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Abstract: Breast cancer is a complex, molecular disease, in which a number of cellular pathways 

involving cell growth and proliferation, such as the MAPK, RB/E2F, P13K/AKT/mTOR, and 

TP53 pathways, are altered. These pathways represent molecular mechanisms that are composed 

and regulated by various genes. The genes that are altered in terms of cell growth and proliferation 

include the oncogenes HER2, c-MYC, and RAS, the ER genes, and the genes for cell cyclin D1 

and E, and the tumor suppressor genes RB, TP53, and PTEN, and the breast cancer susceptibility 

genes BRCA1 and BRCA2. Although the nature of breast cancer is complex and has frustrated 

previous attempts at treatment or prevention, the elucidation of its molecular nature over the last 

several decades is now providing targets for effective therapies to treat the disease and hopefully 

one day to prevent it.
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At the beginning of the twentieth century, a number of theories were proposed 

to account for carcinogenesis (Marcum 2002). Of these, Boveri’s somatic muta-

tion theory became the predominant guiding theory (Boveri 1914; Varmus and 

Weinberg 1993). The current manifestation of the theory states that cancer is the 

result of sporadic and/or inheritable genetic mutations in somatic or germinal cells, 

respectively (Edler and Kopp-Schneider 2005; Schulz 2006; Wunderlich 2006). 

These mutations affect a number of cellular pathways, including the MAPK, 

RB/E2F, P13K/AKT/mTOR, and TP53 pathways, which are responsible for cell 

growth and proliferation (Hanahan and Weinberg 2000; Vogelstein and Kinzler 

2004; Schulz 2006).

Malignant breast cancer is a complex, molecular disease in which alterations 

take place in the genes that govern cell growth and proliferation (Sledge and Miller 

2003; Ingvarsson 2004). The predominant form of breast cancer is sporadic in 

nature, in which oncogenes – which are initially mutated – lead to uncontrolled 

cell proliferation (Kenemans et al 2004). Other genetic mutations, especially in 

tumor suppressor genes (TSGs), are then thought to lead to malignancy. Hereditary 

or familial breast cancer, which represents only 5%–10% of breast cancer cases, 

is controlled by inheritable mutations to susceptibility genes, among other genes 

(Pavelic ´ and Gall-Trošelj 2001; Margolin and Lindblom 2006; Walsh and King 

2007).

The progression from normal to malignant breast tissue is not completely 

understood today but enough of the process is understood to develop therapies 

that target the molecular changes that occur during breast carcinogenesis (Osborne 

et al 2004; Schulz 2006). Traditional chemotherapy for treatment of cancer 

suffers from two major problems. First, it is non-specifi c in that the drugs used to 

treat patients cannot distinguish between tumor and normal cells. This inability to 
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distinguish between the two types of cells leads to a second 

problem – toxic side effects that are often more debilitating 

than the disease. A new approach to treatment – targeted 

therapy – attempts to resolve these problems by the rational 

design of drugs that specifi cally target cancer cells (Segota 

and Bukowski 2004; Seynaeve and Verweij 2004; Garrett 

2005; Pegram et al 2005; Sledge 2005; Sharkey and 

Goldenberg 2006).

Over the past decade, targeted therapy has offered 

particularly promising means to treat breast cancer 

(Bange et al 2001; Sledge 2001; Kaklamani and O’Regan 

2004; Osborne et al 2004; Gasparini et al 2005; Hobday 

and Perez 2005; Johnson and Seidman 2005; Tripathy 

2005; Muss 2006). In this review, a limited selection of 

the genes responsible for cell growth and proliferation, 

including oncogenes, TSGs, and susceptibility genes, 

are examined and discussed, especially with respect to 

targeted therapies. The paper concludes with a discussion 

of the challenges facing basic and clinical research to 

develop effective and safe treatment of a disease that is 

estimated to kill 40,460 women in 2007, in the USA alone 

(Jemal et al 2007).

Oncogenes
Oncogenes are the fi rst “cancer” genes to be well studied 

molecularly and represent alterations of proto-oncogenes 

that are involved in the normal regulation of cell growth and 

proliferation (Varmus and Weinberg 1993; Macdonald et al 

2004; Schulz 2006). Alteration of these genes results in what 

is termed gain-in-function, ie, cell growth and proliferation. 

These genes are responsible for sending the cell from a resting 

state into cell division. In other words, they are comparable 

to stepping on the accelerator of an automobile (Weinberg 

1998).

Oncogenes are dominant, since a single “hit” or 

alteration is required to activate them. For example, they 

may be amplifi ed or their protein products overexpressed 

and therefore more of the product is present; or, they may 

be mutated to enhance the function of the protein (Osborne 

et al 2004; Schulz 2006). They are responsible for sporadic 

cancers, which account for the majority of breast cancers 

(Macdonald et al 2004; Schulz 2006). Although oncogenes 

are involved in the initiation of cancer, they appear not to 

be as important in the latter stages (Harris 2005). There 

are a host of oncogenes involved in the development of 

breast cancer, with HER2, c-MYC, and RAS, being more 

intensely studied (Table 1). Besides these oncogenes, the 

genes for estrogen receptors (ERs), cyclin D1 and E, and 

cyclin-dependent kinases 2 and 4/6 are also important in 

breast cancer formation (Table 1).

HER2
The HER2 gene (human epithelial receptor 2, also known 

as c-neu or c-erbB2) belongs to the HER gene family, 

with epidermal growth factor receptor (EGFR) or HER1 

being the fi rst discovered (Ross and Fletcher 1998; Ross 

et al 2004a). The HER2 gene is located on chromosome 

17q12 (Kaptain et al 2001). The HER2 protein is a 185 

kDa transmembrane tyrosine kinase growth factor receptor 

and shares structural homology with the other HER 

family members, including an extracellular region, a 

transmembrane region, and a cytoplasmic region (Klapper 

et al 2000; Kaptain et al 2001; Jorissen et al 2003; Bazley 

and Gullick 2005). The extracellular region at the amino 

terminus is glycosylated and contains two ligand-binding 

domains and two cysteine-rich domains that are critical for 

receptor dimerization. The hydrophobic transmembrane 

region makes a single pass through the cell membrane. The 

cytoplasmic region contains the protein tyrosine kinase 

domain and six tyrosine residues at the carboxy terminus 

that are available for phosphorylation.

Around a dozen ligands, including EGF, neu or heregu-

lin, and TGFα, bind to the HER receptor family; however, 

there is no known ligand specifi c for HER2 or the receptor is 

unable to bind a ligand (Harris et al 2003; Ross et al 2004a; 

Bazley and Gullick 2005). Upon ligand binding the receptors 

form either homodimers or heterodimers and are activated 

by phosphorylating the cytoplasmic tyrosines. HER2 forms 

heterodimers, especially with HER1 and HER3, which is 

responsible for tumor formation (Holbro et al 2003; Chan 

et al 2006). The activated receptor dimers are involved via 

signal transduction in a variety of cellular pathways, such 

as MAPK and P13K/AKT/mTOR pathways (Bazley and 

Gullick 2005; Chan et al 2006). Functionally, the HER 

receptor family is involved in cell growth and proliferation, 

angiogenesis, altered cell-cell interactions, increased cell 

Table 1 Oncogenes

Gene Location Protein Function

HER2 17q12 185 kDa kinase Growth factor receptor
c-MYC 8q24 62 kDa nuclear Transcription factor
  phosphoprotein
HRAS 11p15.5 21 kDa GTPase Signal transduction
CCND1 11q13 34 kDa cyclin D1 Regulates CDK4/6
Cyclin E 19q12 50 kDa cyclin E Regulates CDK2
ERα 6q25.1 67 kDa protein Transcription
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motility, metastasis, and resistance to apoptosis (Osborne 

et al 2004; Sunpaweravong and Sunpaweravong 2005).

The HER2 gene is amplifi ed in 20%–30% of breast cancer 

cases or the HER2 protein is overexpressed in roughly the 

same percentage of cases, although there are cases in which 

the protein is overexpressed while the gene is not amplifi ed 

(Berns et al 1995; Kaptain et al 2001; Ross et al 2003; Hudis 

2007; Magnifi co et al 2007). HER2 overexpression is found 

almost exclusively in breast cancer of ductal origin rather 

than lobular origin (Klapper et al 2000; Ross et al 2004a). 

It is also associated with higher recurrence rates and lower 

response to chemotherapy or hormone therapy, with overall 

poor prognosis and survival (Kaptain et al 2001; Ross et al 

2004a). Moreover, 15% of breast cancer cases expressed 

lower levels of the HER2 protein than normal breast tissues 

and exhibited higher grade tumors than cases in which the 

protein is overexpressed (Tovey et al 2006). Overexpression 

of other members of the HER family is also observed in breast 

cancer cases, with HER1, HER3, and HER4 overexpressed 

in 16.4%, 17.5%, and 11.9% of the cases, respectively 

(Witton et al 2003). Interestingly overexpression of HER4 

conferred an increased survival rate, although the reason for 

this phenomenon is unclear and requires further evidence to 

support it.

Given its prominence in the activation of around a 

half dozen genetic pathways involved in cell growth and 

proliferation HER2 is a major focus of research in terms 

of targeted therapy, including monoclonal antibodies, 

kinase inhibitors, and antisense oligonucleotides (Osborne 

et al 2004; Ross et al 2004a; Hobday and Perez 2005). 

Trastuzumab is the most celebrated monoclonal for breast 

cancer treatment, fi rst tested in clinical trials in the mid 

to late 1990s (Baselga et al 2006; Piccart-Gebhart 2006; 

Hudis 2007; Nahta and Esteva 2007). It is a humanized 

monoclonal antibody, originally produced in mice, which 

recognizes the extracellular domain. It is particularly effec-

tive in patients who overexpress HER2, with response rates 

ranging from 12% to 34%, and is commonly used in con-

junction with chemotherapy or at least one cytotoxic drug 

except anthracycline (due to cardiomyopathy). Trastuzumab 

binds to HER2 and works through multiple mechanisms, 

including, for example, inhibition of heterodimer forma-

tion, potentiation of chemotherapy, and enhanced cell 

apoptosis.

Pertuzumab is another monoclonal antibody that inhibits 

the formation of heterodimers by recognizing an extracel-

lular region distinct from trastuzumab and is currently 

being tested clinically (Cox et al 2006; Meric-Bernstam 

and Hung 2006; Walshe et al 2006). It may be effective 

in combination therapy with agents such as trastuzumab. 

Lapatinib is a large-head group quinazoline, reversible 

inhibitor of the tyrosine kinase domain of HER1 and HER2 

(Burris 2004; Meric-Bernstam and Hung 2006). Preliminary 

data from clinical trials reveal that 8% of refractory meta-

static breast cancer patients have a complete response to 

the inhibitor (Moy and Goss 2006). Moreover, lapatinib is 

particularly effective in combination with either capecitabine 

or trastuzumab, eg, the average time to progression was 

8.4 months for the combination of lapatinib and capecitabine 

but only 4.4 months for capecitabine alone (Geyer et al 

2006; Konecny et al 2006). Antisense oligonucleotides to 

various HER2 domains also offer promise for breast cancer 

targeted therapy, by downregulating HER2 expression and 

by sensitizing breast cancer cells to chemotherapy (Yang 

et al 2002, 2003).

c-MYC
The c-MYC gene, the cellular homolog to the viral oncogene 

v-MYC, is located on chromosome 8q24 (Ryan and Birnie 

1996; Jamerson et al 2004). The c-MYC gene product is 

a nuclear phosphoprotein, with three isoforms: c-MYC1, 

c-MYC2, and c-MYCS (Henriksson and Luscher 1996; Liao 

and Dickson 2000; Pelengaris and Khan 2003; Jamerson 

et al 2004). The predominant isoform is c-MYC2, which is a 

62 kDa protein. Its amino terminus contains the MYC box I 

and box II elements responsible for transcriptional regulation, 

while its carboxy terminus contains basic, helix-loop-helix 

and leucine zipper motifs that are involved in DNA binding 

and in heterodimerization with the transcription factor MAX. 

