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1. Introduction 

Evolution of therapeutic monoclonal antibodies significantly benefited from the 
recombinant DNA technologies that are used to generate chimeric, humanized, and human 
versions of monoclonal antibody to reduce the problem of immunogenicity and 
neutralization, as well as from understanding mechanisms of action mediated by 
monoclonal antibodies (Nelson et al., 2010; Reichert, 2009; Ranson & Sliwkowski , 2002). 
One of the significant advances in the application of monoclonal antibodies in oncology was 
the introduction and approval of trastuzumab, a humanized anti-HER2 antibody, for the 
treatment of HER2-positive breast cancer. 
Despite initial successes and encouraging results, development of monoclonal antibody-based 

therapies faces several challenges (Yan et al., 2009). Among them are the selection of patients 
most likely to benefit from clinical trials and lack of understanding of mechanisms of 

resistance to monoclonal antibody-based therapies (Yan et al., 2009). Selection of patients most 
likely to benefit from clinical trials of monoclonal antibody-based therapies was initially based 

on the expression of the antigen targeted by the monoclonal antibody. The anti-HER-2 
antibody trastuzumab was tested in patients whose breast tumors overexpress HER2 (Pegram 

et al., 1998) and the anti-epidermal growth factor receptor (EGFR) antibody cetuximab was 
used in patients with colorectal cancer and head and neck cancers that overexpress EGFR 

(Shin et al., 2001). Even with careful characterization of the antigen expression level in the 
patient population eligible for the clinical trials, primary resistance to monoclonal antibody-

based therapies is a common problem. Up to 50% of EGFR-positive colorectal cancer patients 
are resistant to cetuximab (Saltz et al., 2004), and 74% of HER2-positive breast cancer patients 

are resistant to anti-HER2 antibody trastuzumab (Vogel et al., 2002). 
It has emerged that the levels of antigen expression are not the only determinant of the patient 
response to monoclonal antibody therapies and that better understanding of the mechanisms 
of resistance to monoclonal antibodies in different patient subgroups has a potential to 
improve the effectiveness of the monoclonal antibody treatment. A retrospective analysis of 
the colorectal tumor samples from the patients that received cetuximab therapy indicated that 
EGFR-positive colorectal cancer patients with wild-type KRAS gene had increased overall 
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survival, progression-free survival and improvement in the global health status compared to 
the patients whose tumors had KRAS mutations (Karapetis et al., 2008; Lievre et al., 2006). 
KRAS protein is a member of RAS super family of small GTP-binding proteins and a molecule 
downstream of the EGFR-mediated signaling cascade, and when aberrantly regulated, KRAS 
protein contributes to cancer development and progression (Karnoub & Weinberg, 2008). 
Cellular studies supported the role of KRAS mutations in the resistance to anti-EGFR antibody 
cetuximab (Benvenuti et al., 2007). Understanding of the role of the KRAS mutations in the 
resistance to the anti-EGFR antibody cetuximab has improved the selection of patients that are 
eligible for cetuximab treatment and as a consequence, cetuximab is currently approved for the 
treatment of EGFR-positive colorectal cancers that do not have KRAS mutations in codon 12 or 
13. While KRAS mutations play a critical role in diminishing response to cetuximab in 
colorectal cancer patients, KRAS gene is infrequently mutated in breast cancer (Karnoub & 
Weinberg, 2008; Sanchez-Munoz et al., 2010), and it is therefore not likely to contribute to the 
resistance to anti-HER2 monoclonal antibody trastuzumab. The molecular basis for the 
resistance to anti-HER2 monoclonal antibody trastuzumab in breast cancer is still not well 
understood, and there are no clinically useful predictive biomarkers that can be used in 
conjunction with HER2 expression to predict the outcome of trastuzumab treatment in the 
HER2-positive breast cancer patients. Breast cancer is one of the most common cancers among 
women in the United States. It is the second leading cause of cancer death in women, after 
lung cancer. Women with HER2-overexpressing breast cancers have an increased risk of 
recurrence and shortened disease-free and overall survival rates (Press et al., 1993; Slamon et 
al., 1987; Slamon et al., 1989). Understanding the mechanism of resistance to trastuzumab and 
identifying the predictive biomarkers for the therapeutic resistance to trastuzumab could lead 
to important therapeutic advances. 
Therapeutic monoclonal antibodies represent one of the most dynamic sectors in the 
biopharmaceutical industry (Reichert, 2009). Twelve monoclonal antibodies and antibodies-
related products are licensed for the diagnosis and treatment of specific oncology 
indications in the U.S. (Table 1) (Note: gemtuzumab ozogamicin was withdrawn from the 
market in June 2010). 

2. HER family of receptor tyrosine kinases 

HER2 is a member of the HER family of receptor tyrosine kinases, which is composed of 
four type I receptors: EGFR/HER1/ErbB1, HER2/ErbB2, HER3/ErbB3, and HER4/ErbB4. 
All receptors share a similar structure composed of an extracellular ligand-binding region, a 
single transmembrane lipophilic segment and a cytoplasmic tyrosine kinase-containing 
domain (Zhang et al. 2007). The extracellular ligand-binding region of HER family receptors 
is composed of four domains (I-IV). Domains I and III are important for ligand binding. 
Domain II mediates receptor dimerization. Domain IV forms intramolecular interactions 
with the domain II and thus blocks dimerization (Garrett et al., 2003). Ligand binding to the 
extracellular domain of HER family members disrupts the autoinhibition conformation 
which results in the receptor homo- or hetero-dimerization, and transphosphorylation 
followed by the activation of the downstream signaling pathways which regulate cell 
growth and differentiation (Hudis, 2007; Hynes & Lane, 2005). The physiological ligand for 
HER2 has not been identified yet. HER3 function is particularly important due to its role in 
the development of resistance in HER2-overexpressing cancers. HER3 binds neuregulins via 
its extracellular region to mediate signals primarily by heterodimerization with HER2 in  
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Antibody 
name 
(USAN) 

Antibody 
tradename

Therapeutic 
target 

Antibody type Clinical Indication Year of 
approval 

Ipilimumab Yervoy CTLA-4 IgG1/human Advanced 
melanoma 

2011 

Ofatumumab Arzerra CD20 IgG1/human Chronic 
lymphocytic 
leukemia 

2009 

Panitumumab Vectibix EGFR IgG2/human Colorectal cancer 2006 

Cetuximab Erbitux EGFR IgG1/chimeric Colorectal cancer 
Head and Neck 
Squamous Cell 
Cancer  

2004 
 
2006 

Bevacizumab Avastin VEGF-A IgG1/humanized Colorectal cancer 2004 
 

I131-
Tositumomab 

Bexxar CD20 IgG2/mouse Non-Hodgkin 
lymphoma 

2003 

Y90 or I111-
Ibritumomab-
tiuxetan 

Zevelin CD20 IgG1/mouse Non-Hodgkin 
lymphoma 

2002 

Alemtuzumab Campath CD52 IgG1/humanized Chronic 
lymphocytic 
leukemia 

2001 

Gemtuzumab 
Ozogamicin 

Mylotarg CD33 IgG4/humanized 
linked to 
calichaemicin 

Acute myeloid 
leukemia 

2000 
withdrawn 
in June 
2010 

Trastuzumab Herceptin HER2 IgG1/humanized HER2-positive 
breast cancer 

1998 

Rituximab Rituxan CD20 IgG1/chimeric Non-Hodgkin 
lymphoma 

1997 

Capromab 
pendetide 

ProstaScint PSMA IgG1/murine Prostate cancer 
imaging 

1996 

Table 1. FDA approved monoclonal antibodies used for diagnosis and treatment of different 
oncological indications. 

tumors containing amplifications of HER2 (Baselga & Swain, 2009; Shi et al., 2010). In fact, 
HER3-HER2 is considered the most active HER signaling dimer (Tzahar et al., 1996). HER3 
also plays a key role in the ability of HER2-overexpressing cells to escape the growth 
inhibition by the EGFR/HER2 dual-specific tyrosine kinase inhibitor (TKI) lapatinib 
(Sergina et al., 2007). Previously, the intracellular kinase domain of HER3 was thought to be 
an inactive pseudokinase, because it lacks several key conserved and catalytically important 
residues (Guy et al., 1994, Sierke et al., 1997). Recently however, HER3 was shown to have 
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kinase activity and the ability to trans-autophosphorylate its intracellular region although it 
is substantially less active than EGFR (Shi et al., 2010). HER2 extracellular domain adopts a 
fixed conformation that resembles a ligand-activated state that permits it to form a dimer in 
the absence of a ligand (Cho at al., 2003; Garrett et al., 2003; Hynes & Lane, 2005). This likely 
explains why HER2 is the preferred dimerization partner for all of the other HER receptors 
(Graus-Porta et al., 1997). Moreover, although none of ligands for the HER family receptors 
directly binds to HER2, activation of EGFR, HER3, and HER4 can facilitate transactivation of 
HER2 through ligand-induced heterodimerization (Carraway et al., 1994; Wada et al., 1990).  
Overexpression of HER2 has been reported in different types of cancer, including breast, 
gastric, ovarian and salivary gland (Baselga & Swain, 2009). Gene amplification is the most 
common mechanism resulting in HER2 overexpression in tumors. In addition, somatic 
mutations in the HER2 tyrosine kinase domain are reported in lung adenocarcinomas, 
epithelial ovarian cancer, hepatocellular carcinoma, gastric, colorectal and breast cancers, 
but the activating function for these mutations has not been clarified (Bekaii-Saab et al., 
2006; Lee et al., 2006; Lin at al., 2011; Shigematsu et al., 2005). Recent studies also suggest 
that mutational inactivation in FOXP3 tumor suppressor may contribute to HER2 promoter 
activation in breast cancer tissues (Zuo et al., 2007). Regardless of the causative mechanisms 
resulting in HER2 overexpression in certain cancer, the number of HER2 molecules 
expressed on the surface of these cancer cells far exceeds the number expressed on normal 
cells, which facilitates the formation of HER2 heterodimers and the spontaneous formation 
of HER2 homodimers (Yarden & Sliwkowski, 2001). The consequence of this is an excess of 
HER2-mediated signaling, which drives oncogenic cell survival and proliferation (Yarden & 
Sliwkowski, 2001). 

3. Trastuzumab and mechanisms of action of trastuzumab 

For the past 20 years, the development of monoclonal antibodies and tyrosine kinase 
inhibitors (TKIs) targeting HER2 has been intensely pursued as important cancer 
therapeutic strategy. There are several reasons why HER2 is an attractive target in breast 
cancer treatment. First, the levels of HER2 in human cancer cells are higher than that in 
normal tissues and the elevated levels of HER2 correlate with the pathogenesis and 
prognosis in breast cancer (Natali et al., 1990; Slamon et al., 1987). Second, HER2 is 
overexpressed in approximately 20-30% of invasive breast cancer and is associated with 
poor disease-free survival and poor response to chemotherapy (Gusterson et al., 1992; Paik 
et al., 1990; Slamon et al., 1989). Third, HER2 is overexpressed in primary tumors and in 
metastatic sites suggesting that anti-HER2 therapy could be effective in all disease locations 
(Niehans et al., 1993). Trastuzumab is a recombinant humanized monoclonal antibody 
directed against the extracellular domain IV of HER2 and is approved for the treatment of 
HER2-positive breast cancer. In 2010, the European Medicines Agency approved 
trastuzumab for gastric cancer patients with high expression of HER2 (Okines et al., 2010). 
Subsequently, in October 2010, U.S. FDA approved trastuzumab in combination with 
chemotherapy for HER2-positive metastatic cancer of the stomach or the gastroesophageal 
junction.  
Trastuzumab was engineered by inserting the antigen binding loops of a murine antibody 
(clone 4D5) into the framework of a consensus human IgG1 using gene conversion 
mutagenesis strategy (Carter et al., 1992; Pegram et al., 1999). The humanized version of 4D5 
(also known as rhuMabHER2; later named trastuzumab) showed significant effects in 
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HER2-overexpressing breast cancer cells and in HER2-overexpressing xenograft breast 
cancer models either alone or in combination with other chemotherapy agents (Pegram et 
al., 1999). While the mechanisms by which trastuzumab induces regression of HER2-
positive breast cancers are still being investigated, it is currently believed that the binding of 
trastuzumab to HER2 contributes to its therapeutic effect by a) inducing HER2 endocytosis 
followed by receptor degradation; b) inhibiting either HER2 homodimerization or 
heterodimerization; c) preventing the cleavage of HER2 extracellular domain by the 
metalloprotease ADAM10 (Hudis, 2007). Taken together, binding of trastuzumab to the 
extracellular domain of HER2 reduces HER2-coupled mitogenic and pro-survival signaling 
pathways in tumor cells, leading to the inhibition of phosphatidylinositol 3-kinase (PI3K) 
and mitogen-activated protein kinase (MAPK) pathways, and the induction of the cyclin-
dependent kinase inhibitor, p27 (Nahta & Esteva, 2006). Furthermore, trastuzumab is an 
IgG1 subtype capable of inducing antibody-dependent cell mediated cytotoxicity (ADCC). 
Overexpression of HER2 in human tumor cells is closely associated with the increased 
angiogenesis and the expression of vascular endothelial growth factor (VEGF). Trastuzumab 
has also been shown to inhibit tumor angiogenesis, resulting in decreased microvessel 
density in vivo and reduced endothelial cell migration in vitro (Nahta & Esteva, 2006). 

4. HER2-overexpression and clinical indications for trastuzumab 

Trastuzumab is an anti-HER2 antibody indicated for the treatment of HER2-positive breast 
cancer and HER2-positive metastatic gastric or gastroesophageal (GE) junction 
adenocarcinoma. Three testing methodologies can be used to determine the HER2 status of 
the tumor samples: immunocytochemistry (IHC), fluorescence in situ hybridization (FISH), 
and chromogenic in situ hybridization (CISH) (Wolff et al., 2007). IHC detects the level of 
membrane bound HER2, whereas FISH and CISH detect the level of HER2 gene 
amplification. The American Society of Clinical Oncology/College of American Pathologists 
guideline was developed to define the status of HER2-positive breast cancer and 
recommended the use of a combination of IHC and FISH testing (Wolff et al., 2007). 
According to the guideline, a positive HER2 result is the IHC staining of 3+, and a FISH 
result of more than six HER2 gene copies per nucleus or a FISH ratio (HER2 gene signals to 
chromosome 17 signals) of more than 2.2 (Wolff et al., 2007). Trastuzumab was the first 
monoclonal antibody therapy to be approved with a companion diagnostic assay which was 
used to select the patients eligible for the trastuzumab treatment (Reichert, 2009).  
Trastuzumab, when used as a single agent, produced an objective response rate up to 26% in 
the selected HER2-positive metastatic breast cancer patients (Vogel et al., 2002). Preclinical 
studies of the combinations of trastuzumab and different chemotherapy agents suggested 
the potential for additive and/or synergistic effects in the clinical settings (Baselga et al., 
1998). Clinical studies then showed that trastuzumab in combination with chemotherapy in 
HER2-positive metastatic breast cancers significantly improved overall response rate, 
median overall survival, and time to disease progression (Burstein et al., 2001; Kaufman et 
al., 2009; Marty et al., 2005; O’Shaughnessy et al., 2004; Pegram et al., 1998; Perez et al., 2005; 
Slamon et al., 2001). Clinical benefit of trastuzumab treatment in HER2-positive metastatic 
breast cancer provided the rationale for testing the effects of trastuzumab treatment in the 
early stage HER2-positive breast cancer in the adjuvant and neoadjuvant setting. The 
adjuvant therapy is defined as any treatment given after the primary therapy, usually 
surgery, to increase the chance of long term survival, whereas neoadjuvant therapy refers to 
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the treatment given before the primary therapy. While many clinical trials are still ongoing, 
there are promising results for the use of trastuzumab treatment in the adjuvant and 
neoadjuvant settings. It was reported that one year of trastuzumab treatment after adjuvant 
chemotherapy significantly improved disease free survival and that trastuzumab combined 
concurrently with the chemotherapy improved the outcomes among HER2-positive breast 
cancer patients (Piccart-Gebhart et al., 2005). In addition to the use of trastuzumab in 
adjuvant settings, some of the clinical studies addressed the potential benefit of offering 
trastuzumab in the neoadjuvant settings. Results from the GeparQuattro study suggested 
that neoadjuvant combination of trastuzumab and different chemotherapy agents induced a 
high pathological complete response (pCR) rate with the minimal toxicities (Untch et al., 
2010). pCR is defined as the complete absence of intact tumor cells in the resected specimen. 
Trastuzumab is now a standard of care in combination with chemotherapy for patients with 
HER2-positive breast cancer (Banerjee & Smith, 2010).  

