotinib
in previously treated non-small-cell lung cancer. N Engl J Med
2005;353:123–32.

35 Baselga J, Rischin D, Ranson M, et al. Phase I safety, pharma-
cokinetic, and pharmacodynamic trial of ZD1839, a selective
oral epidermal growth factor receptor tyrosine kinase inhibitor,
in patients with five selected solid tumor types. J Clin Oncol
2002;20:4292–302.

36 Moody SE, Sarkisian CJ, Hahn KT, et al. Conditional activa-
tion of Neu in the mammary epithelium of transgenic mice re-
sults in reversible pulmonary metastasis. Cancer Cell 2002;2:
451–61.

37 Druker BJ. STI571 (Gleevec) as a paradigm for cancer therapy.
Trends Mol Med 2002;8(4 Suppl):S14–8.

38 Demetri GD. Targeting c-kit mutations in solid tumors: scien-
tific rationale and novel therapeutic options. Semin Oncol
2001;28(5 Suppl 17):19–26.

39 Lynch TJ, Bell DW, Sordella R, et al. Activating mutations in
the epidermal growth factor receptor underlying responsiveness
of non-small-cell lung cancer to gefitinib. N Engl J Med 2004;
350:2129–39.

40 Paez JG, Janne PA, Lee JC, et al. EGFR mutations in lung
cancer: correlation with clinical response to gefitinib therapy.
Science 2004;304:1497–500.

41 Pao W, Miller V, Zakowski M, et al. EGF receptor gene muta-
tions are common in lung cancers from “never smokers” and are
associated with sensitivity of tumors to gefitinib and erlotinib.
Proc Natl Acad Sci U S A 2004;101:13306–11.

42 Pao W, Miller VA. Epidermal growth factor receptor mutations,
small-molecule kinase inhibitors, and non-small-cell lung can-
cer: current knowledge and future directions. J Clin Oncol
2005;23:2556–68.

43 Sordella R, Bell DW, Haber DA, Settleman J. Gefitinib-sensi-
tizing EGFR mutations in lung cancer activate anti-apoptotic
pathways. Science 2004;305:1163–7.

44 Tsao MS, Sakurada A, Cutz JC, et al. Erlotinib in lung cancer –
molecular and clinical predictors of outcome. N Engl J Med
2005;353:133–44.

45 Shigematsu H, Lin L, Takahashi T, et al. Clinical and biologi-
cal features associated with epidermal growth factor receptor
gene mutations in lung cancers. J Natl Cancer Inst 2005;97:
339–46.

46 Cappuzzo F, Hirsch FR, Rossi E, et al. Epidermal growth 
factor receptor gene and protein and gefitinib sensitivity in 
non-small-cell lung cancer. J Natl Cancer Inst 2005;97:643–55.

47 Azemar M, Schmidt M, Arlt F, et al. Recombinant antibody tox-
ins specific for ErbB2 and EGF receptor inhibit the in vitro
growth of human head and neck cancer cells and cause rapid
tumor regression in vivo. Int J Cancer 2000;86:269–75.

48 Schumann J, Angermuller S, Bang R, Lohoff M, Tiegs G. Acute
hepatotoxicity of Pseudomonas aeruginosa exotoxin A in mice
depends on T cells and TNF. J Immunol 1998;161:5745–54.

49 Noble CO, Kirpotin DB, Hayes ME, et al. Development of 
ligand-targeted liposomes for cancer therapy. Expert Opin
Ther Targets 2004;8:335–53.

50 Mamot C, Drummond DC, Greiser U, et al. Epidermal growth
factor receptor (EGFR)-targeted immunoliposomes mediate
specific and efficient drug delivery to EGFR- and EGFRvIII-
overexpressing tumor cells. Cancer Res 2003;63:3154–61.

51 Mamot C, Drummond DC, Noble C, et al. EGFR-targeted im-
munoliposomes significantly enhance the efficacy of multiple
anticancer drugs in vivo. Cancer Res 2005;in press.