The heterodimer MYC-MAX binds to the E box (CACGTG) 

regulatory element of growth-related genes thus inducing 

transcription. c-MYC1’s amino terminus is slightly extended, 

while c-MYCS’s amino terminus is truncated and missing 

MYC box I.

c-MYC is normally expressed only during cell division 

and accelerates the cell’s entry into the S phase of the cell 

cycle, especially through induction of cyclin E-CDK2 activity 

(Pelengaris and Khan 2003; Dang et al 2006). The c-MYC 

gene product functions as a nuclear transcription factor that 

is involved in the regulation of an extensive network of genes 

that represents around 15% of human genes. These genes 

are responsible for a variety of cellular processes, including 

proliferation, apoptosis, differentiation, and metabolism 

(Oster et al 2002; Pelengaris and Khan 2003; Jamerson 

et al 2004; Dang et al 2006). Interestingly, c-MYC not only 

stimulates cell proliferation but also cell apoptosis. To date, 
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this paradox is not fully understood or explained (Pelengaris 

and Khan 2003; Dang et al 2006). c-MYC also exhibits dual 

function, in terms of both transactivation and transrepression 

of transcription. Transactivation requires the presence of 

MYC box I, while transrepression MYC box II.

Meta-analysis of the published literature reveals that 

c-MYC is overexpressed three-fold or greater in 1%–94% 

of breast cancer cases, with an average of 15.5% (Liao and 

Dickson 2000). Although there is also considerable varia-

tion in the oncogene’s amplifi cation, from 4% to 52%, cases 

that contain amplifi ed MYC exhibit poor prognosis (Guerin 

et al 1988; Liao and Dickson 2000; Osborne et al 2004). The 

overexpression of c-MYC often precedes gene amplifi cation 

and may result from enhanced transcript or protein stability 

(Liao and Dickson 2000). Interestingly, amplifi cation of 

c-MYC is positively correlated with amplifi cation of HER2 

(Gaffey et al 1993; Liao and Dickson 2000). Although 

there is consensus concerning the role of c-MYC in breast 

carcinogenesis, most researchers agree that other genes are 

also required. For example, c-MYC-induced breast cancer 

is correlated with spontaneous KRAS2 mutation (D’Cruz 

et al 2001).

Use of antisense oligonucleotides to specifi c regions of 

c-MYC demonstrates that the expression of the oncogenic 

protein and proliferation of cells overexpressing the oncogene 

are signifi cantly reduced by 30% (Watson et al 1991; Carroll 

et al 2002). However, application of antisense technology 

has not been unproblematic. Recently, RNA interference 

technology has been developed to silence gene expression 

in mammalian cells (Sui et al 2002). Briefl y, dsRNAs are 

used to generate short interfering RNAs (siRNAs) that are 

incorporated into a nuclease complex that binds specifi cally 

to the targeted mRNA and cleaves it. Knockdown of c-MYC 

in a breast cancer cell line using a short hairpin transcript 

corresponding to c-MYC mRNA nt 1906–1926, resulted in 

an 80% reduction in c-MYC gene expression (Wang et al 

2005). Also, tumor generation in nude mice was inhibited for 

two months. Finally, use of a triplex-forming oligonucleotide 

to bind duplex DNA resulted in around 40% reduction of 

c-MYC expression in breast cancer cells (Christensen et al 

2006). These approaches are heralded to provide future 

benefi ts for targeting breast cancer therapeutically.

RAS
The RAS genes are located on three separate chromosomes 

(Giehl 2005). The fi rst is on chromosome 11p15.5 and 

transcribes HRAS kinase. The next gene is on chromosome 

12p12.1 is responsible for two splicing variants, KRAS4A 

and KRAS4B. The fi nal gene is on chromosome 1p13.2 and 

encodes for NRAS kinase. The RAS kinases are members of 

a superfamily of 21 kDa monomeric GTPases (Giehl 2005; 

Schulz 2006). The kinases contain three domains, with two 

highly conserved catalytic domains. The third is located 

at the carboxy terminus and is a cell membrane targeting 

domain that is highly variable, which is composed of a linker 

region that contains nuclear traffi cking signals and an anchor 

region that connects the protein to the cell membrane (Giehl 

2005). During posttranslational modifi cations, the anchor 

region undergoes prenylation of a CAAX motif (C stands 

for cysteine, A for an aliphatic amino acid, and X for any 

amino acid) and then palmitoylation of two cysteines for 

HRAS and one cysteine for NRAS and KRAS4A (Hancock 

2003; O’Regan and Khuri 2004; Giehl 2005). KRAS4A is 

not palmitoylated but contains six contiguous lysines. The 

modifi ed RAS kinases are then embedded in the cytoplasmic 

side of the plasma membrane.

The RAS kinases are activated through binding of growth 

factors to receptors, like the receptor tyrosine kinases (Giehl 

2005; Schulz 2006). Activation occurs with the exchange 

of GTP for GDP. The activated RAS protein then phos-

phorylates a number of secondary messengers involved in a 

variety of cellular pathways that function in cell apoptosis, 

differentiation, motility, and proliferation. One of the more 

important pathways is the RAF/MEK/ERK pathway, which 

is one of several MAPK pathways (Schulz 2006). RAS 

phosphorylates the RAF serine/threonine kinases, which 

in turn phosphorylate the MEK 1 and 2 kinases, which 

in turn phosphorylate ERK 1 and 2. Phosphorylated ERK 

translocates to the nucleus, where it interacts with various 

transcription factors involved in cell proliferation. Another 

important pathway is the P13K/AKT/mTOR pathway. RAS 

phosphorylates P13K, which in turn phosphorylates phos-

phatidyl inositol resulting in the production of PIP
3
. PIP

3
 is a 

second messenger that is involved in the activation of other 

downstream molecules, such as the kinase AKT and mTOR. 

Activation of this pathway results in cell survival through 

the inhibition of cell apoptosis.

Analysis of breast tumors demonstrates that RAS is only 

associated with less than 5% of breast cancer cases (Clark 

and Der 1995; Eckert et al 2004). Moreover, in those cases in 

which it participates the oncogene appears not to be mutated 

as is the case in other RAS tumors (Eckert et al 2004). Rather, 

RAS is hyperactive because of overexpression of EGF and/or 

HER2 (Stevenson et al 1999; von Lintig et al 2000; Eckert 

et al 2004). However, those cases that involve RAS exhibit 

poor prognosis (Field and Spandidos 1990). Analysis of 
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breast cancer cell lines, on the other hand, reveals RAS gene 

mutations (von Lintig et al 2000; Hollestelle et al 2007). 

Point mutations are observed in 7 of 40 cell lines, with the 

preponderance of mutations in KRAS (Hollestelle et al 2007). 

Recently, the effector pathway(s) for cell apoptosis in breast 

cancer may not be the RAF/MEK/ERK or the P13K/AKT/

mTOR pathways but another, such as the Ral or Rac path-

ways (Eckert et al 2004). A modifi ed breast cancer cell line in 

which HRAS and NRAS are constitutively expressed reveals 

that HRAS activation of the Rac-MKK3/6-p38 pathway may 

play a role in breast cancer metastasis (Shin et al 2005).

RAS offers several molecular targets for therapeutic 

intervention. The fi rst step in RAS activation involves the 

transfer of a prenyl group to RAS by farnesyl transferase. 

A number of inhibitors to the enzyme have been shown to 

inhibit its activity and thereby to inhibit the growth of a 

number of tumor lines (Head and Johnston 2004; O’Regan 

and Khuri 2004). The fi rst generation of inhibitors, such as 

L-744,832 and FTI-277, were successful and eventually led to 

a second generation of inhibitors, R115777 and SCH66336. 

In preclinical trials, R115777 inhibits by up to 85% the 

proliferation of breast cancer cell lines in vitro and growth 

of tumors in vivo (Wärnberg et al 2006). Phase II trials 

demonstrated limited clinical effi cacy of R115777 in treating 

cases of advanced breast cancer, with 10% of patients having 

a partial response (Johnston et al 2003). Recently clinical tri-

als are underway to examine the synergistic effects of farne-

syl transferase inhibitors with other drugs, such as tamoxifen 

or the taxanes (Head and Johnston 2004; Lebowitz et al 

2005). Similar trials are underway with SCH66336 (Basso 

et al 2005; Marcus et al 2005). Antisense oligonucleotides 

are also promising, especially when combined with other 

drugs (Adjei et al 2003).

Cyclins D1 and E
The cell cycle is composed of a variety of phases that result 

in cell growth and replication (Schafer 1998; Israels and 

Israels 2000). Cells in the quiescence G0 phase are shuttled 

into the G1 phase in which they prepare to enter the S phase 

of DNA replication. After the S phase, the cells enter the 

G2 phase prior to mitosis or the M phase, during which the 

cells undergo division. The cell cycle and its various phases 

are closely regulated in a dynamic fashion, by a variety of 

factors (Tyson et al 2002). The fi rst are the cyclin-dependent 

kinases (CDKs), which are the “engines” that power cell 

cycle events (Morgan 1997). They constitute a family 

of serine/threonine protein kinases, with around a dozen 

members of which around half are involved in the cell cycle. 

While the levels of CDKs do not oscillate during cell cycle 

events, cyclins, which bind and activate the CDKs, do and 

provide one level of regulation (Johnson and Walker 1999; 

Murray 2004). Another level of regulation involves CDK 

inhibitors (CKIs), of which there are a little over a half-dozen 

divided into two families, INK4 and Cip/Kip families (Soos 

et al 1998). CKIs are critical for inactivating CDK/cyclin 

holoenzymes. Interestingly, recent gene targeted studies on 

mouse development challenge the standard “CDK-centric” 

paradigm (Sherr and Roberts 2004; Malumbres 2005; Sán-

chez and Dynlacht 2005).

A key junction in the regulation of the cell cycle vis-à-vis 

carcinogenesis is the transition from the G1 to the S phase 

(Sherr 1996, 2000; Sandal 2002; Park and Lee 2003). Cyclins 

D1 and E, the G1 cyclins, are critical regulatory elements in 

the transition of the cell from the G1 phase to the S phase. 

Cyclin D1 is upregulated by growth factors, like EGF and 

estrogen, and binds to CDK4/6 and partially phosphorylates 

RB, which in turn releases E2F. E2F is a transcription factor 

that targets the cyclin E gene and upregulates it. The cyclin 

E gene product binds to CDK2 and forms the cyclinE-CDK2 

holoenzyme, which then completes the phosphorylation 

and inactivation of RB. RB is the “master switch” that is 

responsible for turning on or off the cell cycle (Sherr 1996, 

2000). Finally, the CKIs p21 and p27 also play an important 

regulatory role in the transition from G1 to S (Sherr and 

Roberts 1999). Cancer, including breast cancer, is then a 

result of deregulation of the genes involved in cell cycle 

control (Lodén et al 2002; Vermeulen et al 2003; Sutherland 

and Musgrove 2004; Caldon et al 2006).

The cyclin D1 gene, CCND1 (PRAD1), is located on 

chromosome 11q13 and is composed of fi ve exons (Fu 

et al 2004). It encodes for a 34 kDa protein that contains 

several domains (Arnold and Papanikolaou 2005). At the 

amino terminus is a RB binding domain. Cyclin D1 also 

contains a highly conserved cyclin box, which is composed 

of around 100 amino acids and is responsible for binding 

CDKs. A common polymorphism (A/G) is located at 870 nt 

and is associated with a slicing variant of cyclin D1, which 

contains intron 4 but in which exon 5 is deleted. Cyclin D1 

is overexpressed in greater than 50% of breast cancer cases 

but its gene is only amplifi ed in 13%–20% of breast cancer 

cases (Arnold and Papanikolaou 2005; Roy and Thompson 

2006). When cyclin D1 is overexpressed it shortens the 

time spent in G1 and allows more cells to enter the S phase, 

which relies on both CDK-dependent and CDK-independent 

mechanisms. Its overexpression is associated with an aggres-

sive form of breast cancer and poor prognosis. The cyclin D1 
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gene is co-amplifi ed with the HER2 and c-MYC genes and is 

associated with ER positivity. To date, there are no targeted 

therapies based on cyclin D1, although it is believed to hold 

great promise for future therapeutic intervention (Arnold and 

Papanikolaou 2005).