5. Resistance to the EGFR-targeted therapies 

Targeting the EGFR has been intensely pursued in the past decade as a cancer treatment 
strategy. Small molecule tyrosine kinase inhibitors (TKIs) and anti-EGFR monoclonal 
antibodies are the primary approaches to inhibit EGFR-coupled signaling pathways. To date, 
three tyrosine kinase inhibitors, erlotinib, gefitinib, and lapatinib, have been approved for 
oncology indications. Cetuximab, a chimeric IgG1 directed against the extracellular domain of 
EGFR, was originally generated from a murine antibody, 225 (Goldstein et al., 1995). 
Preclinical studies showed that cetuximab was more effective than the murine antibody 225 in 
inhibiting tumor growth in A431 human tumor xenografts model. Based on the preclinical 
studies, cetuximab was found to inhibit EGFR activation by preventing ligand binding, which 
inhibits EGFR dimerization and induces the EGFR internalization and downregulation 
(Goldstein et al., 1995; Mendelsohn, 2002). Cetuximab was approved in 2004 by FDA for the 
treatment of EGFR expressing metastatic colorectal cancer. In 2006, FDA approved the use of 
cetuximab for the treatment of locally advanced or regionally advanced head and neck 
squamous cell carcinomas (HNSCC). In 2006, panitumumab, a human antibody directed 
against the EGFR was also approved for the treatment of EGFR expressing metastatic 
colorectal cancer (Giusti et al., 2008; Hecht et al., 2009; Van Cutsem et al., 2007).  
Molecular mechanisms contributing to the resistance to EGFR kinase inhibitors have been 
extensively studied. Important findings suggest that there is a strong relationship between 
the resistance to EGFR TKIs and the absence of an activating mutation in the intracellular 
kinase domain of the receptor. These EGFR kinase domain mutations, such as the point 
mutation, L858R, and in-frame deletion in exon 19 around codons 746–750, enhance the 
ligand-dependent activation of EGFR, and simultaneously increase the sensitivity to the 
TKIs (Han et al., 2005; Mitsudomi et al., 2005; Morgillo et al., 2007). It has also been 
demonstrated that the patients with the EGFR mutation-positive tumors have an improved 
response rate and survival after treatment with TKIs compared to the patients with tumors 
that express wild-type EGFR (Han et al., 2005; Mitsudomi et al., 2005). Therefore, the lack of 
these mutations can be considered a predictor of the treatment resistance to TKI (Morgillo et 
al, 2007). Mechanisms contributing to the primary resistance to EGFR TKIs also include 
genetic alterations, for example, EGFR variant III (EGFRvIII) and activating KRAS 
mutations. EGFRvIII lacks the ligand binding domain and is a constitutively activated 
mutant. It has also been reported that a point mutation in the exon 20 (T790M) in the kinase 
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domain of the EGFR gene occurs in tumors with acquired resistance to EGFR kinase 
inhibitors, gefitinib and erlotinib (Pao et al., 2005). Because mutations within HER2 have not 
been commonly found in HER2-overexpressing breast tumors (Zito et al., 2008), the 
mechanisms of resistance to EGFR kinase inhibitors may not be relevant to trastuzumab. 
Although EGFR tyrosine kinase domain mutations may predict response to the TKIs, no 
mutations in the EGFR have been associated with resistance to the antibody-based therapies, 
cetuximab and panitumumab (Mukohara et al., 2005; Kruser & Wheeler, 2010). While EGFR 
gene amplification may be both predictive and prognostic and associated with the objective 
tumor response to cetuximab therapy, IHC based assay measuring EGFR expression may 
not be an accurate predictive factor for response to cetuximab therapy in colorectal cancer 
(Chung et al., 2005; Lievre et al., 2006), indicating that different mechanisms may contribute 
to cetuximab-resistance. One of the most reliable predictive biomarkers to emerge in the 
clinic has been that of the KRAS mutation status in colorectal cancer (Kruser & Wheeler, 
2010). Lievre et al. reported that KRAS mutation status was predictive of resistance to 
cetuximab therapy. In this report, 30 metastatic colorectal carcinoma patients treated with 
cetuximab were analyzed for KRAS mutations. The authors reported that KRAS mutation 
was found in 43% (13 tumors) and was significantly associated with resistance to cetuximab 
therapy (Lievre et al., 2006). A larger study was performed to measure the KRAS mutation 
status in 113 patients with refractory metastatic colorectal cancer treated with cetuximab. 
The authors found that KRAS wild-type is a strong predictor of significant increase in 
progression-free survival (PFS) and overall survival (OS) in this cohort of patients (De 
Roock et al., 2008). Many other clinical trials have confirmed these findings, leading to a 
Provisional Clinical Opinion from the American Society for Clinical Oncology (ASCO) 
stating that all patients with metastatic colorectal carcinoma who are candidates for anti-
EGFR antibody therapy should have their tumor tested for KRAS mutations in a Clinical 
Laboratory Improvement Amendments (CLIA)-accredited laboratory (Allegra et al., 2009). If 
codon 12 or 13 of KRAS is found to be mutated then patients with metastatic colorectal 
cancer should not receive anti-EGFR antibody therapy as a part of their treatment (Allegra et 
al., 2009).  

6. Therapeutic resistance to trastuzumab 

6.1 Clinical evidence for trastuzumab-resistance 

While trastuzumab has significantly changed the outcome for the treatment of HER2-
positive breast cancer, mechanisms contributing to trastuzumab-resistance are less well 
understood. Both primary and acquired resistance to trastuzumab pose a significant hurdle 
in the breast cancer therapy (Nahta & Esteva, 2006). Primary trastuzumab resistance refers 
to the lack of response to trastuzumab treatment in the patients with HER2-positive breast 
tumors who were never treated with trastuzumab before, whereas acquired resistance 
indicates that the patients who achieve initial response to trastuzumab acquire resistance to 
this antibody. In the study which evaluated the efficacy and the safety of trastuzumab as a 
single agent, the reported rate of primary trastuzumab-resistance was 74%, indicating that 
the vast majority of HER2-positive metastatic breast cancer patients demonstrate intrinsic 
resistance to single-agent trastuzumab (Vogel et al., 2002). Moreover, while addition of 
trastuzumab to chemotherapy in the cohort of HER2-positive metastatic breast cancer 
patients results in the higher response rates, and the extension of time to disease 
progression, the durations of response to trastuzumab in either the single-agent setting or in 
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the combination with chemotherapy has been reported to be 5-9 month (Kruser & Wheeler 
2010; Nahta & Esteva, 2006; Slamon et al., 2001). Therefore, the majority of patients with 
HER2-positive breast cancer develops acquired resistance within one year. (Kruser & 
Wheeler 2010; Nahta & Esteva, 2006; Slamon et al., 2001). Understanding the mechanisms of 
trastuzumab-resistance and developing predictive biomarkers for therapeutic resistance to 
trastuzumab are critical to the discovery of novel agents that could overcome trastuzumab-
resistance and potentially benefit HER2-positive breast cancer patients. 

6.2 Preclinical studies  
6.2.1 Cellular models used for the studies of trastuzumab-resistance 

There are several preclinical cellular models developed to study the mechanisms of 
resistance to trastuzumab. HER2-positive breast cancer cell lines were chronically exposed 
to trastuzumab either in vitro (SKBR3 cell line) or in xenograft settings (BT474 cell line) in 
order to develop trastuzumab-resistant clones and populations (Nahta et al., 2004a; Ritter et 
al., 2007). In this approach, a comparison between parental trastuzumab-sensitive and 
derived trastuzumab-resistant clones was carried out in order to characterize the changes in 
the cell signaling pathways associated with trastuzumab-resistance. Recently, the JIMT-1 cell 
line was established from a breast cancer patient with HER2 gene amplification and primary 
resistance to trastuzumab and was used to study the mechanisms of resistance to 
trastuzumab (Tanner et al., 2004). These trastuzumab-resistant cell lines still overexpress 
HER2, suggesting that resistance to trastuzumab is not due to the loss of HER2 
overexpression (Diermeier et al., 2005; Dokmanovic et al., 2009; Nagy et al., 2005; Ritter et 
al., 2007). Interestingly, it was reported recently that chronic exposure of BT-474 cells to 
trastuzumab gave rise to trastuzumab-resistant clones, which lost HER2 gene amplification 
and HER2 overexpression (Mittendorf et al., 2009). However, it is not clear whether 
trastuzumab eliminated HER2-overexpressing clones leaving only HER2-negative cancer 
clones or that the treatment with trastuzumab inhibited HER2 expression or induced 
downregulation of HER2, resulting in the loss of HER2 expression and resistance to 
trastuzumab.  

6.2.2 Molecular mechanisms of trastuzumab-resistance 

Trastuzumab-resistance may be broadly divided into two mechanistic categories. The first 

occurs at the cell membrane where aberrant regulation of HER2 results in deregulation of 

HER2 signaling pathways. The second results from changes to HER2-regulated intracellular 

signaling molecules that result in uncoupling signaling from their upstream regulation. 

Examples of the latter category include PTEN loss or expression of a constitutively activated 

PI3K mutant, PIK3CA.  

Based on in vitro breast cancer cell models of trastuzumab-resistance, HER2 interactions 

with other membrane-associated proteins contribute to resistance. For example, in the JIMT-

1 trastuzumab-resistant breast cancer cell line, binding of MUC4 glycoprotein to HER2 

partially masks the trastuzumab binding site in HER2, resulting in reduced trastuzumab 

binding and contributing to trastuzumab-resistance (Nagy et al., 2005). Trastuzumab 

binding to HER2 in JIMT-1 cells was restored by downregulation of MUC4 protein (Nagy et 

al., 2005). Formation of homodimers, and heterodimers between EGFR, HER2, and HER3 

due to overexpression of HER family ligands interferes with trastuzumab-mediated growth 

inhibition and contributes to trastuzumab-resistance (Diermeier et al., 2005; Motoyama 2002; 
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Ritter et al., 2007; Valabrega et al., 2005). In vitro models using breast cancer cells derived for 

resistance to trastuzumab found that Insulin-like growth factor-I receptor (IGF-IR) 

heterodimerizes with and phosphorylates ErbB2 suggesting that transactivation of ErbB2 by 

IGF1R may contribute to resistance (Nahta et al., 2005; Lu et al., 2004). Heterotrimerization 

of the growth factor receptors HER2, HER3 and IGF-IR in BT-474 breast cancer cells 

interferes with trastuzumab-associated p27 induction and therefore contributes to 

trastuzumab-resistance (Huang et al., 2010). Increased activity of small GTP-binding protein 

Rac1 interrupts with trastuzumab–induced HER2 endocytosis and degradation, resulting in 

the upregulated HER2-mediated signaling in SKBR3 breast cancer cells contributing to 

trastuzumab-resistance (Dokmanovic et al., 2009). The Met receptor tyrosine kinase, which 

is aberrantly expressed in breast cancer and predicts poor patient prognosis, is frequently 

expressed in HER2-overexpressing breast cancer cells, as well as in HER2-positive breast 

cancer, and Met activation protects cells against trastuzumab by abrogating p27 induction, 

thus contributing to trastuzumab resistance (Shattuck et al., 2008). Moreover, HER2-

overexpressing breast cancer cells rapidly up-regulate Met expression after trastuzumab 

treatment, promoting their own resistance (Shattuck et al., 2008). As mentioned in the 

previous paragraph, loss of HER2 expression in HER2-overexpression breast cancer cells 

could be another mechanism contributing to trastuzumab resistance (Mittendorf et al., 2009). 

HER2 receptor initiated downstream signaling promotes cell proliferation and cell survival 
by the activation of RAS-MAPK and PI3K/Akt/mTOR pathways (Hudis, 2007; Zhou et al., 
2004). Addition of trastuzumab to HER2-positive trastuzumab-sensitive cells results in the 
activation of PTEN, which acts as a tumor suppressor to induce inhibition of Akt 
phosphorylation and, therefore, antagonizes the PI3K/Akt survival pathway (Nagata et al., 
2004). Nagata et al. reported that reducing PTEN in breast cancer cells by antisense 
oligonucleotides conferred trastuzumab-resistance and that inhibition of PI3K activity 
enhanced trastuzumab–mediated growth inhibition in a trastuzumab-resistant xenograft 
model (Nagata et al., 2004). PTEN knockdown in a large scale of RNA interference screening 
was found to be associated with selective isolation of cell clones resistant to trastuzumab 
(Berns et al., 2007). Constitutive activation of PI3K, such as PIK3CA mutant, can uncouple 
Akt signaling from the upstream regulation resulting in trastuzumab-resistance (Berns et al., 
2007).  

6.3 Clinical studies  

Clinical studies have focused on characterization of the HER2 status and HER2-initiated 
downstream signaling pathways in the samples obtained from trastuzumab-sensitive 
patients and trastuzumab-resistant patients. A subtype of HER2-positive tumors with 
distinct biological and clinical features expresses a series of carboxyl terminal fragments of 
HER2 known as p95HER2. It is generally accepted that the p95HER2 can arise either by 
proteolytic shedding of the extracellular domain of the full-length HER2 by 
metalloproteinases ADAM10 at a site proximal to the transmembrane domain or by 
translation of the mRNA encoding truncated HER2 receptor from the internal initiation 
codons (Arribas et al., 2011). It is believed that trastuzumab has the ability to prevent 
proteolytic shedding of full-length HER2 on HER2-overexpressing breast cancer cells 
(Hudis, 2007). p95HER2 contains a hyperactive membrane anchored fragment that lacks the 
extracellular domain of HER2 and drives breast cancer progression in vivo. Of note, 
expression of p95HER2 fragments in transgenic mouse models leads to the generation of the 
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breast tumors that were more aggressive and metastatic than those driven by full-length 
HER2 (Pedersen et al., 2009). Expression of the p95HER2 fragment is predictive of poor 
prognosis and correlates with resistance to trastuzumab treatment in breast cancer patients 
(Arribas et al., 2011; Carney et al., 2003). This is likely due to the absence of the extracellular 
domain (ECD) required for trastuzumab binding (Arribas et al., 2011). The ECD of HER2 
can be released into the circulation after cleavage of HER2 by the metalloproteinases 
ADAM10. It was reported that the prevalence of increased levels of ECD in patient serum 
with primary breast cancer varied between 0% and 38%, whereas in metastatic breast cancer 
the range was from 23% to 80% (Carney et al., 2003). Moreover, Ali et al. reported that the 
decrease in serum levels of HER2 ECD was positively associated with trastuzumab-
sensitivity (Ali et al., 2008). In particular, in an analysis of 307 patients with metastatic breast 
cancer, individuals who did not achieve a significant decline (defined as ≥ 20%) in serum 
level of serum HER2 ECD after receiving trastuzumab had decreased benefit from 
trastuzumab-based therapy (Ali et al., 2008).  
The analysis of HER2 gene amplification before and after trastuzumab therapy suggested 

that patients who had lost HER2 gene amplification had a significantly decreased recurrence 

free survival (RFS) compared with patients whose tumors remained HER2 amplified after 

trastuzumab treatment (Mittendorf et al., 2009). Nagata et al. revealed that patients with 

PTEN-deficient breast cancers had significantly reduced responses to trastuzumab-based 

therapy than those with normal PTEN, suggesting PTEN deficiency may be a predictor to 

trastuzumab resistance (Nagata et al., 2004). Analysis of the 137 patient samples with HER2-

positive metastatic breast cancer who received trastuzumab therapy revealed that activation 

of PI3K either by PTEN loss and/or PIK3CA mutational activation was associated with a 

poor response to trastuzumab and a shorter patient survival time (Esteva et al., 2010). In a 

neoadjuvant clinical trial, which examined the association between response to trastuzumab 

therapy and the status of PTEN level and PIK3CA mutations, it was found that only 15.4% 

of subjects with low nuclear PTEN had pathological complete response (pCR) to 

trastuzumab compared to 44.4% of subjects with high nuclear PTEN levels. It was reported 

that 20% of patients with PIK3CA activating mutations achieved pCR compared to 38.1 % of 

patients with wild-type PIK3 status. When the two biomarkers (PTEN level and PIK3CA 

status) were combined together only 18.2% of patients with low PTEN or PIK3CA achieved 

pCR to trastuzumab compared to 66.7 % of patients who did not have low PTEN level or 

PI3KAC mutations (Dave et al., 2011). Taken together, loss of PTEN and PIK3CA activating 

mutations are associated with trastuzumab-resistance.  