52 Mamot C, Drummond DC, Hong K, Kirpotin DB, Park JW.
Liposome-based approaches to overcome anticancer drug re-
sistance. Drug Resist Updat 2003;6:271–9.

53 Cappuzzo F, Magrini E, Ceresoli GL, et al. Akt phosphoryla-
tion and gefitinib efficacy in patients with advanced non-small-
cell lung cancer. J Natl Cancer Inst 2004;96:1133–41.

54 Chung KY, Shia J, Kemeny NE, et al. Cetuximab shows activ-
ity in colorectal cancer patients with tumors that do not express
the epidermal growth factor receptor by immunohistochem-
istry. J Clin Oncol 2005;23:1803–10.

12Targeting the epidermal growth factor receptor



What Swiss Medical Weekly has to offer:

• SMW’s impact factor has been steadily 
rising, to the current 1.537

• Open access to the publication via
the Internet, therefore wide audience 
and impact

• Rapid listing in Medline
• LinkOut-button from PubMed 

with link to the full text 
website http://www.smw.ch (direct link
from each SMW record in PubMed)

• No-nonsense submission – you submit 
a single copy of your manuscript by 
e-mail attachment 

• Peer review based on a broad spectrum 
of international academic referees

• Assistance of our professional statistician
for every article with statistical analyses

• Fast peer review, by e-mail exchange with
the referees 

• Prompt decisions based on weekly confer-
ences of the Editorial Board

• Prompt notification on the status of your
manuscript by e-mail

• Professional English copy editing
• No page charges and attractive colour 

offprints at no extra cost

Editorial Board
Prof. Jean-Michel Dayer, Geneva
Prof. Peter Gehr, Berne
Prof. André P. Perruchoud, Basel
Prof. Andreas Schaffner, Zurich 

(Editor in chief)
Prof. Werner Straub, Berne
Prof. Ludwig von Segesser, Lausanne

International Advisory Committee
Prof. K. E. Juhani Airaksinen, Turku, Finland
Prof. Anthony Bayes de Luna, Barcelona, Spain
Prof. Hubert E. Blum, Freiburg, Germany
Prof. Walter E. Haefeli, Heidelberg, Germany
Prof. Nino Kuenzli, Los Angeles, USA
Prof. René Lutter, Amsterdam, 

The Netherlands
Prof. Claude Martin, Marseille, France
Prof. Josef Patsch, Innsbruck, Austria
Prof. Luigi Tavazzi, Pavia, Italy

We evaluate manuscripts of broad clinical
interest from all specialities, including experi-
mental medicine and clinical investigation.

We look forward to receiving your paper!

Guidelines for authors:
http://www.smw.ch/set_authors.html

All manuscripts should be sent in electronic form, to:

EMH Swiss Medical Publishers Ltd.
SMW Editorial Secretariat
Farnsburgerstrasse 8
CH-4132 Muttenz

Manuscripts: submission@smw.ch
Letters to the editor: letters@smw.ch
Editorial Board: red@smw.ch
Internet: http://www.smw.ch

Swiss Medical Weekly: Call for papers
Swiss 
Medical Weekly

The many reasons why you should 
choose SMW to publish your research 

Official journal of
the Swiss Society of Infectious disease
the Swiss Society of Internal Medicine
the Swiss Respiratory Society

Impact factor Swiss Medical Weekly 

0 . 7 7 0

1 . 5 3 7

1 . 1 6 2

0

0.2

0.4

0.6

0.8

1

1.2

1.4

1.6

1.8

2

1
9

9
5

1
9

9
6

1
9

9
7

1
9

9
8

1
9

9
9

2
0

0
0

2
0

0
2

2
0

0
3

2
0

0
4

Schweiz Med Wochenschr (1871–2000)

Swiss Med Wkly (continues Schweiz Med Wochenschr from 2001) 

Editores Medicorum Helveticorum


	Author_form.pdf
	Authors’ form