The cyclin E gene is located on chromosome 19q12 and 

encodes for a 50 kDa protein, along with almost a dozen 

splicing variants – some of which are incapable of activat-

ing CDK2 (Möröy and Geisen 2004). Cyclin E possesses 

the conserved cyclin box for CDK2 binding, as well as a 

CKI binding site. In addition it contains specifi c proteolytic 

sites at the amino terminus that are sensitive to elastase 

degradation, generating fi ve isoforms that exhibit greater 

holoenzyme activity than the native isoform (Akli and 

Keyomarsi 2003; Harwell et al 2004; Hunt and Keyomarsi 

2005). Interestingly, these elastase-generated isoforms are 

only found in cancer cells and not in normal cells. Although 

cyclin E is overexpressed in breast cancer, by as much as 

64-fold in some breast cancer cell lines, it is rarely amplifi ed 

and is not overexpressed when cyclin D1 is overexpressed 

(Lodén et al 2002; Hunt and Keyomarsi 2005). Cyclin E 

overexpression is associated with poorly differentiated 

tumors and ER negativity; however, it also reduces infi ltra-

tive growth of breast carcinoma (Berglund and Landberg 

2006). Its overexpression is also associated with genomic 

instability (Akli and Keyomarsi 2004; Möröy and Geisen 

2004). Cyclin E has yet to be developed in terms of targeted 

therapy, although preliminary studies with elatase inhibitors 

appear promising (Akli and Keyomarsi 2003; Hunt and 

Keyomarsi 2005).

Besides cyclins, CDKs have also been a target for 

therapeutic development (Senderowicz 2003; Vermeulen 

et al 2003; Osborne 2004; Collins and Garrett 2005). Two 

approaches are taken: a direct approach in which CDKs’ 

catalytic sites, especially the ATP-binding site, are targeted 

and an indirect approach in which the upstream pathways 

that govern CDKs are targeted. For the direct approach a 

number of small molecular weight inhibitors have been 

developed that are specifi c for particular CDKs, such as 

roscovitine, purvalanol, and nitrosopirimidines, which tar-

get CDK1, 2, and 5, and indolocarbazoles and PD0183812, 

which target CDK4, and fl avopiridol and UCN-01, which 

target CDKs nonspecifi cally. For example, roscovitine 

inhibits by 50%–70% the proliferation of human breast 

carcinoma cells (We ˛sierska-G dek et al 2003). A number 

of strategies have been developed for the indirect approach, 

including the overexpression of endogenous CKIs through 

gene therapy and small molecular weight molecules like 

lovastatin and rapamycin, the depletion of cyclins and CDKs 

through antisense oligonucleotides and small molecular 

weight molecules like tamoxifene and the retinoids, and the 

modulation of the proteasome mechanism like PS341. For 

example, lovastatin at 50 μM inhibits the proliferation of 

human breast cancer cell line MCF-7, by up to 90% (Seeger 

et al 2003). Overall, these approaches are in various stages 

of clinical trials and use, with varying degrees of effi cacy 

and safety.

Estrogen and its receptor
Estrogen is a generic term for a family of sex hormones 

that are critical for the mammalian estrous cycle (Messinis 

2006). There are three main classes of estrogens: estradiol 

(17β-estradiol), estrone, and estriol. Estrogen synthesis takes 

place predominantly in the ovaries in premenopausal women 

and to a lesser extent in extragonadal tissues, including 

breast tissue, which, along with other extragonadal tissue, 

is its source in postmenopausal women (Huang et al 2005; 

Jordan and Brodie 2007). It begins with the synthesis of 

C-19 androgens from cholesterol in ovarian theca interna cells. 

Upon entrance into ovarian granulosa cells the androgens 

are aromatized by an aromatase complex, consisting of 

cytochrome P450 hemoprotein and NADPH-cytochrome P450 

reductase – a fl avoprotein that is part of a larger cytochrome 

superfamily. Three hydroxylation steps are postulated in the 

synthesis of estradiol from testosterone and of estrone from 

androstenedione. Finally, estrogens appear to enhance their 

own synthesis through a feed-forward mechanism involving 

prostaglandin synthesis (Frasor et al 2003).

There are two types of estrogen receptors (ERs), which are 

the product of two separate genes (Kenemans et al 2004). The 

ERα gene is located on chromosome 6q25.1, while the ERβ 

gene is located on chromosome 14q22–24. Although there 

are two different ER genes, their products share considerable 

structural and functional homology (Kuiper et al 1996). Both 

ERs contain six structural domains (domains A-F) that com-

pose several functional domains (Herynk and Fuqua 2004). 

A transactivation domain is associated with amino terminus 

domains A and B, which bind various regulatory elements 

that modulate ER-mediated transcriptional activity. A DNA 

binding domain is associated with domain C, which contains 

two zinc fi nger motifs. This domain binds to the promoters of 

ER-targeted genes. The ER dimerization domain is divided 

between the C and E domains, along with an area at the 

carboxy terminus. The nuclear localization signal is located 

in domain D, which also contains the hinge region. Finally, 

domains E and F contain a ligand-binding domain and another 
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transactivation domain. Both ERs also exhibit a variety of 

splicing variants (Herynk and Fuqua 2004).

Estrogen is a potent mitogenic hormone that is critical 

not only in breast development but also in its carcinogenesis, 

although there is debate about its role in breast cancer initia-

tion (Foster et al 2001; Wren 2004; Russo and Russo 2006). 

The ERα isoform is the predominant agent of mitogenic activ-

ity in breast tissue and is overexpressed in the early stages of 

breast cancer (Hayashi et al 2003; Hewitt et al 2005). Around 

two-thirds of breast cancer tissue expresses higher ER levels 

than normal tissue (Ideka and Inoue 2004). Estrogen binds 

to ERα to form a stable receptor dimer that is then phos-

phorylated inducing a conformational change, which thereby 

exposes a DNA-binding domain and transcriptional activation 

domains (Butt et al 2005). The dimer binds to target genes 

involved in phosphorylation of RB, especially both c-MYC 

and cyclins D1 and E (Roy and Thompson 2006).

Growth factors, such as EGF, IGF-I, and TGFα, also 

bind ER and lead to mitogenic activity in breast cancer 

cells (Butt et al 2005). ER and HER2 pathways also share 

contact or “cross-talk” during breast tumorigenesis (Sledge 

and Miller 2003). The role of ERβ in the development of 

breast cancer is unclear, although the ratio of ERα to ERβ 

is important in breast carcinogenesis (Cullen et al 2001; 

Herynk and Fuqua 2004). Finally, breast cancer tissue can 

be either ER-positive or ER-negative, with the ER-positive 

tumors forming a unique molecular subgroup (Perou et al 

2000). ER-negative tumors are associated with an aggressive 

form of the disease and consequently with poor prognosis 

(Rochefort et al 2003).

Antihumoral therapy is composed of antiestrogens 

to counteract the effects of estrogens on breast tissue, 

especially as antagonists to ERs (Huang et al 2005; Gao and 

Liu 2007). Type I antiestrogens, also known as selective 

estrogen receptor modulators (SERMs), are non-steroidal 

inhibitors, including tamoxifen, toremifene, and raloxi-

fene. These antiestrogens are widely used because they do 

not bind ERs indiscriminately; rather, they are partially 

selective in their binding specifi city and thereby protec-

tive against estrogen-associated bone loss (Jordan 2007). 

Type II antiestrogens include antagonists that are steroidal 

derivatives of estrogen, eg, ICI 164,384 and ICI 182,780. 

The binding of both types of antiestrogens causes a confor-

mational change in ER’s carboxy terminus. Unfortunately 

many patients become resistant to antiestrogen therapy. The 

mechanism of resistance is not completely understood; but 

the standard protocol is to switch to an estrogen-deprivation 

therapy, such as aromatase inhibitors (Huang et al 2005).

The aromatase complex represents an attractive 

target for therapeutic development, since the synthesis of 

estrogen represents the fi nal step in its synthetic pathway. 

Consequently, estrogen synthesis can be specifically 

inhibited without compromising the synthesis of other sex 

hormones (Jordan and Brodie 2007). However, the role of 

estrogens in other tissues besides breast cancer tissue makes 

the use of these inhibitors problematic since they create a 

“no estrogen state” (Huang et al 2005; Jordan and Brodie 

2007). Aromatase inhibitors (AIs) represent a very successful 

targeted therapy for breast cancer in postmenopausal women 

(Altundag and Ibrahim 2006).

There are two types of AIs, which are currently in 

their third generation (Huang et al 2005; Altundag and 

Ibrahim 2006). Type I inhibitors, such as exemestane, 

mimic the binding of the androgen substrate and thereby 

bind covalently and irreversibly to aromatase. Type II 

inhibitors, such as letrozole, are non-steroidal in nature 

and bind irreversibly to aromatase’s catalytic site. Recent 

studies demonstrate that AIs are effective as or even more 

effective than tamoxifen and are being administered as 

the primary adjuvant therapy instead of using it after 

tamoxifen as previously done (Altundag and Ibrahim 

2006). For example, letrozole was better in clinical studies 

than tamoxifen with respect to time to treatment failure, 

9.4 months versus 6.0 months on average respectively 

(Mouridsen et al 2003).

Tumor suppressor genes
While in general oncogenes promote cell growth and prolif-

eration, tumor suppressor genes (TSGs) inhibit them (Varmus 

and Weinberg 1993; Macdonald et al 2004; Schulz 2006). 

Alteration of these genes results in what is termed loss-of-

function, ie, cell quiescence, which leads to cell growth and 

proliferation. These genes are responsible for stopping the 

cell from dividing during cell division, especially if DNA is 

damaged during its replication (Motoyama and Naka 2004). 

In other words, they represent stepping on the brake of an 

automobile (Weinberg 1998).

In stopping cell division, TSGs also maintain the 

integrity of the cell’s genome and therefore function as a 

competent automobile mechanic (Vogelstein and Kinzler 

2004). Because of their functions in stopping the cell from 

dividing or in ensuring the DNA is not damaged, TSGs are 

often called gatekeepers or caretakers, respectively (Kinzler 

and Vogelstein 1997; MacLeod 2000). As such, they are 

important in maintaining the genome’s stability and integrity 

(Sherr 2004).
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TSGs are recessive and require two “hits” in order to 

inactivate them (Knudson 1971). For example, they may be 

deleted physically or lost via recombination; or, they may be 

mutated or their promoter hypermethylated (Schulz 2006). 

TSGs are responsible for many hereditary cancers, such as 

the eye tumor retinoblastoma, although they are also neces-

sary for the development of sporadic cancers (Macdonald 

et al 2004; Schulz 2006). Because of their role in hereditary 

cancer, they are called susceptibility genes and act in a domi-

nant fashion (Macdonald et al 2004). There are several TSGs 

involved in the development of breast cancer, including RB, 

TP53, and PTEN, and the susceptibility genes BRCA1 and 

BRCA2 (Table 2). In general, treatment development based 

on TSGs presents a greater challenge than that based on 

oncogenes because TSGs represent loss-of-function rather 

than gain-of-function.

RB
The retinoblastoma (RB) gene is located on chromosome 

13q14 and is made up of 27 exons (Whyte 1995; Claudio 

et al 2002; Macdonald et al 2004; Du and Pogoriler 2006). 

The gene product, RB or p105, is a 105 kDa nuclear 

phosphoprotein, which contains no catalytic site and binds 

weakly and non-specifi cally to DNA. It contains well over 

a dozen possible phosphorylation sites, especially within 

the amino and carboxy termini. The RB protein shares 

conformational homology with RBL1 or p107, located 

on chromosome 20q11, and with RBL2 or p130, located 

on chromosome 16q12. This protein family is called the 

“pocket” proteins, since they contain a highly conserved 

pocket region for binding cellular proteins. RB protein 

contains an A domain (exons 11–17) and a B domain (exons 

20–23), separated by a short spacer (exons 18 and 19). The 

A/B domain makes up the small pocket region and, along 

with the carboxy terminus, makes up the large pocket 

region. These regions are responsible for binding various 

proteins and have at least two protein binding sites, one 

for E2F proteins (A/B domain interface) and another for 

proteins containing an LXCXE motif (B domain), which 

are functionally distinct from one another (Chau et al 2006). 

The spacer between the A and B domains for RBL1 and 

RBL2 binds cyclins A and E, while the PB spacer is too 

short to bind proteins.