Cyclin E is a critical regulator of the cell cycle G1/S transition and cyclin E levels are 

regulated by HER2 signaling in breast cancer cells (Mittendorf et al., 2010). Trastuzumab 

treatment reduces cyclin E level and activity in breast cancer cells (Mittendorf et al., 2010).  

It has been recently reported that in a cohort of 34 HER2-positive breast cancer patients 

treated with trastuzumab-based therapy, cyclin E amplification/overexpression was 

associated with a worse clinical benefit and a lower progression-free survival compared 

with non-overexpressing cyclin E tumors, suggesting that cyclin E amplification/ 

overexpression may contribute to trastuzumab-resistance in HER-positive breast cancer 

patients (Scaltriti et al., 2011). Interestingly, in an analysis of 26 tumor samples (10 cyclin E 

positive and 16 cyclin E negative), cyclin E amplification only partially correlated with other 

clinically relevant trastuzumab-resistant markers, such as p95HER2 and PTEN loss (Scaltriti 

et al., 2011). This suggests that cyclin E amplification/overexpression might use a different 
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mechanism to contribute to trastuzumab-resistance as compared to p95HER2 and PTEN 

loss. 

7. Toxicity and trastuzumab-related cardiotoxicity 

Trastuzumab is generally well tolerated with mild to moderate side effects and low 
incidence of chemotherapy associated adverse events (Brufsky, 2010). The side effects 
reported in different clinical trials include cardiomyopathy, infusion reactions, embryo-fetal 
toxicity, pulmonary toxicity, exacerbation of chemotherapy-induced neutropenia, diarrhea, 
burning sensation in the skin, rash, and nausea and vomiting, upper respiratory tract 
infection, increased cough. Among those side effects, the trastuzumab-related cardiotoxicity 
has drawn great attention for trastuzumab-based therapy.  
Trastuzumab associated cardiac dysfunction was initially reported in a phase III trial, which 
tested the efficacy of combining chemotherapy with trastuzumab versus chemotherapy 
alone in metastatic breast cancer disease (Slamon et al., 2001). The addition of trastuzumab 
increased the incidence of chemotherapy-associated symptomatic and asymptomatic cardiac 
dysfunction. These manifested as severe congestive heart failure and as significant decrease 
in left ventricular ejection function (LVEF) (Slamon et al., 2001; Sutter et al., 2007). In the 
subgroup that received anthracyclines, cyclophosphamide and trastuzumab, the incidence 
of cardiac dysfunction was 27% compared to 8% for the subgroup that received 
anthracyclines and cyclophosphamide alone (Slamon et al., 2001). For the subgroup that 
received paclitaxel and trastuzumab the incidence of cardiac dysfunction was 13% 
compared to 1% for the subgroup that received paclitaxel alone (Slamon et al., 2001). 
Although the results of trastuzumab adjuvant trials indicate that the incidence of 
trastuzumab discontinuation due to cardiac disorder was low (4.3%) and that most patients 
with cardiac dysfunction recovered within 6 months period (Sutter et al., 2007), the finding 
of trastuzumab-induced cardiac dysfunction has influenced the design of subsequent 
trastuzumab adjuvant trials and implementation of cardiac screening prior to and during 
the trastuzumab adjuvant trial (Sutter et al., 2007). Meta analysis of adjuvant trastuzumab 
clinical trials have assessed the incidence of cardiac dysfunction and found a favorable 
benefit to risk ratio for trastuzumab treatment in the early breast cancer (Viani et al., 2007).  
Cancer chemotherapy, in particular anthracycline therapy, was known to be associated with 
cardiac dysfunction, and trastuzumab treatment increased the incidence of chemotherapy-
induced cardiac dysfunction in the early trials with metastatic breast cancer patients 
(Slamon et al., 20001). Subsequent analysis indicated that trastuzumab-associated cardiac 
toxicity was clinically different than cardiac dysfunction associated with anthracyclines 
treatment (Ewer et al., 2005). Currently, trastuzumab-associated cardiac dysfunction is 
recognized as type II chemotherapy related cardiac dysfunction (Ewer & Lipmann, 2005). 
Clinical studies indicate that the increase in patient plasma troponin I levels, which has been 
proposed as an early marker of high dose chemotherapy (HDCT)-induced cardiac 
dysfunction, is associated with a risk of trastuzumab-induced cardiac dysfunction and the 
lack of left ventricular ejection fraction (LVEF) recovery (Cardinale et al., 2010). The 
evidence from the clinical trials indicate that trastuzumab-induced cardiomyopathy is not 
dose dependent, and that it is increased when trastuzumab is administered concurrently 
with anthracyclines, and that it is at least partially reversible (Ewer et al., 2005).  
HER2 signaling in heart is essential for cardiac development and function, as well as for the 
prevention of dilated cardiomyopathy (Negro et al., 2004). While the mechanisms 
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contributing to trastuzumab-induced cardiac toxicity are still incompletely understood, it 
appears that blocking HER2 with anti-HER2 antibodies increases the production of reactive 
oxygen species and reduces human cardiomyocyte cell viability (Gordon et al., 2009). In 
other studies, treatment of rat cardiomyocytes with anti-HER2 antibodies increased 
mitochondria-dependent apoptosis by modulating the levels of Bcl-XL and Bcl-xS (Grazette 
et al., 2004). Consistent with the above studies, HER2 knockout mice have ventricular 
trabeculation deterioration, dilated cardiomyopathy, and increased sensitivity to 
anthracyclines toxicity (Lee et al., 1995; Negro et al., 2004). Molecular mechanisms by which 
trastuzumab induces cardiac dysfunction still remain elusive.  

8. Strategies to overcome trastuzumab-resistance 

Most examples of acquired therapeutic resistance to receptor tyrosine kinase inhibitors 
(TKIs) include development of mutations within the targeted receptors. For example, 
mutations in BCR/ABL in chronic myeloid leukemia and c-kit in gastrointestinal stromal 
tumors confer resistance to a specific BCR/ABL, c-kit kinase inhibitor Imatinib (Gleevec) 
(Litzow, 2006). Improvement of the binding of small molecules to their targets has been 
successfully used as a strategy to overcome resistance to imatinib (Guilhot et al.,2007; le 
Coutre et al.,2008).  
While KRAS mutations have been found to be associated with primary resistance to 
cetuximab for the treatment of colorectal cancer, no predictive markers are currently used in 
the clinic to differentiate HER2-positive breast cancers that would respond favorably to 
trastuzumab from trastuzumab-resistant disease. Interestingly, KRAS, which signals 
downstream of both EGFR and HER2 receptors, is usually not mutated in HER2-positive 
breast cancer (Karnoub & Wenberg, 2008). Therefore, KRAS is not likely to contribute to 
therapeutic resistance to trastuzumab. Furthermore, mutations in HER2 have not been 
associated with resistance to trastuzumab. Based on these data, the strategies used to 
overcome therapeutic resistance to TKIs may not apply to trastuzumab-resistance. 

8.1 Small molecule inhibitors used for the treatment of trastuzumab-resistant disease 

Many new small molecule inhibitors are under clinical development to treat trastuzumab-
resistant breast cancers. Early clinical studies suggest that TKIs that specifically target 
EGFR and HER2 have anti-tumor effects. Lapatinib, a reversible inhibitor targeting the 
ATP binding site of the tyrosine kinase domain of EGFR and HER2, has a mechanism of 
action distinct from trastuzumab. Based on the evidence obtained from preclinical and 
clinical studies, lapatinib activity is not dependent on the PTEN, p95HER2, and PI3K 
mutation status (Bartsch et al., 2007; Nahta & Esteva, 2006). Preclinical studies indicate that 
lapatinib is effective in inducing apoptosis in trastuzumab-resistant HER2-overexpressing 
breast cancer cells (Konecny et al, 2006; Nahta et al., 2007). Results from a phase I study of 
lapatinib in a cohort of EGFR and/or HER2 overexpressing breast cancer patients indicate 
that lapatinib was well tolerated and produced partial responses in patients with 
trastuzumab-resistant breast cancer (Burris et al., 2005). Taken together, these studies 
provided the rationale for clinical studies to evaluate the effect of lapatinib plus 
trastuzumab on duration of response. A randomized study of lapatinib alone versus the 
combination of lapatinib and trastuzumab in patients with trastuzumab-resistant HER2-
positive metastatic breast cancer indicate that the combination of trastuzumab and 
lapatinib is superior to lapatinib alone for progression free survival (Blackwell et al., 2010). 
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Other TKIs in clinical development include neratinib which is a potent and irreversible TKI 
inhibitor of both EGFR and HER2. Neratinib showed promising results in clinical studies 
with HER2-positive breast cancer patients that were either heavily pretreated or not 
pretreated with trastuzumab (Burstein et al., 2010).  
HER2 activates the PI3K/Akt/mammalian target of rapamycin pathway (mTOR), which 

represents a central signaling pathway that promotes proliferation, invasion, and survival of 

breast cancer cells (Zhou et al., 2004). Activation of the PI3K pathway either by loss of PTEN 

or by an activating mutation in PI3K, PIK3CA, is associated with lower response to anti-

HER2 targeting agents, including trastuzumab (Berns et al., 2007; Nagata et al., 2004). 

Preclinical testing of combination of trastuzumab and PI3K, Akt or mTOR targeting agents 

showed that they have the potential to inhibit the growth of trastuzumab-resistant breast 

cancer cells and xenografts (Lu et al., 2007; Serra et al., 2008). These preclinical data are 

supported by recently published data of phase I trial where the oral mTOR inhibitor, 

everolimus, in combination with trastuzumab and vionorelbine had anti-tumor activity in 

HER2-positive metastatic breast cancer patients that progressed on trastuzumab (Jerusalem 

et al., 2011). Two additional mTOR inhibitors, rapamycin and temsirolimus, are also in 

clinical trials targeting trastuzumab-resistant breast cancers.  

The chaperon Hsp90 has been implicated in the stabilization of a number of cellular proteins 

that play central roles in signaling transduction processes (Pratt & Toft, 2003). It has been 

reported that the intracellular domain of HER2 binds to Hsp90 and binding of Hsp90 to 

HER2 not only serves to maintain its physiological conformation, but also to restrain HER2 

from forming active signaling dimer (Citri et al, 2004). Tanespimycin is a geldanamycin 

derivative that inhibits Hsp90 function in tumor cells, as well as in murine models (Zsebik et 

al., 2005). Cellular studies established that tanespimycin treatment either alone or in 

combination with trastuzumab inhibited cell growth and induced cell death in trastuzumab-

sensitive and in trastuzumab-resistant cell lines (Zsebik et al., 2005). The inhibition of cell 

growth by tanespimycin was associated with decrease in membrane bound HER2 levels, 

most likely due to ubiquitination and lysosomal pathway dependent HER2 protein 

degradation (Raja et al., 2008). A phase I clinical testing of a combination of trastuzumab 

and tanespimycin showed safe and active in trastuzumab-resistant breast cancer and 

induced antitumor activity in HER2-positive metastatic breast cancers (Modi et al., 2007). 

The following table provides information with regards to clinical trials testing multiple 
agents for the treatment of trastuzumab-resistant breast cancers. More detailed information 
can be found in the U.S. National Cancer Institute’s website at 
http://www.cancer.gov/clinicaltrials.  

8.2 Monoclonal antibodies indicated for the treatment of trastuzumab-resistant 
disease 

Pertuzumab is an IgG1 monoclonal antibody that binds to domain II of extracellular 

segment of HER2. Domain II mediates homo- and hetero-dimerization of HER2 with other 

members of the HER family. Therefore, binding of HER2 with pertuzumab prevents 

HER2-mediated dimerization and inhibits HER2-coupled signaling (Nahta et al., 2004b). 

Unlike pertuzumab, trastuzumab binds to domain IV of extracellular segment of HER2 

receptor (Franklin et al., 2004). Cellular studies indicate that the combination of these two 

anti-HER2 antibodies exhibited synergistic effects in inhibiting breast cancer cell survival 

(Nahta et al., 2004b).  
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Clinical trial combination therapy for 
trastuzumab-resistant HER2 positive 
breast cancer 

Molecular targets Phase of 
clinical study 

XL147/trastuzumab/paclitaxel PI3K/HER2/microtubules I,II 

BKM120/trastuzumab PI3K/HER2 I,II 

AUY922/trastuzumab Hsp90/HER2 I,II 

GRN163L/trastuzumab Telomerase/ErbB2 I 

Everolimus/trastuzumab/vinorelbine mTOR/HER2/tubulin III 

Rapamycin/trastuzumab mTOR/HER2 II 

Temsirolimus/neratinib mTOR/EGFR, HER2 I,II 

Panobinostat/trastuzumab Histone deacetylase 
(HDAC)/HER2 

I,II 

BIBW2992/vinorelbine EGFR, HER2/tubulin III 

BMS-754807/trastuzumab Insulin-like growth factor-I 
receptor, insulin receptor/HER2 

I,II 

Table 2. Ongoing clinical trials testing multiple agents for trastuzumab-resistant breast 
cancer. 

Addition of pertuzumab after progression to ongoing trastuzumab in xenografts 
synergistically increased tumor inhibition compared with trastuzumab alone (Friess et al., 
2005). Taken together, these data suggest that trastuzumab and pertuzumab have 
complementary mechanisms of action and that the addition of pertuzumab to trastuzumab 
may improve clinical efficacy as a result of potentially broader blockade of the HER tumor 
cell proliferation and survival signaling (Friess et al., 2005). A Phase II trial of combination 
of pertuzumab and trastuzumab in HER2-positive patients that progressed on trastuzumab 
therapy indicated that the combination was active and well tolerated and adverse events 
were mild to moderate (Baselga et al., 2010). Data from this Phase II clinical trial indicated 
that objective response rate was 24.2%, the clinical benefit rate was 50%, and progression-
free survival was 5.5 months in the cohort of patients (Baselga et al., 2010). Additionally, 
IMC-1121B (anti-VEGFR-2 monoclonal antibody) and IMC-18F1 (anti-VEGFR-1 monoclonal 
antibody) have been tested in clinical trials in combination with capecitabine, a 
chemotherapeutic agent that inhibits DNA synthesis and slows growth of tumor tissue, for 
the treatment of trastuzumab-resistant disease (National Cancer Institute, 2011; Schwartz et 
al., 2010; Spratin et al., 2010;).  

8.3 Optimization of antibody structures  

Advanced recombinant DNA technologies allow researchers to engineer therapeutic 
antibodies on a more rational basis. This can yield more homogeneous and stable molecules 
with additional properties such as increased cytotoxicity, dual-targeting, monovalent 
monoclonal antibodies, and enhanced penetration into solid tumors (Beck et al., 2010; Jin et 
al., 2008).  
The variable region (Fv) of a monoclonal antibody is responsible for the binding of antibody 
to the antigens. Affinity maturation technology has been used to improve the binding 
affinity and specificity of Fv to the target. Targeting c-Met with antibodies had been difficult 
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because most antibodies had intrinsic agonistic activity (Prat et al., 1998). A one-armed (OA) 
variant of the anti-c-Met antibody 5D5 was found to act as a pure antagonist and had the 
ability to inhibit the growth of cells dependent on SF/HGF-c-Met autocrine and paracrine 
signaling (Jin et al., 2008; Nguyen et al., 2003). Data have shown that monovalent 5D5 
antibody potently inhibited glioma growth in an orthotopic in vivo model (Martens et al., 
2006).  
The constant region (Fc) of an antibody is essential for the interaction between antibody and 
Fc receptors presenting on immune cells (Bruhns et al., 2009). Fc functions can be modulated 
by altering glycosylation status and binding affinity to Fc receptors, resulting in changes in 
antibody-dependent cellular cytotoxicity (ADCC), serum half-life, anti-inflammatory 
properties, and complement activation. Musolino et al. reported that the response to 
trastuzumab in metastatic breast cancer correlates with expression of the high affinity allele 

of the activating FcγRIIIa (CD16a)-158V/V (Musolino et al., 2008). It was recently reported 
that MGAH22, an anti-HER2 monoclonal antibody, was engineered in the Fc domain to 
increase binding to both alleles of the CD16a (Nordstrom et al., 2010). It was also reported 
that MGAH22 had enhanced activity against HER2-expressing tumors in hCD16a-158F 
transgenic mice (Nordstrom et al., 2010). A preclinical study showed that MGAH22 
conferred enhanced activity against HER2-positive breast tumor cells, including cells 
resistant to trastuzumab (Nordstrom et al., 2010). Furthermore, MGAH22 exhibited greater 
ADCC against HER2-expressing cancer cells with lower EC50 (Nordstrom et al., 2010). 
According to the information obtained from the website of the National Cancer Institute, 
MGAH22 is currently in phase I clinical trials for the treatment of the patients with the 
HER2-positive cancers, including breast cancer, that have not responded to the standard 
treatment (National Cancer Institute, 2011, http://www.cancer.gov/clinicaltrials).  
Multiple signaling pathways contribute to cancer development and progression. Bispecific 
antibodies, which are directed against two antigens that drive cancer progression, might 
yield better therapeutic efficacy than inhibition of a single target (Chames & Baty, 2009). 
Bispecific antibodies can be obtained by combining the variable domains of two already 
characterized monoclonal antibodies (two VL domains on the light chain and two VH 
domains on the heavy chain) using the dual variable domain IgG (DVD-IgG) technology.  
This technology enables the different specificities of two monoclonal antibodies to be 
engineered into a single functional, dual-specific, tetravalent IgG like molecule (Beck et al., 
2010). A different approach consists of engineering an additional paratope, the antigen-
binding site of an antibody, in the variable domain of an existing antibody, which results in 
simultaneous binding to two different antigens (Beck et al., 2010; Bostrom et al., 2009). The 
bispecific antibody (MM-111) was developed to target both ErbB2 and ErbB3. MM-111 was 
indicated to displace heregulin from ErbB3 and thereby prevents receptor phosphorylation, 
resulting in the inhibition of tumor growth. MM-111 in combination with trastuzumab is 
currently in a clinical trial to treat trastuzumab-resistant breast cancer (Arnett et al., 2011; 
National Cancer Institute, 2011, http://www.cancer.gov/clinicaltrials).  
Polyclonal or oligoclonal antibodies refer to the recombinant polycolonal or oligoclonal 
antibodies directed against the same or different targets. For example, the Rhesus D blood 
group antigen-specific polyclonal antibody rozrolimupab (Sym001; Symphogen A/S), which is 
a mixture of 25 unique recombinant monoclonal antibodies, is currently in Phase II clinical 
trials for the treatment of chronic and acute idiopathic thrombocytopenic purpura (Beck et al, 
2010; Swann, et al 2008;). Hopefully, in the near future we will see more optimized monoclonal 
antibodies entering the clinical trials to treat trastuzumab-resistant disease.  
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8.4 Antibody-drug conjugates (ADC)  

An important approach to delivering a lethal quantity of cytotoxic agent to the cancer cells is 
to select an antibody that specifically binds to a cancer-specific antigen that can mediate a 
rapid rate of endocytosis of antibody conjugate and accumulate them at a high 
concentration in cancer cells, thus resulting in cancer cell-specific killing while minimizing 
damage to normal cells (Chen at al., 2005; Senter, 2009). Antibody-drug conjugates are 
monoclonal antibody-based products that are covalently attached to the cytotoxic agent by 
chemical linkers (Alley et al., 2010). It is now a common strategy to develop monoclonal 
antibody-cytotoxic drug conjugates to improve the efficacy of both the monoclonal antibody 
and the cytotoxic agent for cancer indications (Chen at al, 2005; Senter, 2009). Antibody-drug 
conjugates consist of three different elements: the monoclonal antibody, linker, and 
cytotoxic agent. Three different classes of cytotoxic agents, including calicheamicin-based, 
maytansinoid-based, and auristatin-based cytotoxic agents, are commonly used as drugs to 
be conjugated to antibodies. Calicheamicin is a natural product and has been the subject of 
extensive research for drug delivery, due to its ability to bind to DNA in the minor groove, 
resulting in DNA cleavage. Maytansinoid derivatives and auristatin represent other classes 
of highly potent drugs that have been widely utilized for antibody-drug conjugate 
development. Both cytotoxic agents, maytansinoid derivatives and auristatin, act by binding 
to tubulin to mediate inhibition of tubulin polymerization (Chari, 2008; Doronina et al, 2006; 
Doronina et al. 2003). Traditionally, the antibody in an antibody-drug conjugate functions as 
a vehicle to carry drugs to the tumor site and drugs with high systemic toxicity are selected 
as payload in the antibody-drug conjugate. Gemtuzumab ozogamicin (Mylotarg), an anti-
CD33 antibody conjugated to calicheamicin, was granted marketing approval for the 
treatment of relapsed acute myeloid leukemia in 2000. It was withdrawn from the U.S. 
market in June 2010 when a clinical trial showed that the drug failed to demonstrate clinical 
benefit to the patients enrolled in clinical trials.  
Trastuzumab-DM1 (T-DM1) is an antibody-drug conjugate that was generated by linking 
the maytansinoid derivative maytansin to trastuzumab via a thioether linker (Lewis Phillips 
et al., 2008). Testing of T-DM1 in a panel of HER2-positive trastuzumab-sensitive and 
trastuzumab-resistant cell lines indicated that T-DM1 was cytotoxic in both trastuzumab-
sensitive and trastuzumab-resistant breast cancer cell lines (Lewis Phillips et al. 2008). T-
DM1 also inhibited tumor growth and caused tumor regression in trastuzumab resistant 
animal xenograft models (Lewis Phillips et al. 2008). T-DM1 was reported to retain the 
mechanisms of action of trastuzumab and was also active against lapatinib-resistant cell 
lines and tumors (Junttila et al., 2010). A Phase I clinical trial testing of T-DM1 reported that 
T-DM1 was associated with clinical activity in HER2-positive patients who had progressed 
on trastuzumab–based therapy (Krop et al., 2010). A Phase II study recently reported that T-
DM1 had robust single-agent activity in metastatic breast cancer patients who had 
progressed on the previous HER2-directed therapy (Burris III et al., 2011). These clinical 
studies provide the evidence that the HER2 pathway remains a valid therapeutic target 
following disease progression on trastuzumab and suggest that antibody-drug conjugates 
are a novel and effective approach that can be used to treat trastuzumab-resistant disease.  

8.5 Development of novel therapeutic approaches: Mechanisms of resistance-based 
design of antibody drug conjugates 

Significant effort has been made to understand the mechanisms of resistance to 
trastuzumab. Many different small molecules, for example PI3 kinase inhibitors and c-Src 
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inhibitors have been shown to be able to revert trastuzumab-resistant phenotypes in 
preclinical settings (Junttila et al., 2009; Zhuang et al., 2010). Table 3 summarizes some of the 
novel proposed molecular targets involved in trastuzumab-resistance and small molecules 
that are able to override trastuzumab-resistant phenotypes based on the preclinical studies. 
 

Molecular target 
implicated in 
trastuzumab resistance 

Inhibitor for the target 
(preclinical studies) 

Reference for the preclinical 
studies 

Rac1 NSC23766 Dokmanovic et al., 2009 

EGFR Lapatinib 
Neratinib  

Nahta et al.,2007  
Burstein et al.,2010  

PI3K GDC-0941 
LY294002 
Wortmannin 
SF1126 

Junttila et al., 2009 
Clark et al., 2002  
Nagata et al., 2004 
Ozbay et al., 2010 

Akt Triciribine (API-2) Lu et al.,2007 

mTOR RAD001(everolimus) Lu et al.,2007  

PI3K/mTOR NVP-BEZ235 Serra et al., 2008 

PDK-1/Akt OSU-03012 Tseng et al., 2006 

HSP90 SNX-2112 
17-AAG 

Chandarlapaty et al., 2010 
Modi et al., 2007  

TGF-β1 LY2109761 Wang et al., 2008 

Src Dasatinib Zhuanget al., 2010  

Proteasome LLnL Lu et al., 2004 

Hyaluronan synthesis 4-MU 
(methylumbelliferon) 

Palyi-Krekk et al., 2007 

Fatty acid synthase C-75 Vazquez-Martin et al., 2007 

Table 3. Emerging molecular targets implicated in the trastuzumab-resistance and their 
respective inhibitors. 

TGF-β is a secreted ligand that binds to type I and type II TGF-β receptors and induces the 
secretion of HER family ligands, such as TGF-ǂ, amphiregulin, and heregulin. Secreted HER 
family ligands may enhance the association of p85 subunit of PI3K with HER3 and activate 

PI3K/Akt (Wang et al., 2008). Treatment with TGF-ǃ or expression of TGF-β type I receptor 
in HER2-overexpressing cells reduced their sensitivity to the HER2 antibody trastuzumab. 

Inhibition of TGF-β type I receptor by LY2109761, a TGF-β receptor type I and type II dual 
inhibitor, restored sensitivity to trastuzumab (Wang et al., 2008). Rac1 is a Ras-like small 
GTPase which is believed to be associated with breast cancer progression and metastasis 
(Sahai & Marshall, 2002). Inhibition of Rac1 activity by Rac1 specific inhibitor, NSC23766, 
resulted in the restoration of the trastuzumab-mediated HER2 endocytic degradation and 
inhibition of the cell growth in trastuzumab-resistant cells (Dokmanovic et al., 2009). It has 
been reported that the inhibition of c-Src activity by dasatinib partially restored trastuzumab 
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sensitivity in trastuzumab-resistant breast cancer cells (Zhuang et al., 2010). 4-MU inhibition 
of hyaluronan synthase enhanced trastuzumab-mediated growth inhibition in trastuzumab-
resistant JIMT-1 xenografts (Palyi-Krekk et al., 2007). Inhibition of fatty acid syntheses 
(FASN) re-sensitized the trastuzumab-resistant SKBR3 cells to trastuzumab-mediated cell 
death (Vazquez-Martin et al., 2007). 
Several other approaches were utilized to interfere with the molecular pathways associated 
with trastuzumab-resistance in the preclinical studies. It has been recently reported that the 
overexpression of FoxM1, an oncogenic transcription factor, confers resistance to the 
trastuzumab (Carr et al., 2010). Attenuation of FoxM1 expression either by small interfering 
RNA or by an alternate reading frame (ARF)-derived peptide inhibitor increased the 
sensitivity to trastuzumab (Carr et al., 2010). Damiano et al. report that a novel toll-like 
receptor 9 agonist, which is also referred as the immune modulatory oligonucleotide (IMO), 
exerts antiangiogenic effects by cooperating with anti-EGFR or anti-VEGF antobodies, 
(Damiano et al., 2009). It was also shown that IMO and trastuzumab exert a cooperative 
antiangiogenic effect on trastuzumab-resistant breast cancer xenografts and that combining 
IMO and trastuzumab may be a potential strategy for the treatment of trastuzumab-resistant 
breast cancers (Damiano et al., 2009). The Y-box binding protein-1 (YB-1) is an oncogenic 
transcription/translation factor mediating expression of growth promoting genes such as 
EGFR and HER2. YB-1 is activated by phosphorylation at Serine 102 residue, and a decoy 
cell permeable peptide (CPP) functions as interference peptide to prevent endogenous YB-1 
phosphorylation and activation. This results in the down-regulation of both HER-2 and 
EGFR transcript level and protein expression (Law et al., 2010). Interestingly, treatment with 
CPP has been reported to enhance sensitivity and overcome resistance to trastuzumab in 
cells expressing amplified HER-2, suggesting that CPP may be a novel approach for the 
treatment of trastuzumab-resistant breast cancers (Law et al., 2010).  
Even though there were multiple mechanisms of trastuzumab-resistance proposed from the 
preclinical studies, the question remains how the knowledge gained from these cellular and 
animal models can be translated into the next generation of monoclonal antibodies to 
overcome therapeutic resistance to trastuzumab. Based on literature and data from our 
laboratory (Dokmanovic et al., 2009), we propose a new approach by designing an antibody-
drug conjugate (ADC) based on mechanisms of trastuzumab resistance. In this ADC, 
trastuzumab is conjugated by a small molecule that has ability to inhibit the cellular target(s) 
that has been demonstrated to contribute to trastuzumab-resistance. This proposed strategy 
may increase the magnitude and duration of the response to trastuzumab treatment.  

9. Conclusions 

Treatment with trastuzumab significantly improves outcomes for women with HER2-
positive breast cancer. However, therapeutic resistance to trastuzumab poses a significant 
challenge in the treatment of human breast cancer. Pre-clinical studies conducted in the past 
few years have improved our understanding of molecular mechanisms contributing to the 
trastuzumab-resistance, and potential predictive biomarkers, such as the serum levels of 
extracellular cellular domain (ECD) of HER2, the status of p95HER2 and IGF-IR, and loss of 
PTEN, have been reported. However, no predictive markers are currently used in the clinic 
to differentiate HER2-positive breast cancers that would respond favorably to trastuzumab 
from trastuzumab-resistant disease. Validation of novel predictive biomarkers must be 
performed with clinical samples in the context of prospective clinical trial in which 
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prognostic or predictive questions can be answered (Hirsch & Wu, 2007; Murphy et al., 
2005). Resistance to monoclonal antibody therapeutics represents a common obstacle to the 
clinical efficacy for monoclonal antibody-based therapy. Understanding the molecular 
mechanisms of trastuzumab-resistance will lead to the discovery of new therapeutic targets, 
as well as more effective approaches. Innovative strategies to optimize antibody structures 
to develop next generation of monoclonal antibodies, such as antibody-drug conjugates, 
bispecific antibodies, and antibodies with either enhanced or silenced effector function, will 
also play a critical role in overcoming therapeutic resistance to monoclonal antibodies.  

10. Acknowledgment 

We thank Drs. Dianne S. Hirsch, David M. Frucht, and Patrick G. Swann for the critical 
review of this manuscript. Disclaimer: The information presented in this article reflects the 
views of the authors and does not represent the policy of the U.S. Food and Drug 
Administration. 

11. References 

Ali, SM., Carney, WP., Esteva, FJ., Fornier, M., Harris, L., Kostler, WJ., Lotz, J-P., Luftner, D., 
Pichon, MF., Lipton, A. & Serum HER-2/neu Study Group. Serum HER-2/neu and 
relative resistance to trastuzumab-based therapy in patients with metastatic breast 
cancer. (2008). Cancer, Vol.113, No.6, (September 2008), pp. (1294-1301). 

Allegra, CJ., Jessup, JM., Somerfield, MR., Hamilton, SR., Hammond, EH., Hayes, DF., 
McAllister, PK., Morton RF. & Schilsky, RL. (2009). American Society of Clinical 
Oncology provisional clinical opinion: testing for KRAS gene mutations in patients 
with metastatic colorectal carcinoma to predict response to anti-epidermal growth 
factor receptor monoclonal antibody therapy. Journal of Clinical Oncology, Vol.27, 
No.12, (April 2009), pp. (2091–2096). 

Alley, SC., Okeley, NM. & Senter, PD. (2010). Antibody-drug conjugates: targeted drug 
delivery for cancer. Current Opinion in Chemical Biology, Vol.14, No.4, (August 2010), 
pp. (529-537). 

Arnett, SO., Teillaud, JL., Wurch, T., Reichert, JM., Dunlop, C. & Huber, M. (2011)..IBC’s 21st 
Annual Antibody Engineering and 8th Annual Antibody Therapeutics International 

Conferences and 2010 Annual Meeting of The Antibody Society December 5-9, 
2010, San Diego, CA. mAbs,Vol. 3,No.2, (March 2011), pp. (133-152). 

Arribas, J., Baselga, J., Pedersen, K. & Parra-Palau, JL. (2011). P95HER2 and Breast Cancer. 
Cancer Research, Vol.71, No.5, (March 2011), pp. (1515-1519). 

Banerjee, S. & Smith, IE. (2010). Management of small HER2-positive breast cancers. The 
Lancet Oncology, Vol.11, No.12, (December 2010), pp. (1193-1199). 

Bartsch, R., Wenzel, C., Zielinski, CC. & Steger, GG. (2007).HER-2-positive breast cancer: 
hope beyond trastuzumab. BioDrugs, Vol.21, No.2, pp.(69-77). 

Baselga, J., Norton, L., Albanell, J., Kim YM. & Mendelsohn, J. (1998). Recombinant 
humanized anti-HER2 antibody (Herceptin) enhances the antitumor activity of 
paclitaxel and doxorubicine against HER2/neu overexpressing human breast 
cancer xenografts. Cancer Research, Vol.58, No.13, (July 1998), pp. (2825-2831). 