The RB protein binds over 110 cellular proteins that 

can be divided into three classes (Morris and Dyson 

2001). The fi rst includes kinases, and their regulators, and 

phosphatases, the next class transcriptional regulators, and 

the fi nal class miscellaneous proteins that are involved in 

disparate functions such as cell cycle regulation and DNA 

replication. These proteins function to limit cell growth and 

proliferation, to amplify cell differentiation, and to restrain 

cell apoptosis (Morris and Dyson 2001; Zheng and Lee 

2001; Knudsen and Knudsen 2006). The most well studied 

protein that binds to the large pocket of RB belongs to 

the transcriptional regulator E2F family, which makes up 

the RB/E2F pathway (Dyson 1998; Macdonald et al 2004). 

The E2F family consists of eight family members, divided 

into four groups (Du and Pogoriler 2006). The fi rst consists 

of E2F1-3 and is called the “activating E2Fs,” since members 

of this class bind preferentially to RB and are responsible for 

promoting cell division. The second class consists of E2F4 

and 5 and is called “repressive E2Fs,” since its members 

bind preferentially to RBL1 and 2 and inhibit cell division. 

The E2F family binds to the two members of the DP family 

to form a heterodimer that then binds preferentially to RB 

family members.

RB or its pathway is altered in roughly 80% of human 

cancer cases, making it a very important factor in carci-

nogenesis (Schultz 2006). Loss of RB activity is present 

in about one-third of sporadic breast cancer cases and has 

a negative impact on patient outcome and response to 

treatment (Ross et al 2004b; Bosco et al 2007). RB loss 

in breast cancer occurs from chromosomal deletion, func-

tional inactivation through cyclins A or E overexpression, 

intragenic mutation, and transcriptional silencing such as 

promoter hypermethylation (Oesterreich and Fuqua 1999; 

Bièche and Lidereau 2000; Oliveira et al 2005). Interest-

ingly, 20% of breast cancer cases contain truncated muta-

tions of RB1CC1, an upstream regulator of RB expression 

(Chano et al 2002). Although RB alteration is important 

in breast cancer, studies with mammary epithelial cells 

revealed that alterations in other genes like TP53 are also 

required for tumor initiation and progression (Simin et al 

2004). To date, no targeted therapies for RB alterations 

have been developed, although reintroduction of RB into 

breast cancer cells resulted in growth suppression (Stoff-

Khalili et al 2006). And fi nally, RB modifi es the response 

of breast cancer cells to tamoxifen chemotherapy because 

Table 2 Tumor suppressor genes

Gene Location Protein Function

RB 13q14 105 kDa nuclear phosphoprotein Gatekeeper
TP53 17p13 53 kDa phosphoprotein Caretaker
PTEN 10q23.1 53 kDa phosphatase Gatekeeper
BRCA1 17q21 220 kDa nuclear phosphoprotein Caretaker
BRCA2 13q12 384 kDa nuclear phosphoprotein Caretaker
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of E2F deregulation, resulting in earlier recurrence (Bosco 

et al 2007).

TP53
The TP53 gene is located on chromosome 17p13 and spans 

20 kb (Macdonald et al 2004; Lacroix et al 2006; Schultz 

2006). It is composed of 11 exons, which encode for a 2.8 kb 

transcript. Its protein product, p53, is a 53 kDa phosphoprotein, 

although its calculated mass in around 44 kDa. It is generally 

found in the nucleus and has a rather short half-life of around 

20 minutes. p53 belongs to a protein family composed of two 

other proteins, p63 and p73, both of which share homology 

with p53 but have different functions. It is a transcriptional 

activator and exhibits a structure typical to other activators, 

with three domains. The amino terminal transactivation 

domain contains a relatively large number of acidic amino 

acids and proline-rich region, which is responsible for its 

apoptotic activity. The central core domain of p53 is highly 

conserved evolutionarily and is responsible for p53’s binding 

to promoters, during transcriptional activation. It is hydropho-

bic in nature and is folded into β sheets. The carboxy terminal 

domain contains many charged amino acids making it hydro-

philic in nature. It is responsible for forming p53 tetramers. It 

also contains three nuclear localization signals.

p53 is responsible for a variety of functions within the 

cell’s economy, including cell cycle arrest and promotion of 

apoptosis, DNA repair, cell differentiation, and inhibition of 

angiogenesis (Braithwaite et al 2005; Toledo and Wahl 2006; 

Vousden and Lane 2007). Its main function is to ensure that 

the cell’s genome remains intact before cell division occurs 

and because of this function it is often called the “Guard-

ian of the Genome” (Lane 1992). MDM2 (an ubiquitin 

ligase mouse double minute-2 homologue; called HDM2 

in humans) and MDM4, which bind to the amino terminus 

of p53, are responsible for inhibiting p53 and promoting its 

degradation (Haupt 2004). p53 also binds to genes such as 

BAX that are responsible for the apoptotic pathway, thereby 

shuttling the cell into programmed cell death. The p53 path-

way is generally activated by DNA damage, which results 

in phosphorylation of p53 by ATM or CHK2 at sites near 

MDM2 and MDM4 binding. MDM2 or MDM4 are released, 

and the CKI p21 then binds to p53 (Macdonald et al 2004). 

p21 is transactivated and arrests the cell cycle until the DNA 

is repaired. Mutations of p53 that disrupt this pathway result 

in cell division, even though its DNA is damaged. Such dam-

age can lead to carcinogenesis.

Alteration in TP53, usually in terms of missense muta-

tions is found in more than half of all cancers (Macdonald 

et al 2004; Braithwaite et al 2005). Around 20%–40% of 

breast cancers have a genetic or an epigenetic altered form 

of the TP53 gene, which is associated with poor prognosis 

(Gasco et al 2002; Børresen-Dale 2003; Macdonald et al 

2004). Usually, the genetic alteration is often a point muta-

tion that results in a malfunctioning, non-degradable protein 

that accumulates in tumor cells. Altered TP53 (exons 5–8) is 

generally associated with sporadic breast cancer; however, 

it may function as a susceptibility gene in patients suffering 

from Li-Fraumeni syndrome (Macdonald et al 2004; Lacroix 

et al 2006).

An increased rate of TP53 mutation is also associated 

with carriers of BRCA1 and BRCA2 germline mutations 

(Gasco et al 2002; Lacroix et al 2006). BRCA1 apparently 

stimulates transcription of TP53 since mutant forms of 

BRCA1 do not have the same activity levels. Apoptosis 

stimulating protein of p53 (ASPP) increases p53-dependent 

induction of apoptosis target genes, such as BAX (Gasco 

et al 2002). Finally, alteration of genes in the TP53 path-

way can also lead to breast cancer. For example, loss of the 

cell cycle checkpoint kinase CHK2 results in an inability 

to stabilize p53 (Osborne et al 2004). However, these 

mutations are much less common in breast cancer (Gasco 

et al 2002). Downregulation of this gene affords cells with 

damaged DNA a greater chance of surviving and dividing 

(Ingvarsson 2004).

TP53 and its regulation by MDM2 and MDM4, as 

well p53 itself, are targets for the development of rational 

cancer therapies (Braithwaite et al 2005; Bouchet et al 

2006; Lacroix et al 2006). The disruption of MDM2-p53 

and MDM4-p53 interactions is targeted through small 

molecular weight molecules, such as the nutlins, which 

are cis-imidazoline derivatives. Nutlins have yielded 

impressive results in xenografts by inhibiting tumor 

growth at high doses, with no obvious toxicity. Antisense 

oligonucleotides to the MDM2 gene have also been devel-

oped to downregulate the inhibitor, thereby increasing p53 

levels. In addition, MDM2 siRNA has been successfully 

used to inhibit p53-dependent breast cancer (Liu et al 

2004). Gene therapy to replace wild type TP53, using 

retroviruses and the adenovirus Ad5CMv-p53, has been 

developed to restore p53 functional levels. Finally, restor-

ing or rescuing aberrant p53 activity has proven a suc-

cessful therapeutic strategy (Takimoto et al 2002; Bossi 

and Sacchi 2007). For example, CP-31398 and PRIMA-1 

have been shown to rescue p53 activity by binding to 

defective p53 and then restoring its ability to function 

normally (Wang et al 2003). Moreover, these agents act 



Biologics: Targets & Therapy 2007:1(3)250

Suter and Marcum

synergistically. For example, PRIMA-1 and cisplatin act 

synergistically to enhance tumor cell apoptosis (Bykov 

et al 2005).

PTEN
The PTEN (phosphatase and tensin homolog deleted on 

chromosome ten, also known as MMAC1 or TEP1) gene is 

located on chromosome 10q23.1 (Li et al 1997; Weng et al 

1999). It consists of nine exons and transcribes a 5.5 kb 

mRNA, which encodes for a 53 kDa protein (Kim and Mak 

2006). The PTEN protein contains a phosphatase domain 

at the amino terminal region, with a phosphatase motif 

(HCX(A/X)GXXR(S/T)G) that is common for both tyrosine 

and dual-specifi city (serine and threonine) phosphatases 

(Li et al 1997; Simpson and Parsons 2001). The catalytic 

region consists of a wider pocket than most phophatases and 

contains three positively charged amino acids that account 

for its preference for acidic substrates (Di Cristofano and 

Pandolfi  2000). The main substrate for the phosphatase is 

PIP
3
 (Maehama and Dixon 1999). The carboxy terminal 

region consists of a C2 domain that binds phospholipids 

and of a tail region that contains PEST sequences and CK2 

phosphorylation sites important for structural stability and 

catalytic activity (Simpson and Parsons 2001). Finally the 

tail region contains a PDZ domain that binds MAGI proteins, 

which are important for locating the phosphatase at the cell 

membrane.

PTEN functions in the cell’s economy through arrest-

ing the cell cycle and promoting cell apoptosis, as well as 

regulating cell adhesion, migration, and invasion especially 

through extracellular molecules like the integrins (Tamura 

et al 1999; Di Cristofano and Pandolfi  2000; Waite and Eng 

2002). The PTEN phosphatase acts as a TSG by dephos-

phylating PIP
3
, thereby downregulating AKT (also known 

as protein kinase B). Inhibition of AKT activation in turn 

downregulates the signal transducer or effector mTOR 

(mammalian target of rapamycin), which in turn leads to 

arrest of the cell cycle at G1 and to programmed cell death 

(Lu et al 1999; Guertin and Sabatini 2005; Bianco et al 

2006). Besides the cytoplasm, PTEN is also found in the 

nucleus and may function in not only downregulating the 

AKT/mTOR pathway but also other cellular pathways like 

CENP-C and RAD51 pathways that are important in chro-

mosome integrity (Chung et al 2006; Baker 2007). Finally, 

PTEN is also involved in the downregulation of cyclin D1 

through the MAPK pathway.

PTEN is involved in germ-line mutations that are 

responsible for Cowden and Bannayan-Riley-Ruvalcaba 

syndromes, in which 80% of the tumors arising in these 

syndromes are present in the breast (Liaw et al 1997; Marsh 

et al 1998; Lu et al 1999). Loss of PTEN is associated 

with aggressive breast malignancy and poor prognosis 

(Garcia et al 1999; Petrocelli and Slingerland 2001). 

PTEN in Cowden breast cancer is chiefl y mutated within 

the amino terminal phosphatase domain, while PTEN in 

Bannayan- Riley-Ruvalcaba breast cancer is mutated in 

the non-phosphate domains (Rhei et al 1997; Marsh et al 

1998; Waite and Eng 2002). Loss of PTEN is also prevalent 

in sporadic breast cancer, although mutation of the gene 

is infrequent and methylation of the PTEN promoter is 

responsible for inhibiting PTEN gene expression (Khan 

et al 2004). Although PTEN is involved in regulation of 

the P13K/AKT/mTOR pathway in breast carcinogenesis, 

recent evidence suggests that its regulation is more com-

plex (deGraffenried et al 2004; Panigrahi et al 2004; Bose 

et al 2006).

PTEN and the P13K/AKT/mTOR pathway provide 

useful targets for developing robust therapies for breast 

cancer (Lu et al 2003; Kim et al 2005). There has been little 

work done to target PTEN until recently. Reconstitution 

studies with PTEN gene therapy in a mouse model for lung 

cancer, for example, reveals that apoptosis is increased, 

while AKT and mTOR activation is decreased signifi cantly 

(Kim et al 2005). In addition, antisense oligonucleotides 

to PTEN resulted in trastuzumab resistance, while rescue 

of PTEN through P13K inhibitors restored trastuzumab 

sensitivity (Nagata et al 2004). Recently, Par-4 has been 

shown to participate in PTEN-mediated apoptosis and 

may provide a useful target for therapeutic development 

(Goswami et al 2006).