Baselga, J. & Swain, SM. (2009). Novel anticancer targets: revisiting ERBB2 and discovering 
ERBB3. Nature Reviews Cancer, Vol. 9, No.7, (July2009), pp. (463-475). 

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

190 

Baselga, J., Gelmon, KA., Verma, S., Wardley, A., Conte, P., Miles, D., Bianchi, G., Cortes, J., 
McNally, VA., Ross, GA., Fumoleau, P. & Gianni, L. (2010). Phase II trial of 
pertuzumab and trastuzumab in patients with human epidermal growth factor 
receptor 2-positive metastatic breast cancer that progressed during prior 
trastuzumab therapy. Journal of Clinical Oncology, Vol.28, No.7, (March 2010), pp. 
(1138-1144). 

Bekaii-Saab, T., Williams, N., Plass, C., Calero, MV. & Eng, C. (2006). A novel mutation in 
the tyrosine kinase domain of ERBB2 in hepatocellular carcinoma. BMC Cancer, 
Vol.6, (December 2006), pp.278. 

Beck, A., Wurch, T., Bailly, C. & Corvaia, N. (2010). Strategies and challenges for the next 
generation of therapeutic antibodies. Nature Reviews Immunology,Vol.10, No.5, (May 
2010), pp.(345-352). 

Benvenuti, S., Sartore-Bianchi, A., Di Nicolantonio, F., Zanon, C., Moroni, M., Veronese, S., 
Siena, S. & Bardelli, A. (2007) .Oncogenic activation of the RAS/RAF signaling 
pathway impairs the response of metastatic colorectal cancers to anti-epidermal 
growth factor receptor antibody therapies. Cancer Research, Vol.67, No.6, (March 
2007), pp. (2643-2648). 

Berns, K., Horlings, HM., Hennessy, BT., Madiredjo, M., Hijmans, EM., Beelen, K., Linn, SC., 
Gonzalez-Angulo, AM., Stemke-Hale, K., Hauptmann, M., Beijersbergen, RL., 
Mills, GB., van de Vijver, MJ. & Bernards ,R. (2007). A functional genetic approach 
identifies the PI3K pathway as a major determinant of trastuzumab resistance in 
breast cancer. Cancer Cell, Vol.12, No.4, (October 2007), pp. (395-402).  

Blackwell, KL., Burstein, HJ., Storniolo, AM., Rugo, H., Sledge, G., Koehler, M., Ellis, C., 
Casey, M., Vukelja, S., Bischoff, J., Baselga, J. & O’Shaughnessy, J. (2010). 
Randomized study of Lapatinib alone or in combination with trastuzumab in 
women with ErbB2-positive, trastuzumab-refractory metastatic breast cancer. 
Journal of Clinical Oncology, Vol.28, No.7, (March 2010), pp. (1124-1130). 

Bostrom, J., Yu, SF., Kan, D., Appleton, BA., Lee, CV., Billeci, K., Man, W., Peale, F., Ross, S., 
Wiesmann, C. & Fuh, G.(2009). Variants of the antibody herceptin that interact with 
HER2 and VEGF at the antigen binding site. Science, Vol.323, No.5921, (March 
2009), pp.(1610–1614). 

Brufsky, A. (2010). Trastuzumab-based therapy for patients with HER2-positive breast 
Cancer: from early scientific development to foundation of care. American Journal of 
Clinical Oncology, Vol.33, No.2, (April 2010), pp. (186-195). 

Bruhns, P., Iannascoli, B., England, P., Mancardi, DA., Fernandez, N., Jorieux, S. & Daëron, 
M. (2009).Specificity and affinity of human Fcgamma receptors and their 
polymorphic variants for human IgG subclasses. Blood, Vol.113, No.16, (April 2009), 
pp.(3716–3725). 

Burris HA 3 rd., Rugo HS., Vukelja SJ., Vogel CL., Borson RA., Limentani S., Tan-Chiu E., 
Krop IE., Michaelson RA.,Girish S., Amler L., Zheng M., Chu YW., Klencke B.,& 
O’Shaughnessy, JA.(2011). Phase II study of the antibody-drug conjugate 
trastuzumab-DM1 for the treatment of human epidermal growth factor receptor 
2(HER2)-positive breast cancer after prior HER2-directed therapy. Journal of Clinical 
Oncology, Vol.29, No.4, (February 2011), pp. (398-405). 

Burris, HA 3rd., Hurwitz, HI., Dees, EC., Dowlati, A., Blackwell, KL., O’Neil, B., Marcom, 
PK., Ellis, MJ., Overmoyer, B., Jones, SJ., Harris, JL., Smith, DA., Koch, KM., Stead, 

www.intechopen.com



 
Trastuzumab-Resistance and Breast Cancer 

 

191 

A., Mangum, S. & Spector, NL.(2005). Phase I safety, pharmacokinetics, and clinical 
activity study of lapatinib (GW572016), a reversible dual inhibitor of epidermal 
growth factor receptor tyrosine kinases, in heavily pretreated patients with 
metastatic carcinomas. Journal of Clinical Oncology, Vol.23, No.23, (August 2005), pp. 
(5305-5313). 

Burstein, HJ., Kuter, I., Campos, SM., Gelman, RS., Tribou, L., Parker, LM., Manola, J., 
Younger, J., Matulonis, U., Bunnell, CA., Partridge, AH., Richardson, PG., Clarke, 
K., Shulman, LN. & Winer, EP. (2001). Clinical activity of trastuzumab and 
vinorelbine in women with HER2-overexpressing metastatic breast cancer. Journal 
of Clinical Oncology, Vol.19, No.10, (May 2001), pp. (2722-2730). 

Burstein, HJ., Sun, Y., Dirix, LY., Jiang, Z., Paridaens, R., Tan, AR., Awada, A., Ranade, A., 
Jiao, S., Schwartz, G., Abbas, R., Powell, C., Turnbull, K., Vermette, J., Zacharchuk, 
C. & Badwe, R. (2010). Neratinib, an irreversible ErbB receptor tyrosine kinase 
inhibitor, in patients with advanced ErbB2-positive breast cancer. Journal of Clinical 
Oncology, Vol.28, No.8, (March 2010), pp. (1301-1307). 

Cardinale, D., Colombo, A., Torrisi, R., Sandri, MT., Civelli, M., Salvatici, M., Lamantia, G., 
Colombo, N., Cortinovis, S., Dessanai, MA., Nole, F., Veglia, F. & Cipolla, CM. 
(2010). Trastuzumab-induced cardiotoxicity: clinical and prognostic implications of 
troponin I evaluation. Journal of Clinical Oncology, Vol.28, No.25, (September 2010), 
pp. (3910-3916). 

Carney, WP. Neumann, R., Lipton, A., Leitzel K., Ali, S. & Price, CP. (2003).Potential clinical 
utility of serum HER2/neu oncoprotein concentrations in patients with breast 
cancer. Clinical Chemistry, Vol.49, No.10, (October 2003), pp. (1579-1598). 

Carr, JR., Park, HJ. Wang, Z., Kiefer, MM. & Raychaudhuri, P. (2010). FoxM1 mediates 
resistance to herceptin and paclitaxel. Cancer Research, Vol.70, No.12, (June 2010), 
pp. (5054-5063). 

Carraway, KL 3rd. & Cantley, LC. (1994). A neu acquaintance for erbB3 and erbB4: a role for 
receptor heterodimerization in growth signaling. Cell, Vol.78, No.1, (July 1994), 
pp.(5–8). 

Carter, P., Presta, L., Gorman, CM., Ridgway, JB., Henner, D., Wong, WL., Rowland, AM., 
Kotts, C., Carver, ME.& Shepard, HM.(1992). Humanization of an anti-p185HER2 
antibody for human cancer therapy. Proceedings of the National Academy of Sciences of 
the United States of America, Vol.89, No.10, (May 1992), pp.(4285-4289). 

Chames, P. & Baty, D. (2009). Bispecific antibodies for cancer therapy: the light at the end of 
the tunnel? mAbs, Vol.1, No.6, (November-December 2009), pp.539–547. 

Chandarlapaty, S., Scaltriti, M., Angelini, P., Ye, Q., Guzman, M., Hudis, CA., Norton, L., 
Solit, DB., Arribas, J., Baselga, J.& Rosen, N.(2010). Inhibitors of HSP90 block p95-
HER2 signaling in Trastuzumab-resistant tumors and suppress their growth. 
Oncogene, Vol.29, No.3, (January 2010), pp.(325-334). 

Chari, RV.(2008). Targeted cancer therapy: conferring specificity to cytotoxic drugs. Accounts 
of Chemical Research, Vol.41,No.1, (January 2008), pp.(98-107). 

Chen, J., Jaracz, S., Zhao, X., Chen, S.& Ojima, I. (2005). Antibody-cytotoxic agent conjugates 
for cancer therapy. Expert Opinion on Drug Delivery, Vol.2, No.5, (September 
2005),pp. (873-890). 

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

192 

Cho, HS., Mason, K., Ramyar, KX., Stanley, AM., Gabelli, SB., Denney, DW Jr. & Leahy, DJ. 
(2003). Structure of the extracellular region of HER2 alone and in complex with the 
Herceptin Fab. Nature, Vol.421, No.6924, (February 2003), pp. (756-760).  

Chung, KY., Shia, J., Kemeny, NE., Shah, M., Schwartz, GK., Tse, A., Hamilton, A., Pan, D., 
Schrag, D., Schwartz, L., Klimstra, DS., Fridman, D., Kelsen, DP. & Saltz, LB. (2005). 
Cetuximab shows activity in colorectal cancer patients with tumors that do not 
express the epidermal growth factor receptor by immunohistochemistry. Journal of 
Clinical Oncology, Vol.23, No.9, (March 2005), pp. (1803–1810). 

Citri, A., Gan, J., Mosesson, Y., Vereb, G., Sz¨oll˝osi, J.& Yarden, Y. (2004). Hsp90 restrains 
ErbB2/HER2 signalling by limiting heterodimer formation. EMBO Reports, Vol.5, 
No.12, (December 2004), pp.(1165-1170). 

Clark, AS., West, K., Streicher, S. & Dennis, PA. (2002). Constitutive and inducible Akt 
activity promotes resistance to chemotherapy, trastuzumab, or tamoxifen in breast 
cancer cells. Molecular Cancer Therapeutics, Vol.1, No.9, (July 2002), pp. (707-717). 

Damiano, V., Garofalo, S., Rosa, R., Bianco, R., Caputo, R., Geraldi, T., Merola, G., Racioppi, 
L., Garbi, C., Kandimalla, ER., Agrawal S.& Tortora, G. (2009). A novel toll-like 
receptor 9 agonist cooperates with trastuzumab in trastuzumab-resistant breast 
tumors through multiple mechanisms of action. Clinical Cancer Research, Vol.15, 
No.22, (November 2009), pp. (6921-6930). 

Dave, B., Migliaccio, I., Gutierrez, MC., Wu, MF., Chamness, GC., Wong, H., Narasanna, A., 
Chakrabarty, A., Hilsenbeck, SG., Huang, J., Rimawi, M., Schiff, R., Arteaga, C., 
Osborne, CK. & Chang, JC. Loss of phosphatase and tensin homolog or 
phosphoinositol-3 kinase activation and response to trastuzumab or lapatinib in 
human epidermal growth factor receptor 2-overexpressing locally advanced breast 
cancer. (2011). Journal of Clinical Oncology, Vol.29, No.2, (January 2011), pp.(166-
173). 

De Roock, W., Piessevaux, H., De Schutter, J., Janssens, M., De Hertogh, G., Personeni, N., 
Biesmans, B., Van Laethem, JL., Peeters, M., Humblet, Y., Van Cutsem, E. & Tejpar, 
S.(2008). KRAS wild-type state predicts survival and is associated to early 
radiological response in metastatic colorectal cancer treated with cetuximab. Annals 
of Oncology, Vol.19, No.3, (March 2008), pp. (508–515). 

Diermeier, S., Horvath, G., Knuechel-Clarke, R., Hofstaedter, F., Szollosi, J. & Brockhoff, G. 
(2005). Epidermal growth factor receptor coexpression modulates susceptibility to 
Herceptin in HER2/neu overexpressing breast cancer cells via specific erbB-
receptor interaction and activation. Experimental Cell Research, Vol.304, No.2, (April 
2005), pp.(604–619). 

Dokmanovic, M., Hirsch, DS., Shen, Y. & Wu, WJ. (2009). Rac1 contributes to trastuzumab 
resistance of breast cancer cells: Rac1 as a potential therapeutic target for the 
treatment of trastuzumab-resistant breast cancer. Molecular Cancer Therapeutics, 
Vol.8, No.6, (June 2009), pp. (1557-1569). 

Doronina, SO., Mendelsohn, BA., Bovee, TD., Cerveny, CG., Alley, SC., Meyer, DL., 
Oflazoglu, E., Toki, BE., Sanderson, RJ., Zabinski, RF., Wahl, AF. & Senter, PD. 
(2006).Enhanced activity of monomethylauristatin F through monoclonal antibody 
delivery: effects of linker technology on efficacy and toxicity. Bioconjugate 
Chemistry, Vol.17,No.1, (January-February 2006), pp.(114-124). 

www.intechopen.com



 
Trastuzumab-Resistance and Breast Cancer 

 

193 

Doronina, SO., Toki, BE., Torgov, MY., Mendelsohn, BA., Cerveny, CG., Chace, DF., 
DeBlanc, RL., Gearing, RP., Bovee, TD., Siegall, CB., Francisco, JA., Wahl, AF., 
Meyer, DL. & Senter, PD. (2003). Development of potent monoclonal antibody 
auristatin conjugates for cancer therapy. Nature Biotechnology, Vol.21, No.7, (July 
2003), pp.(778-784). 

Esteva, FJ., Guo, H., Zhang, S., Santa-Maria, C., Stone, S., Lanchbury, JS., Sahin, AA., 
Hortobagyi, GN.& Yu, D. (2010). PTEN, PIK3CA, p-AKT, and p-p70S6K status: 
association with trastuzumab response and survival in patients with HER2-positive 
metastatic breast cancer. The American Journal of Pathology, Vol. 177, No. 4, (October 
2010), pp. (1647-1656). 

Ewer, MS., Vooletich, MT., Durand, JB., Woods, ML., Davis, JR., Valero, V. & Lenihan, DJ. 
(2005).Reversibility of trastuzumab-related cardiotoxicity: new insights based on 
clinical course and response to medical treatment. Journal of Clinical Oncology, 
Vol.23, No.31, (November 2005), pp. (7820-7826). 

Ewer, MS. & Lippman, SM. (2005). Type II chemotherapy-related cardiac dysfunction: time 
to recognize a new entity. Journal of Clinical Oncology, Vol.23, No.13, (May 2005), pp. 
(2900-2902).  

Franklin, MC., Carey, KD., Vajdos FF., Leahy, DJ., de Vos, AM. & Sliwkowski, MX. (2004). 
Insights into ErbB signaling from the structure of the ErbB2-pertuzumab complex. 
Cancer Cell, Vol.5, No.4, (April 2004), pp. (317-328). 

Friess, T., their, M., Scheuer, W. et al. (2005). Combination treatment with pertuzumab and 
trastuzumab against Calu-3 human NSCLC xenograft tumors is superior to 
monotherapy. Presented at the 17th Annual Meeting of the American Association for 
Cancer Research–National Cancer Institute–European Organisation for Research and 
Treatment of Cancer, Philadelphia, PA, November 14-18, 2005 

Garrett, TP., McKern, NM., Lou, M., Elleman, TC., Adams, TE., Lovrecz, GO., Kofler, M., 
Jorissen, RN., Nice, EC., Burgess, AW. & Ward, CW. (2003). The crystal structure of 
truncated ErbB2 ectodomain reveals an active conformation, poised to interact with 
other ErbB receptors. Molecular Cell, Vol.11, No.2, (February 2003), pp. (495-505).  

Giusti, RM., Shastri, K., Pilaro, AM., Fuchs, C., Cordoba-Rodriguez, R., Koti, K., Rothmann, 
M., Men, AY., Zhao, H., Hughes, M., Keegan, P., Weiss, KD. & Pazdur, R. (2008). 
U.S. Food and Drug Administration approval: panitumumab for epidermal growth 
factor receptor-expressing metastatic colorectal carcinoma with progression 
following fluoropyrimidine-, oxaliplatin-, and irinotecan-containing chemotherapy 
regimens. Clinical Cancer Research, Vol.14, No.5, (March 2008), pp.(1296–1302). 

Goldstein, NI., Prewett, M., Zuklys, K., Rockwell, P.& Mendelsohn, J. (1995). Biological 
efficacy of a chimeric antibody to the epidermal growth factor receptor in a human 
tumor xenograft model. Clinical Cancer Research, Vol.1, No.11, (November 1995), pp. 
(1311–1318). 

Gordon, LI., Burke, MA., Singh, A.T.., Prachand, S., Lieberman, ED., Sun, L., Naik, TJ., 
Prasad, SV. & Ardehali, H. (2009). Blockage of the erbB2 receptor induces 
cardiomyocyte death through mitochondrial and reactive oxygen species-
dependent pathways. The Journal of Biological Chemistry, Vol.284, No.4, (January 
2009), pp. (2080-2087). 

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

194 

Graus-Porta, D., Beerli, RR., Daly, JM. & Hynes, NE. (1997). ErbB-2, the preferred 
heterodimerization partner of all ErbB receptors, is a mediator of lateral signaling. 
EMBO Journal, Vol.16, No.7, (April 1997), pp.(1647-1655).  

Grazette, LP., Boecker, W., Matsui, T., Semigran, M., Force, TL., Hajjar, RJ. & Rosenzweig, 
A.(2004). Inhibition of ErbB2 causes mitochondrial dysfunction in cardiomyocytes.: 
implications for Herceptin-induced cardiomyopathy. Journal of American College of 
Cardiology, Vol.44, No.11, (December 2004), pp. (2231-2238). 

Guilhot, F., Apperley, J., Kim, DW., Bullorsky, EO., Baccarani, M., Roboz, GJ., Amadori, S., 
de Souza, CA., Lipton, JH., Hochhaus, A., Heim, D., Larson, RA., Branford, S., 
Muller, MC., Agarwal, P., Gollerkeri, A. & Talpaz, M. (2007). Dasatinib induces 
significant hematologic and cytogenetic responses in patients with imatinib-
resistant or –intolerant chronic myeloid leukemia in accelerated phase. Blood, 
Vol.109, No.10, (May 2007), pp.(4143-4150).  

Gusterson, BA., Gelber, RD., Goldhirsch, A., Price, KN., Save-Soderborgh, J., Anbazhagan, 
R., Styles, J., Rudenstam, CM., Golouh, R., Reed, R., Martinez-Tello, F., Tiltman, A., 
Torhorst, J., Grigolato, P., Bettelheim, R., Neville, AM., Burki, K., Castiglione, M., 
Collins, J., Lindtner, J. & Senn, HJ for the International (Ludwig)Breast Cancer 
Study Group. (1992). Prognostic importance of c-erbB-2 expression in breast cancer. 
International (Ludwig) Breast Cancer Study Group. Journal of Clinical Oncology, 
Vol.10, No.7, (July 1992), pp.(1049-1056). 

Guy, PM., Platko, JV., Cantley, LC., Cerione, RA. & Carraway, KL 3rd. (1994). Insect cell- 
expressed p180erbB3 possesses an impaired tyrosine kinase activity. Proceedings of 
the National Academy of Sciences of the United States of America, Vol.91, No.17, (August 
1994), pp.(8132–8136). 

Han, SW., Kim, TY., Hwang, PG., Jeong, S., Kim, J., Choi, IS., Oh, DY., Kim, JH., Kim, DW., 
Chung, DH., Im, SA., Kim,YT., Lee, JS., Heo, DS., Bang, YJ. & Kim, NK. (2005). 
Predictive and prognostic impact of epidermal growth factor receptor mutation in 
non-small-cell lung cancer patients treated with gefitinib. Journal of Clinical 
Oncology, Vol.23, No.11, (April 2005), pp.(2493–2501). 

Hecht, JR., Mitchell, E., Chidiac, T., Scroggin, C., Hagenstad, C., Spigel, D., Marshall, J., 
Cohn, A., McCollum, D., Stella, P., Deeter, R., Shahin, S. & Amado, RG. (2009). A 
randomized phase IIIB trial of chemotherapy, bevacizumab, and panitumumab 
compared with chemotherapy and bevacizumab alone for metastatic colorectal 
cancer. Journal of Clinical Oncology, Vol.27, No.5, (February 2009), pp. (672–680).  

Hirsch, DS. & Wu, WJ.(2007). Cdc42: an effector and regulator of ErbB1 as a strategic target 
in breast cancer therapy. Expert Review of Anticancer Therapy, Vol.7,No.2, (February 
2007), pp.(147-157). 

Huang, X., Gao, L., Wang, S., McManaman, JL., Thor, AD., Yang, X., Esteva, FJ. & Liu, B. 
(2010). Heterotrimerization of the growth factor receptors erbB2, erbB3 and insulin-
like growth factor-i receptor in breast cancer cells resistant to herceptin. Cancer 
Research, Vol.70, No.3, (February 2010), pp.(1204-1214). 

Hudis, CA. (2007). Trastuzumab-mechanism of action and use in clinical practice. The New 
England Journal of Medicine, Vol.357, No.1, (July 2007), pp. (39-51). 

Hynes, NE. & Lane, HA. (2005). ERBB receptors and cancer: the complexity of targeted 
inhibitors. Nature Reviews Cancer, Vol.5, No.5, (May 2005), pp.(341-354). 

www.intechopen.com



 
Trastuzumab-Resistance and Breast Cancer 

 

195 

Jerusalem, G., Fasolo, A., Dieras, V., Cardoso, F., Bergh, J., Vittori, L., Zhang, Y., Massacesi, 
C., Sahmoud, T. & Gianni, L. (2011). Phase I trial of oral mTOR inhibitor everolimus 
in combination with trastuzumab and vinoirelbine in pre-treated patients with 
HER2-overexpressing metastatic breast cancer. Breast Cancer Research and Treatment, 
Vol.125, No.2, (January 2011), pp. (447-455). 

Jin, H., Yang, R., Zheng, Z., Romero, M., Ross, J., Bou-Reslan, H., Carano, RA., Kasman, I., 
Mai, E., Young, J., Zha, J., Zhang, Z., Ross, S., Schwall, R., Colbern, G. & Merchant, 
M. (2008). MetMAb, the one-armed 5D5 anti-c-Met antibody, inhibits orthotopic 
pancreatic tumor growth and improves survival. Cancer Res.earch, Vol.68, No.11 
(Jun 2008), pp. (4360-4368). 

Junttila, TT., Li, G., Parsons, K., Phillips, GL. & Sliwkowski, MX. (2010). Trastuzumab-DM1 
(T-DM1) retains all the mechanisms of action of trastuzumab and efficiently inhibits 
growth of lapatinib insensitive breast cancer. Breast Cancer Research and Treatment, 
(August 2010). 

Junttila, TT., Akita, RW., Parsons, K., Fields, C., Lewis Phillips, GD., Friedman, LS., 
Sampath, D. & Sliwkowski, MX. (2009). Ligand-independent HER2/HER3/PI3K 
complex is disrupted by trastuzumab and is effectively inhibited by the PI3K 
inhibitor GDC-0941. Cancer Cell, Vol.15, No.5, (May 2009), pp. (429-440) 

Karapetis, CS., Khambata-Ford, S., Jonker, DJ., O’Callaghan, CJ., Tu, D., Tebbutt, NC., 
Simes, RJ., Chalchal, H., Shapiro, JD., Robitaille, S., Price, TJ., Shepherd, L., Au, HJ., 
Langer, C., Moore, MJ. & Zalcberg, JR. (2008). K-ras mutations and benefit from 
cetuximab in advanced colorectal cancer. The New England Journal of Medicine, 
Vol.359, No.17, (October 2008), pp. (1757-1765).  

Karnoub, AE. & Weinberg, RA. (2008). Ras oncogenes: split personalities. Nature Reviews 
Molecular Cell Biology, Vol. 9, No.7, (July 2008), pp. (517-531). 

Kaufman B., Mackey, JR., Clemens, MR., Bapsy, PP., Vaid, A., Wardley, A., Tjulandin, S., 
Jahn, M., Lehle, M., Feyereislova, A., Revil, C.,& Jones, A. (2009). Trastuzumab plus 
anastrozole versus anastrozole alone for the treatment of postmenopausal women 
with human epidermal growth factor receptor 2-positive, hormone receptor-
positive metastatic breast cancer: results from the randomized phase III TAnDEM 
study. (2009). Journal of Clinical Oncology, Vol.27, No.33, (November 2009), pp. 
(5529-5537).  

Konecny, GE., Pegram, MD., Venkatesan, N., Finn, R., Yang, G., Rahmeh, M., Untch, M., 
Rusnak, DW., Spehar, G., Mullin, RJ., Keith, BR., Gilmer, TM., Berger, M., Podratz, 
KC. & Slamon DJ. (2006). Activity of the dual kinase inhibitor lapatinib (GW572016) 
against HER-2-overexpressing and trastuzumab-treated BC cells. Cancer Research, 
Vol.66, No.3, (February 2006), pp. (1630-1639).  

Krop, IE., Beeram, M., Modi, S., Jones, SF., Holden, SN., Yu, W., Girish, S., Tibbitts, J., Yi, J 
H., Sliwkowski, MX., Jacobson, F., Lutzker, SG. & Burris, HA. (2010). Phase I study 
of trastuzumab-DM1, an HER2 antibody-drug conjugate, given every 3 weeks to 
patients with HER2-positive metastatic breast cancer. Journal of Clinical Oncology, 
Vol.28, No.16, (June 2010), pp. (2698-2704).  

Kruser, TJ. & Wheeler,DL. (2010). Mechanisms of resistance to HER family targeting 
antibodies. Experimental Cell Research, Vol.316, No.7, (April 2010), pp.(1083-1100). 

Law, JH., Li, Y., To, K., Wang, M., Astanehe, A., Lambie, K., Dhillon, J., Jones, SJ., Gleave, 
ME., Eaves, CJ. & Dunn, SE. (2010). Molecular decoy to the Y-box binding protein-1 

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

196 

suppresses the growth of breast and prostate cancer cells whilst sparing normal cell 
viability. PLOS One, Vol.5, No.9, (September 2010), pp. e12661. 

le Coutre, P., Ottmann, OG., Giles, F., Kim, DW., Cortes, J., Gattermann, N., Apperley, JF., 
Larson, RA., Abruzzese, E., O’Brien, SG., Kuliczkowski, K., Hochhaus, A., Mahon, 
FX., Saglio, G., Gobbi, M., Kwong, YL., Baccarani, M., Hughes, T., Martinelli, G., 
Radich, JP., Zheng, M., Shou, Y. & Kantarjian, H. (2008). Nilotinib (formerly 
AMN107), a highly selective BCR-ABL tyrosine kinase inhibitor, is active in 
patients with imatinib-resistant or -intolerant accelerated-phase chronic 
myelogenous leukemia. Blood, Vol.111, No.4, (February 2008), pp.(1834-1839).  

Lee, KF., Simon, H., Chen, H., Bates, B., Hung, MC. & Hauser, C. (1995). Requirement for 
neuregulin receptor erbB2 in neural and cardiac development. Nature, Vol.378, 
No.6555, (November 1995), pp. (394-398).  

Lee, JW., Soung, YH., Seo, SH., Kim, SY., Park, CH., Wang, YP., Park, K., Nam, SW., Park, 
WS., Kim, SH., Lee, JY., Yoo, NJ.& Lee, SH. (2006). Somatic mutations of ERBB2 
kinase domain in gastric, colorectal, and breast carcinomas. Clinical Cancer Research, 
Vol.12, No.1, (January 2006), pp. (57–61).  

Lewis Phillips, GD., Li, G., Dugger, DL., Crocker, LM., Parsons, KL., Mai, E., Blattler, WA., 
Lambert, JM., Chari, RV., Lutz, RJ., Wong, WL., Jacobson, FS., Koeppen, H., 
Schwall ,RH., Kenkare-Mitra, SR., Spencer, SD. & Sliwkowski, MX. (2008). 
Targeting HER2-positive breast cancer with trastuzumab-DM1, an antibody-
cytotoxic drug conjugate. Cancer Research, Vol.68, No.22, (November 2008), pp. 
(9280-9290).  

Lievre, A., Bachet, JB., Le Corre, D., Boige, V., Landi, B., Emile, JF., Cote, JF., Tomasic, G., 
Penna, C., Ducreux, M., Rougier, P., Penault-Llorca, F. & Laurent-Puig, P. (2006). 
KRAS mutation status is predictive of response to cetuximab therapy in colorectal 
cancer. Cancer Research, Vol.66, No.8, (April 2006), pp. (3992-3995).  

Lin, WL., Kuo, WH., Chen FL., Lee, MY., Ruan, A., Tyan, YS., Hsu, JD., Chiang, H. & Han, 
CP. (2011). Identification of the Coexisting HER2 Gene Amplification and Novel 
Mutations in the HER2 Protein-Overexpressed Mucinous Epithelial Ovarian 
Cancer. Annals of Surgical Oncology, (February 2011).  

Litzow, MR. (2006). Imatinib resistance: obstacles and opportunities. Archives of Pathology 
and Laboratory Medicine, Vol.130, No.5, (May 2006), pp.(669-689).  

Lu, CH., Wyszomierski, SL., Tseng, LM., Sun, MH., Lan, KH., Neal, CL., Mills, GB., 
Hortobagyi, GN., Esteva, FJ. & Yu, D. (2007). Preclinical testing of clinically 
applicable strategies for overcoming trastuzumab resistance caused by PTEN 
deficiency. Clinical Cancer Research, Vol.13, No.19, (October 2007), pp. (5883-5888).  

Lu, Y., Zi, X. & Pollak, M. (2004). Molecular mechanisms underlying IGF-I-induced 
attenuation of the growth-inhibitory activity of trastuzumab (Herceptin) on SKBR3 
breast cancer cells. International Journal of Cancer, Vol.108, No.3, (January 2004), pp. 
(334-341).  

Martens, T., Schmidt, NO., Eckerich, C., Fillbrandt, R., Merchant, M., Schwall, R., Westphal, 
M., Lamszus, K. (2006). A novel one-armed anti-c-Met antibody inhibits 
glioblastoma growth in vivo. Clinical Cancer Research, Vol.12, No.20 Pt1, (October 
2006) pp. (6144-6152). 

Marty, M., Cognetti, F., Maraninchi, D., Snyder, R., Mauriac, L., Tubiana-Hulin, M., Chan, 
S., Grimes, D., Anton, A., Lluch, A., Kennedy, J., O’Byrne, K., Conte, P., Green, M., 

www.intechopen.com



 
Trastuzumab-Resistance and Breast Cancer 

 

197 

Ward, C., Mayne, K., & Extra, JM. (2005). Randomized phase II trial of the efficacy 
and safety of trastuzumab combined with docetaxel in patients with human 
epidermal growth factor receptor 2-positive metastatic breast cancer administered 
as first-line treatment: the M77001 study group. Journal of Clinical Oncology, Vol.23, 
No.19, (July 2005), pp. (4265-4274).  

Mendelsohn, J. (2002). Targeting the epidermal growth factor receptor for cancer therapy. 
Journal of Clinical Oncology, Vol.20, No.18 Suppl, (September 2002), pp. (1S–13S).  

Mittendorf, EA., Wu, Y., Scaltriti, M., Meric-Bernstam, F., Hunt, KK., Dawood, S., Esteva, FJ., 
Buzdar, AU., Chen, H., Eksambi, S., Hortobagyi, GN., Baselga, J. & Gonzalez-
Angulo, AM.(2009). Loss of HER2 amplification following trastuzumab-based 
neoadjuvant systemic therapy and survival outcomes. Clinical Cancer Research, 
Vol.15, No.23, (December 2009), pp. (7381-7388). 

Mittendorf, EA., Liu, Y., Tucker, SL., Mckenzie, T., Qiao, N., Akli, S., Biernacka, A., Liu, Y., 
Meijer, L., Keyomarsi, K. & Hunt, KK. (2010). A novel interaction between 
HER2/neu and cyclin E in breast cancer. Oncogene,Vol. 29, No.27, (July 2010), pp. 
(3896-3907).  