A number of inhibitors have been developed to key 

components of the P13K/AKT/mTOR pathway (Chen 

et al 2005; Granville et al 2006). P13K inhibitors target 

the p110 ATP binding site in the catalytic pocket. The two 

best known inhibitors are LY294002 and wortmannin, 

which in combination is more effective than either alone 

and exhibits fewer toxicities. AKT inhibitors exhibit a 

variety of mechanisms, including translocation inhibition 

and binding to the catalytic or substrate binding sites. 

Examples of these inhibitors include perifosine, PX-316, 

and NL-71-101. The most studied inhibitors are those for 

mTOR and include rapamycin and its derivatives CCI-779, 

RAD-001, and AP-23573 (Vignot et al 2005; Tsang et al 

2007). Phase II trials with CCI-779 demonstrated its safety 

for treating advanced and metastatic breast cancer (Chan 

et al 2002). Recently, a multicenter randomized phase II 



Biologics: Targets & Therapy 2007:1(3) 251

Breast cancer and targeted therapy

trial suggests that oral administration of 10 mg daily of 

RAD-001 is also effi cacious in metastatic breast cancer 

patients (Ellard et al 2007).

BRCA1 and BRCA2
The tumor susceptibility genes, BRCA1 and BRCA2, are 

found in about 80% of familial breast cancer cases and only 

5%–10% of all breast cancer cases (Rosen et al 2003; Antoniou 

and Easton 2006). BRCA1 and BRCA2 are considered high-

penetrance variants, especially in some ethnic groups like 

Ashkenazi Jews, with as high as 90% penetrance – although 

there is evidence to indicate that the estimates over-represent 

the penetrance by about a half (Begg 2002; Macdonald et al 

2004). In general the risk of developing breast cancer increases 

with age, but due to nongenetic factors the age of onset can 

vary widely (Osborne et al 2004). However, among those who 

carry BRCA1 or BRCA2 mutations, the risk of developing 

cancer not only increases with age but the age of onset is 

markedly earlier (Macdonald et al 2004). Both BRCA1 and 

BRCA2 are caretaker genes and are important in maintaining 

the integrity of the cell’s genome (Venkiteraman 2002; 

Iggvarsson 2004; Macdonald et al 2004).

BRCA1 is located on chromosome 17q21 and contains 

24 exons, 22 of which encode for a 220 kDa nuclear 

phosphoprotein (Nathanson et al 2001; Macdonald et al 

2004; Schulz 2006). Exon 11 alone accounts for around 

50% of the encoding gene. The BRCA1 protein exhibits 

several structure domains important for its function (Rosen 

et al 2003). At the amino terminus is a zinc-binding RING-

fi nger domain, containing a cys3-his-cys4 structure, which 

binds BARD1 (BRCA1-associated RING domain protein) 

and BAP1 (BRCA1-associated protein) – hallmarks of the 

RING-fi nger family of transcriptional regulatory proteins. 

The domain also binds other proteins, including cyclin D1, 

ERα, and c-MYC. The carboxy terminus contains two 110 

amino acid sequence BRCT (BRCA C terminal) domains 

that are involved in transcription activation and for binding 

proteins critical for that function, like histone deactylase. 

Finally, BRCA1 has a central domain that binds proteins 

involved in repair of double-strand DNA breaks. BRCA1 

mutations are usually frame-shift mutations that result in a 

truncated protein, but point mutations can occur at both the 

amino and carboxy termini.

The BRCA1 protein is part of a genome surveillance 

complex (BASC) that is composed of DNA repair and TSG 

proteins, such as MSH2 and the RAD50-MRE11-p95 com-

plex, which are involved in recombination-mediated repair 

of double-stranded DNA breaks (Nathanson et al 2001; 

Macdonald et al 2004; Gudmundsdottir and Ashworth 2006). 

The BRCA 1 gene is transcribed during late G1 phase and 

throughout the S phase (Macdonald et al 2004). Following 

DNA damage, ATM, ATR, or CHK2, regulator proteins in 

pathways of tumor cell suppression, rapidly phosphorylate 

BRCA1 to an active state (Gasco et al 2002; Gudmundsdottir 

and Ashworth 2006). BRCA1 stops the cell cycle at the S 

and G2/M checkpoints, points before cell division (Rosen 

et al 2003; Deng 2006). In general, BRCA1 inhibits the 

activity of oncogenes and amplifi es the activity of TSGs 

(Rosen et al 2003). For example, it can bind and inhibit 

c-MYC or it can transactivate both p21 and p27 (Rosen et al 

2003). BRCA1 can also bind directly to p53, enhancing its 

transcriptional ability and stabilizing its protein (Gasco et al 

2002). Finally, it also functions in chromatin remodeling 

and is required for centromere replication (Rosen et al 2003; 

Osborne et al 2004).

The BRCA2 gene is located on chromosome 13q12 and 

contains 27 exons, 26 of which encode for a 384 kDa nuclear 

phosphoprotein (Nathanson et al 2001; Macdonald et al 2004; 

Schulz 2006). Like BRCA1, BRCA2’s exon 11 accounts for 

half of the coding gene; and, its exon 10 is relatively large 

compared to other exons. BRCA2 is somewhat structurally 

similar to BRCA1 but does not contain as many well defi ned 

structural domains as BRCA1 (Nathanson et al 2001). The 

amino terminus contains transcriptional activation domains, 

while the carboxy terminus contains a nuclear localization 

signal that is involved in shuttling the recombinase RAD51 

from the cytoplasm to the nucleus (Venkitaraman 2002; 

Gudmundsdottir and Ashworth 2006). The central domain 

contains eight copies of the ~40 amino acid BRC repeat, which 

are responsible for binding RAD51. BRCA1 and BRCA2 are 

thought to be co-regulated during the cell cycle and DNA 

repair (Rosen et al 2003; Macdonald et al 2004). They, along 

with RAD51, BARD1 and other components, form the BRCC 

complex that is critical for double-strand DNA break repair 

(Gudmundsdottir and Ashworth 2006).

The BRCA susceptibility genes afford clinical investi-

gators several strategies for targeted therapy (Yarden and 

Papa 2006). One strategy is to target histone deacetylase, 

which is involved in chromosome integrity. BRCA1, as 

noted above, binds and regulates the deacetylase from com-

promising chromosome integrity. Inhibitors to the enzyme 

would compensate for breast tumors that do not express 

BRCA1. Another strategy is to inhibit poly(ADP-ribose) 

polymerase 1 (PARP1), an enzyme involved in repair of 

breaks in DNA. Recent studies demonstrate that breast 

cancer cells defi cient in BRCA genes are three orders of 
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magnitude more sensitive than normal breast cells to PARP1 

inhibitors, resulting in the induction of cell programmed 

death because chromosomal DNA breaks are not repaired 

(Bryant et al 2005; Farmer et al 2005; Turner et al 2005).

The next strategy focuses on BRCA replacement gene 

therapy. Studies have shown that reintroduction of BRCA 

genes into breast cancer cells have resulted in cell cycle arrest 

and apoptosis (Osborne et al 2004; Stoff-Khalili et al 2006). 

Another strategy involves BRCA1 overexpression in a breast 

cancer cell line, which confers resistance to chemotherapy. 

Utilization of BRCA1 antisense oligonucleotides restored 

drug sensitivity (Husain et al 1998). Finally, second gen-

eration platinum-based chemotherapeutics is being actively 

perused to treat cancer patients (Kelland 2007). For example, 

a phase II clinical trial with carboplatin is currently underway 

(BRCA trial 2007).

Challenges
The challenges for the genetic approach to breast cancer 

involve both greater understanding of the underlying molecu-

lar mechanisms for breast carcinogenesis and more effective 

and specifi c treatment regimes, as well as prevention of the 

disease. As for the underlying molecular mechanism, a fuller 

understanding of the pathways and of the genes that constitute 

those pathways are required. For example, ten genes have 

been identifi ed for inherited breast cancer cases; but, they 

only account for 50% of the cases (Walsh and King 2007). 

The genes responsible for the other half of inherited breast 

cancer cases are unresolved. Another important factor for 

understanding breast cancer development is the tumor’s 

microenvironment, which also plays a signifi cant role in 

tumor initiation and progression (Liotta and Kohn 2001; 

Wiseman and Werb 2002). The microenvironment is no lon-

ger considered an “innocent bystander” that passively serves 

as scaffolding for carcinogenesis (Erickson and Barcellos-

Hoff 2003). Rather, an altered microenvironment or terrain is 

a common feature of cancer and it is thought to induce malig-

nant transformation of the surrounding epithelium through 

oncogenic pathways (Comoglio and Trusolino 2005). These 

“landscaper” defects refl ect alterations in genes responsible 

for the microenvironment’s composition and architecture 

(Kinzler and Vogelstein 1998; Alessandro et al 2004).

Chow et al (2006) have identified three challenges 

for breast cancer therapy research. The fi rst involves the 

improvement of the efficacy for conventional chemo-

therapy. Especially the use of combinatorial strategies is 

required to optimize a therapeutic regime, and yet keep 

toxicities at a minimum. The next challenge is to develop 

targeted therapeutic protocols for many of the known genes 

responsible for breast cancer development, especially in 

terms of gene therapy, and to incorporate them into pres-

ent protocols or to develop new ones. Moreover, what is 

required is not an additive but a synergistic effect between 

different drugs. Such synergism insures that the therapeutic 

protocol is optimally effective and minimally harmful to the 

patient. The development of cancer is a complex phenomenon 

that requires a number of genes and molecular pathways. 

In essence, the disease is a synergistic interplay of genes 

and pathways and only a combination of drugs that targets 

these genes and pathways will be effective. It is doubtful if 

there is a “magic bullet” therapy for many types of cancer, 

including breast cancer. In addition, there is the need for 

the discovery of new genes and genes products to target for 

therapeutic regimes. The fi nal challenge is the development 

of better methods for categorizing breast cancer heteroge-

neity, as well as better means to predict drug response and 

resistance. Pharmacogenetics and DNA microarray analysis 

are already being employed to provide more accurate clas-

sifi cation of breast cancer types and response of patients to 

drugs (Lønning et al 2005; Espinosa et al 2006; Marsh and 

McLeod 2007).

Besides these challenges there are two additional ones: 

cancer stem cells (CSCs) and prevention. Although the 

idea of CSCs is an old one it has only been within the past 

decade that it has been supported experimentally (Clarke 

et al 2006; Dean 2006; Massard et al 2006; Witcha et al 

2006), even though there are some theoretical and techni-

cal concerns in terms of its application to solid tumors like 

breast cancer (Hill 2006). The traditional stochastic model 

claims that any cell can become tumorigenic, while the 

hierarchical model or cancer stem cell hypothesis claims 

that only a subset of tumor-initiating cells is responsible for 

tumorigensis (Dick 2003). The cancer stem cell hypothesis 

has important implications for therapy. Instead of treating 

proliferating cells, which can only result in limited tumor 

remission with possible recurrence, elimination of the CSCs 

would effectively remove the cancer. Recently CSCs, rep-

resenting about 2% of the cells, were isolated from human 

breast cancer tissue and produced tumors upon injection 

into immunodefi cient mice (Al-Hajj et al 2003). Moreover, 

these cells have been grown in vitro (Ponti et al 2005, 2006). 

The challenge for breast cancer treatment is to target breast 

CSCs and their unique components thereby permitting their 

complete destruction.

The second challenge for breast cancer research is pre-

vention in terms of medical management for early onset of 
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the disease and with respect to lifestyle factors. Medical 

management vis-à-vis prevention, especially of inherited 

breast cancer, includes procedures such as early detection of 

breast cancer by imaging techniques, chemoprevention, and 

prophylactic surgical procedures (Pruthi et al 2007; Robson 

and Offi t 2007). Early detection of breast cancer is important 

in terms of its prevention, especially since it metastasizes 

rather quickly. Although the sensitivity of traditional mam-

mography is around 85%, it is not as sensitive (38%–55%) for 

women with dense breasts or BRCA mutations (Kerlikowske 

et al 1996; Scheuer et al 2002; Pruthi et al 2007). This means 

that there is still a considerable number of false negatives, 

even for traditional imaging techniques. Although new imag-

ing technology is being developed, such as digital mammogra-

phy, ultrasound, and MRI, appropriate clinical trials have yet 

to be conducted to test them (Elmore et al 2007).

A number of prospective, randomized, placebo-controlled 

clinical trials have been conducted recently in terms of 

chemoprevention, especially with the fi rst-generation SERM 

tamoxifen and the second-generation SERM raloxifene 

(Cuzick et al 2003; Vogel 2007). The results from these 

studies, although encouraging, have been mixed. From 

the four trials, Royal Marsden, NSBP P-1, Italian, and 

IBIS-I, the total number of breast cancers developed from 

the tamoxifen-treated group was 289 out of 14,192 woman, 

while for the placebo-controlled group it was 465 out of 

14,214 women. This represents an average of 38% for the 

reduction of breast cancer incidence, with a range from 

17%–49%. The STAR study, which was recently completed, 

compared tamoxifen to raloxifene and found that the second-

generation SERM was as effective as the fi rst generation 

SERM and exhibited less pronounced side effects like bone 

fractures and thromboemboli. Aromatase inhibitors (AIs) 

are currently being tested in two international clinical trials 

(O’Regan 2006). The use SERMs or AIs are effective against 

the incidence of ER-positive breast tumors. Future research 

must address the prevention of ER-negative tumors.

Besides chemoprevention, surgical procedures have been 

also developed to prevent the incidence of breast cancer in 

high risk women, especially BRCA mutation carriers. The 

fi rst is bilateral prophylactic or risk-reducing mastectomy. 

The PROSE study found that this surgical procedure reduced 

the risk of breast cancer by 90% for women with intact ova-

ries and by 95% for women without ovaries (Rebbeck et al 

2004). To date, there has not been a randomized controlled 

clinical trial to confi rm the benefi t of the procedure (Zakaria 

and Degnim 2007). The major problem with this procedure 

is its acceptance among high risk women, which requires 

sociological and psychological studies (Lynch et al 2001). 

Another more acceptable surgical procedure – because of 

self-image issues – is prophylactic or risk-reducing salpingo-

oophorectomy, which reduces the risk of breast cancer by 

about 50% (Kauff and Barakat 2007). The major problem 

with this procedure is the use of hormones to manage post 

salpingo-oophorectomy, which may increase the risk of 

breast cancer incidence.

Lifestyle factors, including body size and composition, 

diet, and exercise, are important factors in breast cancer 

prevention (Brody et al 2007; Michels 2007). For example, 

maintaining one’s “ideal” body weight (BMI = 19–25 kg/m2) 

and engaging in moderate exercises reduces the risk of breast 

cancer by about 30% (Pruthi et al 2007). Interestingly, diet, 

especially in terms of a low-fat and high in vegetables, fruit, 

and fi ber diet, does not reduce the risk of breast cancer for 

women with treated early-stage breast cancer (Pierce et al 

2007). However, the role of diet on the incidence of breast 

cancer requires further investigation with respect to long term 

studies, especially for women who are at risk for the disease. 

In addition, even though alcohol consumption, cigarette 

smoking, and exposure to environmental carcinogens are 

known risk factors for breast cancer, there is still much that 

needs to be investigated in terms of lower risk patients. In 

conclusion, although the nature of breast cancer is better 

understood today than several decades ago there is still much 

more basic and clinical research needed before the disease is 

controlled and hopefully someday eradicated.

References
Adjei AA, Dy GK, Erlichman C, et al. 2003. A phase I trial of ISIS 2503, 

an antisense inhibitor of H-ras, in combination with gemcitabine in 
patients with advanced cancer. Clin Cancer Res, 9:115–23.

Akli S, Keyomarsi K. 2003. Cyclin E and its low molecular weight forms 
in human cancer and as targets for cancer therapy. Cancer Biol Ther, 
2(Suppl 1):S38–47.

Akli S, Keyomarsi K. 2004. Low-molecular-weight cyclin E: the miss-
ing link between biology and clinical outcome. Breast Cancer Res, 
6:188–91.

Alessandro R, Clair T, Liotta LA, et al. 2004. The cellular microenviron-
ment. In: Abeloff MD, Armitage JO, Niederhuber JE, et al eds. Clinical 
oncology. 3rd ed. Philadelphia, PA: Elsevier Churchill Livingstone. 
p 47–58.

Al-Hajj M, Wicha MS, Benito-Hernandez A, et al. 2003. Prospective 
identifi cation of tumorigenic breast cancer cells. Proc Natl Acad Sci 
USA, 100:3983–8.

Altundag K, Ibrahim NK. 2006. Aromatase inhibitors in breast cancer. 
Oncologist, 11:553–62.

Antoniou AC, Easton DF. 2006. Models of genetic susceptibility to cancer. 
Oncogene, 25:5898–905.

Arnold A, Papanikolaou A. 2005. Cyclin D1 in breast cancer pathogenesis. 
J Clin Oncol, 23:4215–24.

Baker SJ. 2007. PTEN enters the nuclear age. Cell, 128:25–8.
Bange J, Zwick E, Ullrich A. 2001. Molecular targets for breast cancer 

therapy and prevention. Nat Med, 7:548–52.



Biologics: Targets & Therapy 2007:1(3)254

Suter and Marcum

Baselga J, Perez EA, Pienkowski T, et al. 2006. Adjuvant trastuzumab: 
a milestone in the treatment of HER-2-positive early breast cancer. 
Oncologist, 11(Suppl 1):4–12.

Basso AD, Mirza A, Liu G, et al. 2005. The farnesyl transferase inhibitor 
(FTI) SCH66336 (lonafarnib) inhibits Rheb farnesylation and mTOR 
signaling. Role in FTI enhancement of taxane and tamoxifen anti-tumor 
activity. J Biol Chem, 280:31101–8.

Bazley LA, Gullick WJ. 2005. The epidermal growth factor receptor family. 
Endocr Relat Cancer, 12:S17–27.

Begg CB. 2002. On the use of familial aggregation in population-based 
case probands for calculating penetrance. J Natl Cancer Inst, 
94:1221–6.

Berglund P, Landberg G. 2006. Cyclin E overexpression reduces infi ltrative 
growth in breast cancer: yet another link between proliferation control 
and tumor invasion. Cell Cycle, 5:606–9.

Berns EMJJ, Foekens JA, van Staveren IL, et al. 1995. Oncogene amplifi ca-
tion and prognosis in breast cancer; relationship and systemic treatment. 
Gene, 159:11–8.

Bianco R, Ciardiello F, Tortora G. 2005. Chemosensitization by antisense 
oligonucleotides targeting MDM2. Curr Cancer Drug Targets, 
5:51–6.

Bièche I, Lidereau R. 2000. Loss of heterozygosity at 13q14 correlates with 
RB1 gene underexpression in human breast cancer. Mol Carcinog, 
29:151–8.

Børresen-Dale AL. 2003. TP53 and breast cancer. Hum Mutat, 
21:292–300.

Bosco EE, Wang Y, Xu H, et al. 2007. The retinoblastoma tumor suppres-
sor modifi es the therapeutic response of breast cancer. J Clin Invest, 
117:218–28.

Bose S, Chandran S, Mirocha JM, et al. 2006. The Akt pathway in 
human breast cancer: a tissue-array-based analysis. Mod Pathol, 
19:238–45.

Bossi G, Sacchi A. 2007. Restoration of wild-type p53 function in human 
cancer: relevance for tumor therapy. Head Neck, 29:272–84.

Bouchet BP, de Fromentel CC, Puisieux A, et al. 2006. p53 as a tar-
get for anti-cancer drug development. Crit Rev Oncol Hematol, 
58:190–207.

Boveri T. 1914. Zur Frage der Entstehung maligner Tumoren. Jena: 
Fischer.

BRCA Trial. 2007. A randomized phase II pilot trial of carboplatin 
compared to docetaxel for patients with metastatic genetic breast cancer. 
Accessed 9 August 2007. URL: http://www.geneticbreastcancertrial.
usilu.net/Home.asp.

Braithwaite AW, Royds JA, Jackson P. 2005. The p53 story: layers of 
complexity. Carcinogenesis, 26:1161–9.

Brody JG, Rudel RA, Michels KB, et al. 2007. Environmental pollutants, 
diet, physical activity, body size, and breast cancer: where do we 
stand in research to identify opportunities for prevention? Cancer, 
109:2627–34.

Bryant HE, Schultz N, Thomas HD, et al. 2005. Specifi c killing of BRCA2-
defi cient tumours with inhibitors of poly(ADP-ribose) polymerase. 
Nature, 434:913–17.

Burris HA III. 2004. Dual kinase inhibition in the treatment of breast 
cancer: initial experience with the EGFR/ErbB-2 inhibitor lapatinib. 
Oncologist, 9(Suppl 3):10–5.

Butt AJ, McNeil CM, Musgrove EA, et al. 2005. Downstream targets of 
growth factor and oestrogen signalling and endocrine resistance: the 
potential roles of c-Myc, cyclin D1 and cyclin E. Endocr Relat Cancer, 
12:S47–59.

Bykov VJ, Zache N, Stridh H, et al. 2005. PRIMA-1(MET) synergizes 
with cisplatin to induce tumor cell apoptosis. Oncogene, 12:3484–91.

Caldon CE, Daly RJ, Sutherland RL, et al. 2006. Cell cycle control in breast 
cancer cells. J Cell Biochem, 97:261–74.

Carroll JS, Swarbrick A, Musgrove EA, et al. 2002. Mechanism of growth 
arrest by c-myc antisense oligonucleotides in MCF-7 breast cancer 
cells: implications for the antiproliferative effects of estrogens. Cancer 
Res, 62:3126–31.

Chan S, Johnson S, Scheulen M. 2002. First report: a phase II study of 
the safety and activity of CCI-779 for patients with locally advanced 
or metastatic breast cancer failing prior chemotherapy. Proc Am Soc 
Clin Oncol, 21:44a.

Chan SK, Hill ME, Gullick WJ. 2006. The role of the epidermal growth 
factor receptor in breast cancer. J Mammary Gland Biol Neoplasia, 
11:3–11.

Chano T, Kontani K, Teramoto K, et al. 2002. Truncating mutations of 
RB1CC1 in human breast cancer. Nat Genet, 31:285–8.

Chau BN, Pan CW, Wang JYJ. 2006. Separation of anti-proliferation and 
anti-apoptotic functions of retinoblastoma protein through targeted 
mutations of its A/B domain. PLoS ONE, 1:e82.

Chen YL, Law PY, Loh HH. 2005. Inhibition of P13K/Akt signaling: 
an emerging paradigm for targeted cancer therapy. Curr Med Chem 
Anticancer Agents, 5:575–89.

Chow LWC, Yiu CCP, Yip AYS, et al. 2006. The future perspectives of 
breast cancer therapy. Biomed Pharmacother, 60:259–62.

Christensen LA, Finch RA, Booker AJ, et al. 2006. Targeting oncogenes to 
improve breast cancer chemotherapy. Cancer Res, 66:4089–94.

Chung JH, Ostrowski MC, Romigh T, et al. 2006. The ERK1/2 pathway 
modulates nuclear PTEN-mediated cell cycle arrest by cyclin D1 tran-
scriptional regulation. Hum Mol Genet, 15:2553–9.

Clark GJ, Der CJ. 1995. Aberrant function of the Ras signal transduc-
tion pathway in human breast cancer. Breast Cancer Res Treat, 
35:133–44.

Clarke MF, Dick JE, Dirks PB, et al. 2006. Cancer stem cells – perspective 
on current status and future directions: AARC workshop on cancer stem 
cells. Cancer Res, 66:9339–44.

Claudio PP, Tonini T, Giordano A. 2002. The retinoblastoma family: twins 
or distant cousins? Genome Biol, 3:1–9.

Collins I, Garrett MD. 2005. Targeting the cell division cycle in cancer: 
CDK and cell cycle checkpoint kinase inhibitors. Curr Opin Pharma-
col, 5:366–73.

Comoglio PM, Trusolino L. 2005. Cancer: the matrix ix now in control. 
Nat Med, 11:1556–9.