Mitsudomi, T., Kosaka, T., Endoh, H., Horio, Y., Hida, T., Mori, S., Hatooka, S., Shinoda, M., 
Takahashi, T. & Yatabe, Y. (2005). Mutations of the epidermal growth factor 
receptor gene predict prolonged survival after gefitinib treatment in patients with 
non-small-cell lung cancer with postoperative recurrence. Journal of Clinical 
Oncology, Vol.23, No.11, (April 2005), pp. (2513–2520).  

Modi, S., Stopeck, AT., Gordon, MS., Mendelson, D., Solit, DB., Bagatell, R., Ma, W., Wheler, 
J., Rosen, N., Norton, L., Cropp, GF., Johnson, RG., Hannah, AL. & Hudis, CA. 
(2007). Combination of trastuzumab and tanespimycin (17-AAG, KOS-953) is safe 
and active in trastuzumab-refractory HER-2 overexpressing breast cancer: a phase I 
dose-escalation study. Journal of Clinical Oncology, Vol. 25, No.34, (December 2007), 
pp. (5410-5417).  

Morgillo, F., Bareschino, MA., Bianco, R., Tortora, G. & Ciardiello, F. (2007). Primary and 
acquired resistance to anti-EGFR targeted drugs in cancer therapy. Differentiation, 
Vol.75, No.9, (November 2007), pp. (788–799).  

Motoyama, AB., Hynes, NE. & Lane, HA. (2002).The efficacy of ErbB receptor-targeted 
anticancer therapeutics is influenced by the availability of epidermal growth factor-
related peptides. Cancer Research, Vol.62, No.11, (June 2002), pp. (3151–3158).  

Mukohara, T., Engelman, JA., Hanna, NH., Yeap, BY., Kobayashi, S., Lindeman, N., Halmos, 
B., Pearlberg, J., Tsuchihashi, Z., Cantley, LC., Tenen, DG., Johnson, BE. & Jänne, 
PA. (2005). Differential effects of gefitinib and cetuximab on non – small-cell lung 
cancers bearing epidermal growth factor receptor mutations. Journal of the National 
Cancer Institute, Vol.97, No.16, (August 2005), pp. (1185-1194).  

Murphy, N., Millar, E. & Lee, CS. (2005).Gene expression profiling in breast cancer: towards 
individualizing patient management. Pathology, Vol.37, No.4, (August 2005), 
pp.(271-277).  

Musolino, A., Naldi, N., Bortesi, B., Pezzuolo, D., Capelletti, M., Missale, G., Laccabue, D., 
Zerbini, A., Camisa, R., Bisagni, G., Neri, TM. & Ardizzoni, A. (2008). 
Immunoglobulin G fragment C receptor polymorphisms and clinical efficacy of 
trastuzumab-based therapy in patients with HER-2/neu-positive metastatic breast 
cancer. Journal of Clinical Oncology, Vol.26, No.11, (April 2008), pp. (1789-1796)  

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

198 

Nagata, Y., Lan, KH., Zhou, X., Tan, M., Esteva, FJ., Sahin, AA., Klos, KS., Li, P., Monia, BP., 
Nguyen, NT., Hortobagyi, GN., Hung, MC. & Yu, D. (2004). PTEN activation 
contributes to tumor inhibition by trastuzumab, and loss of PTEN predicts 
trastuzumab resistance in patients. Cancer Cell, Vol.6, No.2, (August 2004), pp. (117-
127).  

Nagy, P., Friedlander, E., Tanner, M., Kapanen, AI., Carraway, KL., Isola, J. & Jovin, 
TM.(2005). Decreased accessibility and lack of activation of ErbB2 in JIMT-1, a 
herceptin-resistant, MUC4-expressing breast cancer cell line. Cancer Research, 
Vol.65, No.2, (January 2005), pp. (473-482).  

Nahta, R., Takahashi, T., Ueno, NT., Hung, MC. & Esteva, FJ. (2004a). P27kip1 down- 
regulation is associated with trastuzumab resistance in breast cancer cells. Cancer 
Research, Vol.64, No.11, (June 2004), pp. (3981-3986). 

Nahta, R., Hung, MC. & Esteva, FJ. (2004b). The HER-2 targeting antibodies trastuzumab 
and pertuzumab synergistically inhibit the survival of breast cancer cells. Cancer 
Research, Vol.64, No.7, (April 2004), pp. (2343-2346).  

Nahta, R., Yuan, LX., Zhang, B., Kobayashi, R. & Esteva, FJ. (2005). Insulin-like growth 
factor I receptor/human epidermal growth factor receptor 2 heterodimerization 
contributes to trastuzumab resistance of breast cancer cells. Cancer Research, Vol. 65, 
No. 23, (December 2005), pp.(11118-11128). 

Nahta, R. & Esteva, FJ. (2006). Herceptin: mechanisms of action and resistance. Cancer 
Letters, Vol.232, No.2, (February 2006), pp. (123-138).  

Nahta, R., Yuan, LX., Du, Y. & Esteva, FJ. (2007). Lapatinib induces apoptosis in 
trastuzumab-resistant breast cancer cells: effects on insulin-like growth factor I 
signaling. Molecular Cancer Therapeutics, Vol.6, No.2, (February 2007), pp. (667-674).  

Natali, PG., Nicotra, MR., Bigotti, A., Venturo, I., Slamon, DJ., Fendly, BM. & Ullrich, A. 
(1990). Expression of the p185 encoded by HER2 oncogene in normal and 
transformed human tissues. International Journal of Cancer, Vol.45, No.3, (March 
1990), pp. (457-461).  

Negro, A., Brar, BK. & Lee, KF. (2004). Essential roles of Her2/erbB2 in cardiac development 
and function. Recent Progress in Hormone Research, Vol.59, pp. (1-12).  

Nelson, AL., Dhimolea, E. & Reichert, JM. (2010). Development trends for human 
monoclonal antibody therapeutics. Nature Reviews Drug Discovery, Vol.9, No.10, 
(October 2010), pp. (767-774).  

Nguyen, TH., Loux, N., Dagher, I., Vons, C., Carey, K., Briand, P., Hadchouel, M., Franco, 
D., Jouanneau, J., Schwall, R. & Weber, A. (2003). Improved gene transfer selectivity 
to hepatocarcinoma cells by retrovirus vector displaying single-chain variable 
fragment antibody against c-Met. Cancer Gene Therapy, Vol. 10, No.11, (November 
2003), pp.(840-849). 

Niehans, GA., Singleton, TP., Dykosk,i D., & Kiang, DT. (1993). Stability of HER-2/neu 
expression over time and at multiple metastatic sites. Journal of the National Cancer 
Institute, Vol.85, No.15, (August 1993), pp. (1230-1235). 

Nordstrom, JL., Huang, L., Yang, Y., Tuaillon, N., Stavenhagen, JB., Stewart, S., Moore, PA., 
Johnson, S., Koenig, S., Bonvini; E.(2010). Preclinical antitumor activity of an Fc 
domain-optimized HER2 monoclonal antibody (mAb). Abstract (e13135) of 2010 
American Society of Clinical Oncology Annual Meeting, Chicago, IL June 2010.  

www.intechopen.com



 
Trastuzumab-Resistance and Breast Cancer 

 

199 

O’Shaughnessy, JA., Vukelja, S., Marsland, T., Kimmel, G., Ratnam, S. & Pippen, JE. (2004). 
Phase II study of trastuzumab plus gemcitabine in chemotherapy-pretreated 
patients with metastatic breast cancer. Clinical Breast Cancer, Vol.5, No.2, (June 
2004), pp. (142-147).  

Ohashi K., Marion PL., Nakai H., Meuse L., Cullen JM., Bordier BB., Schwall R., Greenberg 
HB., Glenn JS. & Kay MA. (2000) .Sustained survival of human hepatocytes in mice: 
A model for in vivo infection with human hepatitis B and hepatitis delta viruses. 
Nature Medicine, Vol. 6, No.3, (Mar 2000), pp.(327-331). 

Okines, AF. & Cunningham, D. (2010).Trastuzumab in gastric cancer. European Journal of 
Cancer, Vol.46, No.11, (July 2010), pp. (1949–1959).  

Ozbay, T., Durden, DL., Liu, T., O'Regan, RM. & Nahta, R. (2010). In vitro evaluation of pan- 
PI3-kinase inhibitor SF1126 in trastuzumab-sensitive and trastuzumab-resistant 
HER2-over-expressing breast cancer cells. Cancer Chemotherapy and Pharmacology, 
Vol.65, No.4, (March 2010), pp. (697-706).  

Paik, S., Hazan, R., Fisher, ER., Sass, RE., Fisher, B., Redmond, C., Schlessinger, J., Lippman, 
ME., & King, CR. (1990). Pathologic findings from the National Surgical Adjuvant 
Breast and Bowel Project: prognostic significance of erbB-2 protein overexpression 
in primary breast cancer. Journal of Clinical Oncology, Vol.8, No.1, (January 1990), 
pp. (103-112).  

Palyi-Krekk, Z., Barok, M., Isola, J., Tammi, M., Szollosi, J. & Nagy, P. (2007). Hyaluronan- 
induced masking of ErbB2 and CD44-enhanced trastuzumab internalization in 
trastuzumab resistant breast cancer. European Journal of Cancer, Vol.43, No.16, 
(November 2007), pp. (2423-2433).  

Pao, W., Miller, VA., Politi, KA., Riely, GJ., Somwar, R., Zakowski, MF., Kris, MG. & 
Varmus, H. (2005). Acquired resistance of lung adenocarcinomas to gefitinib or 
erlotinib is associated with a second mutation in the EGFR kinase domain. PLoS 
Med, Vol.2, No.3, (March 2005), pp. e73.  

Prat, M., Crepaldi, T., Pennacchietti, S., Bussolino, F.& Comoglio, PM. (1998). Agonistic 
monoclonal antibodies against the Met receptor dissect the biological responses to 
HGF. Journal of Cell Science, Vol. 111, No. Pt2, (January 1998), pp. (237-247). 

Pedersen, K., Angelini, PD., Laos, S., Bach-Faig, A., Cunningham, MP., Ferrer-Ramon, C., 
Luque-Garcia, A., Garcia-Castillo, J., Parra-Palau, JL., Scaltriti, M., Ramon y Cajal, 
S., Baselga, J. & Arribas, J. (2009). A naturally occurring HER2 carboxy-terminal 
fragment promotes mammary tumor growth and metastasis. Molecular and Cellular 
Biology, Vol.29, No.12, (June 2009), pp. (3319-3331).  

Pegram, MD., Lipton, A., Hayes, DF., Weber, BL., Baselga, JM., Tripathy, D., Baly, D., 
Baughman, SA., Twaddell, T., Glaspy, JA.& Slamon, DJ.(1998). Phase II study of 
receptor-enhanced chemosensitivity using recombinant humanized anti-p185 
HER2/neu monoclonal antibody plus cisplatin in patients with HER2/neu-
overexpressing metastatic breast cancer refractory to chemotherapy treatment. 
Journal of Clinical Oncology, Vol.16, No.8, (August 1998), pp. (2659-2671).  

Pegram, M., Hsu, S., Lewis, G., Pietras, R., Beryt, M., Sliwkowski, M., Coombs, D., Baly, D., 
Kabbinavar, F. & Slamon, D. (1999). Inhibitory effects of combinations of HER-
2/neu antibody and chemotherapeutic agents used for treatment of human breast 
cancer. Oncogene, Vol.18, No.13, (April 1999), pp. (2241-2251).  

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

200 

Perez, EA., Suman, VJ., Rowland, KM., Ingle, JN., Salim, M., Loprinzi, CL., Flynn, PJ., 
Mailliard,JA., Kardinal, CG., Krook, JE., Thrower, AR., Visscher, DW. & Jenkins, 
RB. (2005). Two concurrent phase II trials of paclitaxel/carboplatin/trastuzumab 
(weekly or every-3-week schedule) as first-line therapy in women with HER2-
overexpressing metastatic breast cancer: NCCTG study 983252.Clinical Breast 
Cancer, Vol.6, No.5, (December 2005), pp. (425-432).  

Piccart-Gebhart, MJ., Procter, M., Leyland-Jones, B., Goldhirsch, A., Untch, M., Smith, I., 
Gianni, L., Baselga, J., Bell, R., Jackisch, C., Cameron, D., Dowsett, M., Barrios, CH., 
Steger, G., Huang, CS., Andersson, M., Inbar, M., Lichinitser, M., Lang, I., Nitz, U., 
Iwata, H., Thomssen, C., Lohrisch, C., Suter, TM., Ruschoff, J., Suto, T.,Greatorex, 
V., Ward, C., Straehle, C., McFadden, E., Dolci, MS., & Gelber, RD. for the 
Herceptin Adjuvant (HERA) Trial Study Team. (2005). Trastuzumab after adjuvant 
chemotherapy in HER2 –positive breast cancer. The New England Journal of Medicine, 
Vol.353, No.16, (October 2005), pp. (1659-1672).  

Pratt, WB.& Toft, DO. (2003). Regulation of signaling protein function and trafficking by the 
hsp90/hsp70-based chaperone machinery. Experimental Biology and Medicine 
(Maywood), Vol.228 ,No.2, (February 2003) pp.(111–133). 

Press, MF., Pike, MC., Chazin, VR., Hung, G., Udove, JA., Markowicz, M., Danyluk, J., 
Godolphin, W., Sliwkowski, M., Akita, R., Paterson, MC. & Slamon, DJ. (1993). Her-
2/neu expression in node-negative breast cancer: direct tissue quantitation by 
computerized image analysis and association of overexpression with increased risk 
of recurrent disease. Cancer Research, Vol.53, No.20, (October 1993), pp. (4960-4970) . 

Raja, SM., Clubb, RJ., Bhattacharyya, M., Dimri, M.,Cheng, H., Pan, W.,Ortega-Cava, C., 
Lakku-Reddi, A., Naramura, M., Band, V. & Band, H. A combination of 
Trastuzumab and 17-AAG induces enhanced ubiquitination and lysosomal 
pathway-dependent ErbB2 degradation and cytotoxicity in ErbB2-overexpressing 
breast cancer cells. Cancer Biology& Therapy, Vol.7, No.10, (October 2008), pp. (1630-
1640)  

Ranson, M. & Sliwkowski, MX. (2002). Perspectives on anti-HER antibodies. Oncology, Vol. 
63,Suppl 1, (November 2002), pp. (17-24).  

Reichert, JM. (2009). Global antibody development trends. mABs, Vol.1, No.1, 
(January/February 2009), pp. (86-87).  

Ritter, CA., Perez-Torres, M., Rinehart, C., Guix, M., Dugger, T., Engelman, JA. & Arteaga, 
CL. (2007). Human breast cancer cells selected for resistance to trastuzumab in vivo 
overexpress epidermal growth factor receptor and ErbB ligands and remain 
dependent on the ErbB receptor network. Clinical Cancer Research, Vol.13, No.16, 
(August 2007), pp. (4909-4919). 

Sahai E.& Marshall, CJ. (2002). RHO-GTPases and cancer. Nature Reviews Cancer., Vol. 2, 
No.2, (February 2002), pp. (133-142). 

Saltz, LB., Meropol, NJ., Loehrer, PJ Sr., Needle, MN., Kopit, J. & Mayer, RJ. (2004). Phase II 
trial of cetuximab in patients with refractory colorectal cancer that expresses the 
epidermal growth factor receptor. Journal of Clinical Oncology, Vol.22, No.7, (April 
2004), pp. (1201-1208).  

Sanchez-Munoz, A., Gallego, E., de Luque, V., Perez-Rivas, LG., Vicioso, L., Ribelles, N., 
Lozano, J. & Alba, E. (2010). Lack of evidence for KRAS oncogenic mutations in 
triple-negative breast cancer. BMC Cancer, Vol.10, (April 2010), pp. 136. 

www.intechopen.com



 
Trastuzumab-Resistance and Breast Cancer 

 

201 

Scaltriti, M., Eichhorn, PJ., Cortes, J., Prudkin, L., Aura, C., Jimenez, J., Chandarlapaty, S., 
Serra, V., Prat, A., Ibrahim, YH., Guzman, M., Gili, M., Rodriguez, O., Rodriguez, 
S., Perez, J., Green, SR., Mai, S., Rosen, N., Hudis, C. & Baselga, J. (2011).Cyclin E 
amplification/overexpression is a mechanism of trastuzumab resistance in HER2+ 
breast cancer patients. Proceedings of the National Academy of Sciences of the Unites 
States of America, Vol.108, No.9, (March 2011), pp. (3761-3766).  