Cox MC, Dan TD, Swain SM. 2006. Emerging drugs to replace current 
leaders in fi rst-line therapy for breast cancer. Expert Opin Emerging 
Drugs, 11:489–501.

Cullen R, Maguire TM, McDermott EW, et al. 2001. Studies on oestrogen 
receptor-alpha and -beta mRNA during in breast cancer. Eur J Cancer, 
37:1118–22.

Cuzick J, Powles T, Veronesi U, et al. 2003. Overview of the main outcomes 
in breast-cancer prevention. Lancet, 361:296–300.

Dang CV, O’Donnell KA, Zeller KI, et al. 2006. The c-Myc target gene 
network. Semin Cancer Biol, 16:253–64.

D’Cruz CM, Gunther EJ, Boxer RB, et al. 2001. c-MYC induces mammary 
tumorigenesis by means of a preferred pathway involving spontaneous 
Kras2 mutations. Nat Med, 7:235–9.

Dean M. 2006. Cancer stem cells: redefi ning the paradigm of cancer strate-
gies. Mol Interv, 6:141–9.

deGraffenried LA, Fulcher L, Friedrichs WE, et al. 2004. Reduced PTEN 
expression in breast cancer cells confers susceptibility to inhibitors of 
the PI3 kinase/Akt pathway. Ann Oncol, 15:1510–6.

Deng CX. 2006. BRCA1: cell cycle checkpoint, genetic instability, 
DNA damage response and cancer evolution. Nucleic Acids Res, 
34:1416–26.

Dick JE. 2003. Breast cancer stem cells revealed. Proc Natl Acad Sci USA, 
100:3547–9.

Di Cristofano AD, Pandolfi  PP. 2000. The multiple roles of PTEN in tumor 
suppression. Cell, 100:387–90.

Du W, Pogoriler J. 2006. Retinoblastoma family genes. Oncogene, 
25:5190–200.

Dyson N. 1998. The regulation of E2F by pRB-family proteins. Genes 
Dev, 12:2245–62.

Eckert LB, Repasky GA, Ülkü AS, et al. 2004. Involvement of Ras activation 
in human breast cancer cell signaling, invasion, and anoikis. Cancer 
Res, 64:4585–92.



Biologics: Targets & Therapy 2007:1(3) 255

Breast cancer and targeted therapy

Edler L, Kopp-Schneider A. 2005. Origins of the mutational origin of cancer. 
Int J Epidemiol, 34:1168–70.

Ellard S, Gelmon KA, Chia S, et al. 2007. A randomized phase II study of 
two different schedules of RAD001C in patients with recurrent/meta-
static breast cancer. J Clin Oncol, 25 (abst 3513).

Elmore JG, Armstrong K, Lehman CD, et al. 2007. Screening for breast 
cancer. JAMA, 293:1245–56.

Erickson AC, Barcellos-Hoff MH. 2003. The not-so innocent bystander: 
the microenvironment as a therapeutic target in cancer. Expert Opin 
Ther Targets, 7:71–88.

Espinosa E, Redondo A, Vara JÁF, et al. 2006. High-throughput 
techniques in breast cancer: a clinical perspective. Eur J Cancer, 
42:598–607.

Farmer H, McCabe N, Lord CJ, et al. 2005. Targeting the DNA repair 
defect in BRCA mutant cells as a therapeutic strategy. Nature, 
434:917–21.

Field JK, Spandidos DA. 1990. The role of ras and myc oncogenes in 
human solid tumours and their relevance in diagnosis and prognosis. 
Anticancer Res, 10:1–22.

Foster JS, Henley DC, Ahamed S, et al. 2001. Estrogens and cell-cycle 
regulation in breast cancer. Trends Endocrinol Metab, 12:320–7.

Frasor J, Danes JM, Komm B, et al. 2003. Response-specifi c and ligand 
dose-dependent modulation of estrogen receptor (ER)α activity by ERβ 
in the uterus. Endocrinology, 144:4562–74.

Fu M, Wang C, Li Z, et al. 2004. Cyclin D1: normal and abnormal functions. 
Endocrinology, 145:5439–47.

Gaffey MJ, Frierson HFJ, Williams ME. 1993. Chromosome 11q13, 
c-erbB-2, and c-myc amplification in invasive breast carcinoma: 
clinicopathologic correlations. Mod Pathol, 6:654–9.

Gao X, Liu F. 2007. New agents in development of breast cancer. Curr 
Opin Obstet Gynecol, 19:68–74.

Garcia JM, Silva JM, Dominguez G, et al. 1999. Allelic loss of the PTEN 
region (10q23) in breast carcinomas of poor pathophenotype. Breast 
Cancer Res Treat, 57:237–43.

Garrett C. 2005. Targeted therapy: the fast pace of progress. Cancer 
Control, 12:71–2.

Gasco M, Shami S, Crook T. 2002. The p53 pathway in breast cancer. 
Breast Cancer Res, 4:70–6.

Gasparini G, Longo R, Torino F, et al. 2005. Therapy of breast cancer with 
molecular targeting agents. Ann Oncol, 16(Suppl 4):iv28–36.

Geyer CE, Foster J, Lindquist D, et al. 2006. Lapatinib plus capecitabine 
for HER2-positive advanced breast cancer. N Engl J Med, 
355:2733–43.

Giehl K. 2005. Oncogenic Ras in tumor progression and metastasis. Biol 
Chem, 386:193–205.

Granville CA, Memmott RM, Gills JJ, et al. 2006. Handikapping the race 
to develop inhibitors of the phosphoinoside 3-kinase/Akt/mammailian 
target of rapamycin pathway. Clin Cancer Res, 12:679–89.

Goswami A, Ranganathan P, Rangnekar VM. 2006. The phosphoinositide 
3-kinase/Akt1/Par-4 axis: a cancer selective therapeutic agent. Cancer 
Res, 66:2889–92.

Gudmundsdottir K, Ashworth A. 2006. The roles of BRCA1 and BRCA2 
and associated proteins in the maintenance of genomic stability. Onco-
gene, 25:5864–74.

Guerin DA, Sabatini DM. 2005. An expanding role for mTOR in cancer. 
TRENDS Mol Med, 11:353–61.

Guerin M, Barrois M, Terrier MJ, et al. 1988. Overexpression of either 
c-myc or c-erbB-2/neu proto-oncogenes in human breast carcinomas: 
correlation with poor prognosis. Oncogene Res, 3:21–31.

Hanahan D, Weinberg RA. 2000. The hallmarks of cancer. Cell, 
100:57–70.

Hancock JF. 2003. Ras proteins: different signals from different locations. 
Nat Rev Mol Cell Biol, 4:373–84.

Harris H. 2005. A long view of fashions in cancer research. Bioessays, 
27:833–8.

Harris RC, Chung E, Coffey RJ. 2003. EGF receptor ligands. Exp Cell 
Res, 284:2–13.

Harwell RM, Mull BB, Porter DC, et al. 2004. Activation of 
cyclin-dependent kinase 2 by full length and low molecular weight forms 
of cyclin E in breast cancer cells. J Biol Chem, 279:12695–705.

Haupt Y. 2004. p53 regulation: a family affair. Cell Cycle, 3:884–5.
Hayashi SI, Eguchi H, Tanimoto K, et al. 2003. The expression and func-

tion of estrogen receptor alpha and beta in human breast cancer and its 
clinical application. Endocr Relat Cancer, 10:193–202.

Head J, Johnston SRD. 2004. New targets for therapy in breast cancer: 
farnesyltransferase inhibitors. Breast Cancer Res, 6:262–8.

Henriksson M, Luscher B. 1996. Proteins of the Myc network: essen-
tial regulators of cell growth and differentiation. Adv Cancer Res, 
68:109–82.

Herynk MH, Fuqua SAW. 2004. Estrogen receptor mutations in human 
disease. Endocr Rev, 25:869–98.

Hewitt SC, Harrell JC, Korach KS. 2005. Lessons in estrogen biology from 
knockout and transgenic animals. Annu Rev Physiol, 67:285–308.

Hill RP. 2006. Identifying cancer stem cells in solid tumors: case not proven. 
Cancer Res, 66:1891–6.

Hobday TJ, Perez EA. 2005. Molecularly targeted therapies for breast cancer. 
Cancer Control, 12:73–81.

Holbro T, Civenni G, Hynes NE. 2003. The erbB receptors and their role 
in cancer progression. Exp Cell Res, 284:99–110.

Hollestelle A, Elstrodt F, Nagel JHA, et al. 2007. Phosphatidylinositol-3-OH 
kinase or RAS pathway mutations in human breast cancer cell lines. 
Mol Cancer Res, 5:195–201.

Huang J, Ki X, Hilf R, et al. 2005. Molecular basis of therapeutic strate-
gies for breast cancer. Curr Drug Targets Immune Endocr Metabol 
Disord, 5:379–96.

Hudis CA. 2007. Trastuzumab – mechanism of action and use in clinical 
practice. N Engl J Med, 357:39–51.

Hunt KK, Keyomarsi K. 2005. Cyclin E as a prognostic and predictive 
marker in breast cancer. Semin Cancer Biol, 15:319–26.

Husain HEG, Venkatraman ES, Spriggs DR. 1998. BRCA1 up-regulation 
is associated with repair-mediated resistance to cis-diamminedichlo-
roplatinum (II). Cancer Res, 58:1120–3.

Ideka K, Inoue S. 2004. Estrogen receptors and their downstream targets 
in cancer. Arch Histol Cytol, 67:435–43.

Ingvarsson S. 2004. Genetics of breast cancer. Drugs Today, 
40:991–1002.

Israels ED, Israels LG. 2000. The cell cycle. Oncologist, 5:510–3.
Jamerson MH, Johnson MD, Dickson RB. 2004. Of mice and myc: c-myc 

and mammary tumorigenesis. J Mammary Gland Biol Neoplasia, 
9:27–37.

Jemal A, Siegel R, Ward E, et al. 2007. Cancer statistics, 2007. CA Cancer 
J Clin, 57:43–66.

Johnson ML, Seidman AD. 2005. Emerging targeted therapies for breast 
cancer. Oncology, 19:611–8.

Johnson DG, Walker CL. 1999. Cyclins and cell cycle checkpoints. Annu 
Rev Pharmacol Toxicol, 39:295–312.

Johnston SRD, Hickish T, Ellis P, et al. 2003. Phase II study of the effi cacy 
and tolerability of two dosing regimens of the farnesyl transferase inhibi-
tor, R115777, in advanced breast cancer. J Clin Oncol, 21:2492–9.

Jordan VC. 2007. SERMs: meeting the promise of multifunctional medi-
cines. JNCI, 99:350–6.

Jordan VC, Brodie AM. 2007. Development and evolution of therapies 
targeted to the estrogen receptor for the treatment and prevention of 
breast cancer. Steroids, 72:7–25.

Jorissen RN, Walker F, Pouliot N, et al. 2003. Epidermal growth fac-
tor receptor:mechanisms of activation and signalling. Exp Cell Res, 
284:31–53.

Kaklamani V, O’Regan RM. 2004. New targeted therapies in breast cancer. 
Semin Oncol, 31(Suppl 4):20–5.

Kaptain S, Tan LK, Chen B. 2001. Her-2/neu and breast cancer. Diagn Mol 
Pathol, 10:139–52.

Kauff ND, Barakat RR. 2007. Risk-reducing salpingo-oophorectomy in 
patients with germline mutations in BRCA1 or BRCA 2. J Clin Oncol, 
25:2921–7.



Biologics: Targets & Therapy 2007:1(3)256

Suter and Marcum

Kelland L. 2007. The resurgence of platinum-based cancer chemotherapy. 
Nat Rev Cancer, 7:573–84.

Kenemans R, Verstraeten RA, Verheijen RHM. 2004. Oncogenic pathways 
in hereditary and sporadic breast cancer. Maturitas, 49:34–43.

Kerlikowske K, Grady D, Barclay J, et al. 1996. Effect of age, breast density, 
and family history on the sensitivity of fi rst screening mammography. 
JAMA, 276:33–8.

Khan S, Kumagai T, Vora J, et al. 2004. PTEN promoter is methylated in a 
proportion of invasive breast cancers. Int J Cancer, 112:407–10.