Schwartz, JD., Rowinsky, EK., Youssoufian, H., Pytowki, B. & Wu, Y. (2010). Vascular 
endothelial growth factor receptor-1 in human cancer: concise review and rationale 
for development of IMC-18F1 (Human antibody targeting vascular endothelial 
growth factor receptor-1). Cancer, Vol.116, No.4Suppl, (February 2010), pp. (1027-
1032).  

Senter, PD. (2009). Potent antibody drug conjugates for cancer therapy. Current opinion in 
chemical biology, Vol.13, No.3, (June 2009), pp. (235-244).  

Sergina, NV., Rausch, M., Wang, D., Blair, J., Hann, B., Shokat, KM. & Moasser, MM. (2007). 
Escape from HER-family tyrosine kinase inhibitor therapy by the kinase-inactive 
HER3. Nature, Vol.445, No.7126, (January 2007), pp. (437–441).  

Serra, V., Markman, B., Scaltriti, M., Eichhorn, PJ., Valero, V., Guzman, M., Botero, ML., 
Llonch, E., Atzori, F., Di Cosimo, S., Maira, M., Garcia-Echeverria, C., Parra, JL., 
Arribas, J. & Baselga, J. (2008). NVP-BEZ235, a dual PI3K/mTOR inhibitor, 
prevents PI3K signaling and inhibits the growth of cancer cells with activating PI3K 
mutations. Cancer Research, Vol.68, No. 19, (October 2008), pp. (8022-8030).  

Shattuck, DL., Miller, JK., Carraway, KL 3rd.& Sweeney, C. (2008). Met receptor contributes 
to trastuzumab resistance of Her2-overexpressing breast cancer cells. Cancer 
Research, Vol. 68, No. 5 (March 2008), pp.(1471-1477). 

Shi, F., Telesco, SE., Liu, Y., Radhakrishnan, R. & Lemmon, MA. (2010). ErbB3/HER3 
intracellular domain is competent to bind ATP and catalyze autophosphorylation. 
Proceedings of the National Academy of Sciences of the United States of America, Vol.107, 
No.17, (April 2010), pp. (7692-7697).  

Shigematsu, H., Takahashi, T., Nomura, M., Majmudar, K., Suzuki, M., Lee, H., Wistuba, II., 
Fong, KM., Toyooka, S., Shimizu, N., Fujisawa, T., Minna, JD. & Gazdar, AF. (2005). 
Somatic mutations of the HER2 kinase domain in lung adenocarcinoma. Cancer 
Research, Vol.65, No.5, (March 2005), pp. (1642-1646).  

Shin, DM., Donato, NJ., Perez-Soler, R., Shin, HJ., Wu, JY., Zhang, P., Lawhorn, K., Khuri, 
FR., Glisson, BS., Myers, J., Clayman, G., Pfister, D., Falcey, J., Waksal, H., 
Mendelsohn, J. & Hong, WK. (2001). Epidermal growth factor receptor-targeted 
therapy with C225 and cisplatin in patients with head and neck cancer. Clinical 
Cancer Research, Vol.7, No.5, (May 2001), pp. (1204-1213).  

Sierke, SL., Cheng, K., Kim, HH. & Koland, JG. (1997). Biochemical characterization of the 
protein tyrosine kinase homology domain of the ErbB3 (HER3) receptor protein. 
Biochemistry Journal, Vol.322, No.Pt 3, (March 1997), pp. (757–763).  

Slamon, DJ., Clark, GM., Wong, SG., Levin, WJ., Ullrich, A. &McGuire, WL. (1987). Human 
breast cancer: correlation of relapse and survival with amplification of the HER-
2/neu oncogene. Science, Vol.235, No.4785, (January 1987), pp. (177-182).  

Slamon, DJ., Godolphin, W., Jones, LA., Holt, JA., Wong, SG., Keith, DE., Levin, WJ., Stuart, 
SG., Udove, J., Ullrich, A. & Press, MF. (1989). Studies of the HER-2/neu proto-

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

202 

oncogene in human breast and ovarian cancer. Science, Vol.244, No.4905, (May 
1989), pp. (707-712).  

Slamon, DJ., Leyland-Jones, B., Shak, S., Fuchs, H., Paton, V., Bajamonde, A., Fleming, T., 
Eiermann, W., Wolter, J., Pegram, M., Baselga, J. & Norton, L. (2001). Use of 
chemotherapy plus a monoclonal antibody against HER2 for metastatic breast 
cancer that overexpresses HER2. The New England Journal of Medicine, Vol.344, 
No.11, (March 2001), pp. (783-792).  

Spratlin, JL., Cohen, RB., Eadens, M., Gore, L., Camidge, DR., Diab, S., Leong, S., O’Bryant, 
C., Chow, LQ., Serkova, NJ., Meropol, NJ., Lewis, NL., Chiorean, EG., Fox, F., 
Youssoufian, H., Rowinsky, EK.& Eckhardt, SG. (2010). Phase I pharmacological 
and biological study of ramucirumab (IMC-1121B), a fully human immunoglobulin 
G1 monoclonal antibody targeting the vascular endothelial growth factor receptor-
2. Journal of Clinical Oncology, Vol.28, No.5, (February 2010), pp. (780-787).  

Sutter, TM., Procter, M., van Veldhuisen, DJ., Muscholl, M., Bergh, J., Carlomagno, C., 
Perren, T., Passalacqua, R., Bighin, C., Klijn, J.G.M., Ageev, FT., Hitre, E., Groetz, J., 
Iwata, H., Knap, M., Gnant, M., Muehlbauer, S.,Spence, A., Gelber, RD. & Piccart-
Gebhart ,MJ. (2007). Trastuzumab-associated cardiac adverse effects in the 
herceptin adjuvant trial. Journal of Clinical Oncology, Vol.25, No.26, (September 
2007), pp. (3859-3865).  

Swann, PG., Tolnay, M., Muthukkumar, S., Shapiro, MA., Rellahan, BL. & Clouse, KA. 
(2008). Considerations for the development of therapeutic monoclonal antibodies. 
Current Opinion in Immunology, Vol.20, No.4, (August 2008), pp. (493–499). 

Tanner, M., Kapanen, AI., Junttila, T., Raheem, O., Grenman, S., Elo, J., Elenius, K. & Isola, J. 
(2004). Characterization of a novel cell line established from a patient with 
Herceptin-resistant breast cancer. Molecular Cancer Therapeutics, Vol.3, No.12, 
(December 2004), pp. (1585-1592).  

Tseng, PH., Wang, YC., Weng, SC., Weng, JR., Chen, CS., Brueggemeier, RW., Shapiro, CL., 
Chen, CY., Dunn, SE., Pollak, M. & Chen, CS. (2006). Overcoming trastuzumab 
resistance in HER2-overexpressing breast cancer cells by using a novel celecoxib-
derived phosphoinositide-dependent kinase-1 inhibitor. Molecular Pharmacology, 
Vol.70, No.5, (November 2006), pp. (1534-1541).  

Tzahar, E., Waterman, H., Chen, X., Levkowitz, G., Karunagaran, D., Lavi, S., Ratzkin, BJ. & 
Yarden, Y. (1996). A hierarchical network of interreceptor interactions determines 
signal transduction by Neu differentiation factor/neuregulin and epidermal 
growth factor. Molecular and Cellular Biology, Vol.16, No.10, (October 1996), pp. 
(5276–5287).  

Untch, M., Rezai, M., Loibl, S., Fasching, PA., Huober, J., Tesch, H., Bauerfeind, I., Hilfrich, 
J., Eidtmann, H., Gerber, B., Hanusch, C., Kuhn, T., du Bois, A., Blohmer, JU., 
Thomssen, C., Dan Costa, S., Jackisch, C., Kaufmann, M., Mehta, K., & von 
Minckwitz, G. (2010). Neoadjuvant treatment with trastuzumab in HER2-positive 
breast cancer: results from the GeparQuattro study. Journal of Clinical Oncology, 
Vol.28, No.12, (April 2010), pp. (2024-2031).  

Valabrega, G., Montemurro, F., Sarotto, I., Petrelli, A., Rubini, P., Tacchetti, C., Aglietta, M., 
Comoglio, PM. & Giordano, S. (2005). TGF alpha expression impairs Trastuzumab-
induced HER2 downregulation. Oncogene, Vol.24, No.18, (April 2005), pp. (3002-
3010).  

www.intechopen.com



 
Trastuzumab-Resistance and Breast Cancer 

 

203 

Van Cutsem, E., Peeters, M., Siena, S., Humblet, Y., Hendlisz, A., Neyns, B., Canon, JL., Van 
Laethem, JL., Maurel, J., Richardson, G., Wolf, M. & Amado, RG. (2007). Open-label 
phase III , trial of panitumumab plus best supportive care compared with best 
supportive care alone in patients with chemotherapy-refractory metastatic 
colorectal cancer. Journal of Clinical Oncology, Vol.25, No.13, (May 2007), pp. (1658–
1664).  

Vazquez-Martin, A., Colomer, R., Brunet, J. & Menendez, JA. (2007). Pharmacological 
blockage of fatty acid synthase (FASN) reverses acquired autoresistance to 
trastuzumab (Herceptin) by transcriptionally inhibiting “HER2 super-expression” 
occurring in high-dose trastuzumab-conditioned SKBR3/Tzb100 breast cancer cells. 
International Journal of Oncology, Vol.31, No.4, (October 2007), pp. (769-776).  

Viani, GA., Afonso, SL., Stefano, EJ., De Fendi, LI. & Soares, FV. (2007). Adjuvant 
trastuzumab in the treatment of her-2-positive early breast cancer: a meta-analysis 
of published randomized trials. BMC Cancer, Vol.7, (August 2007), pp.153.  

Vogel, CL., Cobleigh, MA., Tripathy, D., Gutheil, JC., Harris, LN., Fehrenbacher, L., Slamon, 
DJ., Murphy, M., Novotny, WF., Burchmore, M., Shak, S., Stewart, SJ. & Press, M. 
(2002). Efficacy and safety of trastuzumab as a single agent in first-line treatment of 
HER2-overexpressing metastatic breast cancer. Journal of Clinical Oncology, Vol.20, 
No.3, (February 2002), pp. (719-726).  

Wada, T., Qian, XL. & Greene, MI. (1990). Intermolecular association of the p185neu protein 
and EGF receptor modulates EGF receptor function. Cell, Vol.61, No.7, (June 1990), 
pp. (1339–1347).  

Wang, SE., Xiang, B., Guix, M., Olivares, MG., Parker, J., Chung, CH., Pandiella, A. & 
Arteaga, CL. (2008). Transforming growth factor beta engages TACE and ErbB3 to 
activate phosphatidylinositol-3 kinase/Akt in ErbB2-overexpressing breast cancer 
and desensitizes cells to trastuzumab. Molecular and Cellular Biology, Vol.28, No.18, 
(September 2008), pp. (5605-5620).  

Wolff, AC., Hammond, ME., Schwartz, JN., Hagerty, KL., Allred, DC., Cote, RJ., Dowsett, 
M., Fitzgibbons, PL., Hanna, WM., Langer, A., McShane, LM., Paik, S., Pegram, 
MD., Perez, EA., Press, MF., Rhodes, A., Sturgeon, C., Taube, SE., Tubbs, R., Vance, 
GH., van de Vijver, M., Wheeler, TM. & Hayes, DF. (2007). American Society of 
Clinical Oncology/College of American Pathologist guideline recommendations 
for human epidermal growth factor receptor 2 testing in breast cancer. Journal of 
Clinical Oncology, Vol.25, No.1, (January 2007), pp. (118-145).  

Yan, L., Ehrlich, PJ. , Gibson, R., Pickett, C. & Beckman, RA. (2009).How can we improve 
antibody-based cancer therapy? mAbs, Vol.1, No. 1, (January/February 2009), pp. 
(67-70).  

Yarden, Y. & Sliwkowski, M.X. (2001).Untangling the ErbB signalling network. Nature 
Reviews Molecular Cell Biology, Vol.2, No.2, (February 2001), pp. (127–137).  

Zhang, H., Berezov, A., Wang, Q., Zhang, G., Drebin, J., Mural,i R.& Greene, MI. (2007). 
ErbB receptors: from oncogenes to targeted cancer therapies. The Journal of Clinical 
Investigation, Vol.117, No.8, (August 2007), pp. (2051-2058).  

Zhou, X., Tan, M., Stone Hawthorne, V., Klos, KS., Lan, KH., Yang, Y., Yang, W., Smith, TL., 
Shi, D. & Yu, D.(2004). Activation of the Akt/mammalian target of rapamycin/4E-
BP1 pathway by ErbB2 overexpression predicts tumor progression in breast 
cancers. Clinical Cancer Research, Vol.10, No.20, (October 2004), pp. (6779-6788).  

www.intechopen.com



 
Breast Cancer – Carcinogenesis, Cell Growth and Signalling Pathways 

 

204 

Zhuang, G., Brantley-Sieders, DM., Vaught, D., Yu, J., Xie, L., Wells, S., Jackson, D., 
Muraoka-Cook, R., Arteaga, C. & Chen, J. (2010). Elevation of receptor tyrosine 
kinase ephA2 mediates resistance to trastuzumab therapy. Cancer Research, Vol.70, 
No.1, (January 2010), pp. (299-308).  

Zito, CI., Riches, D., Kolmakova, J., Simons, J., Egholm, M. & Stern, DF.(2008). Direct 
resequencing of the complete ERBB2 coding sequence reveals an absence of 
activating mutations in ERBB2 amplified breast cancer. Genes, Chromosomes and 
Cancer , Vol.47, No.7, (July 2008), pp. (633- 638).  

Zuo, T., Wang, L., Morrison, C., Chang, X., Zhang, H., Li, W., Liu, Y., Wang, Y., Liu, X., 
Chan, MW., Liu, JQ., Love, R., Liu, CG., Godfrey, V., Shen, R., Huang, T.H.., Yang, 
T., Park, BK., Wang, CY., Zheng, P. & Liu, Y. (2007). FOXP3 is an X-linked breast 
cancer suppressor gene and an important repressor of the HER-2/ErbB2 oncogene. 
Cell, Vol.129, No.7, (June 2007), pp. (1275-1286).  

Zsebik, B., Citri, A., Isola, J., Yarden, Y., Szollosi, J. & Vereb, G. (2006). Hsp90 inhibitor 17- 
AAG reduces ErbB2 levels and inhibits proliferation of the trastuzumab resistant 
breast tumor cell line JIMT-1. Immunology Letters, Vol.104, No.1-2, (April 2006), pp. 
(146-155). 

www.intechopen.com



Breast Cancer - Carcinogenesis, Cell Growth and Signalling

Pathways

Edited by Prof. Mehmet Gunduz

ISBN 978-953-307-714-7

Hard cover, 732 pages

Publisher InTech

Published online 30, November, 2011

Published in print edition November, 2011

InTech Europe

University Campus STeP Ri 

Slavka Krautzeka 83/A 

51000 Rijeka, Croatia 

Phone: +385 (51) 770 447 

Fax: +385 (51) 686 166

www.intechopen.com

InTech China

Unit 405, Office Block, Hotel Equatorial Shanghai 

No.65, Yan An Road (West), Shanghai, 200040, China 

Phone: +86-21-62489820 

Fax: +86-21-62489821

Cancer is the leading cause of death in most countries and its consequences result in huge economic, social

and psychological burden. Breast cancer is the most frequently diagnosed cancer type and the leading cause

of cancer death among females. In this book, we discussed various aspects of breast cancer carcinogenesis

from clinics to its hormone-based as well as genetic-based etiologies for this deadly cancer. We hope that this

book will contribute to the development of novel diagnostic as well as therapeutic approaches.

How to reference

In order to correctly reference this scholarly work, feel free to copy and paste the following:

Milos Dokmanovic and Wen Jin Wu (2011). Trastuzumab-Resistance and Breast Cancer, Breast Cancer -

Carcinogenesis, Cell Growth and Signalling Pathways, Prof. Mehmet Gunduz (Ed.), ISBN: 978-953-307-714-7,

InTech, Available from: http://www.intechopen.com/books/breast-cancer-carcinogenesis-cell-growth-and-

signalling-pathways/trastuzumab-resistance-and-breast-cancer



© 2011 The Author(s). Licensee IntechOpen. This is an open access article

distributed under the terms of the Creative Commons Attribution 3.0

License, which permits unrestricted use, distribution, and reproduction in

any medium, provided the original work is properly cited.