Kim D, Cheng GZ, Lindsley CW, et al. 2005. Targeting the phosphati-
dylinositol-3-kinase/Akt pathway for the treatment of cancer. Curr 
Opin Investig Drugs, 6:1250–8.

Kim RH, Mak TW. 2006. Tumours and tremors: how PTEN regulation 
underlies both. Br J Cancer, 94:620–4.

Kinzler KW, Vogelstein B. 1997. Gatekeepers and caretakers. Nature, 
386:761–2.

Kinzler KW, Vogelstein B. 1998. Landscaping the cancer terrain. Science, 
280:1036–7.

Klapper LN, Kirschbaum MH, Sela M, et al. 2000. Biochemical and clini-
cal implications of the erbB/HER signaling network of growth factor 
receptors. Adv Cancer Res, 77:25–79.

Knudsen ES, Knudsen KE. 2006. Retinoblastoma tumor suppressor: where 
cancer meets the cell cycle. Exp Biol Med, 231:1271–81.

Knudson AG Jr. 1971. Mutation and cancer: statistical study of retinobla-
satoma. Proc Natl Acad Sci USA, 68:820–3.

Konecny GE, Pegram MD, Venkatesan N, et al. 2006. Activity of the 
dual kinase inhibitor lapatinib (GW572016) against HER-2-over-
expression and trastuzumab-treated breast cancer cells. Cancer Res, 
66:1630–9.

Kuiper GG, Enmark E, Pelto-Huikko M, et al. 1996. Cloning of novel 
receptor expressed in rat prostrate and ovary. Proc Natl Acad Sci USA, 
93:5925–30.

Lacroix M, Toillon RA, Leclercq G. 2006. p53 and breast cancer: an update. 
Endocr Relat Cancer, 13:293–325.

Lane DP. 1992. p53: the guardian of the genome. Nature, 358:15–6.
Lebowitz PF, Eng-Wong J, Widemann BC, et al. 2005. A phase I trial 

and pharmacokinetic study of tipifarnib, a farnesyltransferase 
inhibitor, and tamoxifen in metastatic breast cancer. Clin Cancer 
Res, 11:1247–52.

Li J, Yen C, Liaw D, et al. 1997. PTEN, a putative protein tyrosine phos-
phatase gene mutated in human brain, breast, and prostate cancer. 
Science, 275:1943–7.

Liao DJ, Dickson RB. 2000. c-Myc in breast cancer. Endocr Relat Cancer, 
7:143–64.

Liaw D, Marsh DJ, Li J, et al. 1997. Germline mutations of the PTEN gene 
in Cowden disease, an inherited breast and thyroid cancer syndrome. 
Nat Genet, 16:64–7.

Liotta LA, Kohn EC. 2001. The microenvironment of the tumor-host inter-
face. Nature, 411:375–9.

Liu TG, Yin JQ, Shang BY, et al. 2004. Silencing of hdm2 oncogene by 
siRNA inhibits p53-dependent human breast cancer. Cancer Gene 
Ther, 11:748–56.

Lodén M, Stoghall M, Nielsen NH, et al. 2002. The cyclin D1 high and cyclin 
E high subgroups of breast cancer: separate pathways in tumorigenesis 
based on pattern of genetic aberrations and inactivation of the pRb node. 
Oncogene, 21:4680–90.

Lønning PE, Sørlie T, Børresen-Dale AL, et al. 2005. Genomics in breast 
cancer – therapeutic implications. Nat Clin Prac Oncol, 2:26–33.

Lu Y, Lin YZ, LaPushin R, et al. 1999. The PTEN/MMAC1/TEP tumor 
suppressor gene decreases cell growth and induces apoptosis and anoikis 
in breast cancer cells. Oncogene, 18:7034–45.

Lu Y, Wang H, Mills GB. 2003. Targeting the P13K-AKT pathway for 
cancer therapy. Rev Clin Exp Hematol, 7:205–28.

Lynch HT, Lynch JF, Rubinstein WS. 2001. Prophylactic mastectomy: 
obstacles and benefi ts. J Natl Cancer Inst, 93:1586–7.

Macdonald F, Ford CHJ, Casson AG. 2004. Molecular biology of cancer. 
2nd ed. London: BIOS Scientifi c.

Macleod K. 2000. Tumor suppressor genes. Curr Opin Genet Dev, 
10:81–93.

Maehama T, Dixon JE. 1999. PTEN: a tumour suppressor that functions as 
a phospholipid phosphatase. Trends Cell Biol, 9:125–8.

Magnifico A, Albano L, Campaner S, et al. 2007. Protein kinase 
Cα determines HER2 fate in breast carcinoma cells with HER2 
protein overexpression without gene amplifi cation. Cancer Res, 
67:5308–17.

Malumbres M. 2005. Revisiting the “cdk-centric” view of the mammalian 
cell cycle. Cell Cycle, 4:206–10.

Marcum JA. 2002. The transformation of oncology in the twentieth 
century: the molecularization of cancer. In: Burns CR, O’Neill YV, 
Albou P, et al eds. Proceedings of the 37th International Congress on 
the History of Medicine. Galveston, TX: University of Texas Medical 
Branch. p 41–9.

Marcus AI, Zhou J, O’Brate A, et al. 2005. The synergistic combination of 
the farnesyl transferase inhibitor lonafarnib and paclitaxel enhances 
tubulin acetylation and requires a functional tubulin deacetylase. Cancer 
Res, 65:3883–93.

Margolin S, Lindblom A. 2006. Familial breast cancer, underlying genes, 
and clinical implications: a review. Crit Rev Oncog, 12:75–113.

Marsh DJ, Coulon V, Lunetta KL, et al. 1998. Mutation spectrum and 
genotype-phenotype analyses in Cowden disease and Bannayan-Zonana 
syndrome, two hamartoma syndromes with germline PTEN mutation. 
Hum Mol Genet, 7:507–15.

Marsh S, McLeod HI. 2007. Pharmacogenetics and oncology for breast 
cancer. Expert Opin Pharmacother, 8:119–27.

Massard C, Deutsch E, Soria J-C. 2006. Tumour stem cell-targeted treatment: 
elimination or differentiation. Ann Oncol, 17:1620–4.

Meric-Bernstam F, Hung MC. 2006. Advances in targeting human epidermal 
growth factor receptor-2 signaling for cancer therapy. Clin Cancer 
Res, 12:6326–30.

Messinis IE. 2006. From menarche to regular menstruation: endocrinological 
background. Ann N Y Acad Sci, 1092:49–56.

Michels KB, Mohllajee AP, Roset-Bahmanyar E, et al. 2007. Diet and 
breast cancer: a review of the prospective observational studies. Can-
cer, 109:2712–49.

Morgan DO. 1997. Cyclin-dependent kinases: engines, clocks, and micro-
processors. Annu Rev Cell Dev Biol, 13:261–91.

Möröy T, Geisen C. 2004. Cyclin E. Int J Biochem Cell Biol, 
36:1424–39.

Morris EJ, Dyson NJ. 2001. Retinoblastoma protein partners. Adv Cancer 
Res, 82:1–54.

Motoyama N, Naka K. 2004. DNA damage tumor suppressor genes and 
genomic instability. Curr Opin Genet Dev, 14:11–6.

Mouridesen H, Gershanovich M, Sun Y, et al. 2003. Phase III study of 
letrozole versus tamoxifen as fi rst-line therapy of advanced breast 
cancer in postmenopausal women: analysis of survival and update of 
effi cacy from the International Letrozole Breast Cancer Group. J Clin 
Oncol, 21:2101–9.

Moy B, Goss PE. 2006. Lapatinib: current status and future directions in 
breast cancer. Oncologist, 11:1047–57.

Murray AW. 2004. Recycling the cell cycle: cyclins revisited. Cell, 
116:221–34.

Muss HB. 2006. Targeted therapies for metastatic breast cancer. N Engl J 
Med, 355:2783–5.

Nagata Y, Lan KH, Zhou X, et al. 2004. PTEN activation contributes to 
tumor inhibition by trastuzumab, and loss of PTEN predicts trastuzumab 
resistance in patients. Cancer Cell, 6:117–27.

Nahta R, Esteva FJ. 2007. Trastuzumab: triumphs and tribulations. Onco-
gene, 26:3637–43.

Nass SJ, Dickson RB. 1997. Defi ning a role for c-Myc in breast tumorigen-
esis. Breast Cancer Res Treat, 44:1–22.

Nathanson KL, Wooster R, Weber BL. 2001. Breast cancer genetics: what 
we know and what we need. Nat Med, 7:552–6.

Oesterreich S, Fuqua SAW. 1999. Tumor suppressor genes in breast cancer. 
Endocr Relat Cancer, 6:405–19.



Biologics: Targets & Therapy 2007:1(3) 257

Breast cancer and targeted therapy

Oliveira AM, Ross JS, Fletcher JA. 2005. Tumor suppressor genes in 
breast cancer: the gatekeepers and the caretakers. Am J Clin Pathol, 
124(Suppl 1):S16–28.

O’Regan RM, Khuri FR. 2004. Farnesyl transferase inhibitors: the 
next targeted therapies for breast cancer? Endocr Relat Cancer, 
11:191–205.

O’Regan RM. 2006. Chemoprevention of breast cancer. Lancet, 
367:1382–3.

Osborne C, Wilson P, Tripathy D. 2004. Oncogenes and tumor suppressor 
genes in breast cancer: potential diagnostic and therapeutic applications. 
Oncologist, 9:361–77.

Oster SK, Ho CSW, Soucie EL, et al. 2002. The myc oncogene: MarvouslY 
Complex. Adv Cancer Res, 84:81–154.

Panigrahi AR, Pinder SE, Chan SY, et al. 2004. The role of PTEN and its 
signalling pathways, including AKT, in breast cancer; an assessment of 
relationships with other prognostic factors and with outcome. J Pathol, 
204:93–100.

Park MT, Lee SJ. 2003. Cell cycle and cancer. J Biochem Mol Biol, 
36:60–5.

Pavelić K, Gall-Trošelj K. 2001. Recent advances in molecular genetics of 
breast cancer. J Mol Med, 79:566–73.

Pegram MD, Pietras R, Bajamonde A, et al. 2005. Targeted therapy: wave 
if the future. J Clin Oncol, 23:1776–81.

Pelengaris S, Khan M. 2003. The many faces of c-MYC. Arch Biochem 
Biophys, 416:129–36.

Perou CM, Sørlie T, Elsen MB, et al. 2000. Molecular portraits of human 
breast tumors. Nature, 406:747–52.

Petrocelli T, Slingerland JM. 2001. PTEN defi ciency: a role in mammary 
carcinogenesis. Breast Cancer Res, 3:356–60.

Piccart-Gebhart MJ. 2006. Adjuvant trastuzumab therapy for HER2-overex-
pressing breast cancer: what we know and what we still need to learn. 
Eur J Cancer, 42:1715–9.

Pierce JP, Natarajan L, Caan BJ, et al. 2007. Infl uence of a diet very high 
in vegetables, fruit, and fi ber and low in fat on prognosis following 
treatment for breast cancer: the Women’s Healthy Eating and Living 
(WHEL) randomized trial. JAMA, 298:289–98.

Ponti D, Costa A, Zaffaroni N, et al. 2005. In vitro propagation of breast 
tumorigenic cancer cells with stem/progenitor cell properties. Cancer 
Res, 65:5506–11.

Ponti D, Zaffaroni N, Capelli C, et al. 2005. Breast cancer cells: an overview. 
Eur J Cancer, 42:1219–24.

Pruthi S, Brandt KR, Degnim AC, et al. 2007. A multidisciplinary approach 
to the management of breast cancer, part 1: prevention and diagnosis. 
Mayo Clin Proc, 82:999–1012.

Rebbeck TR, Friebel T, Lynch HT, et al. 2004. Bilateral prophylactic mas-
tectomy reduces breast cancer risk in BRCA1 and BRCA2 mutation 
carriers: the PROSE study group. J Clin Oncol, 22:1055–62.

Rhei E, Kang L, Bogomolniy F, et al. 1997. Mutation analysis of the putative 
tumor suppressor gene PTEN/MMAC1 in primary breast carcinomas. 
Cancer Res, 57:3657–9.

Robson M, Offi t K. 2007. Management of an inherited predisposition to 
breast cancer. N Eng J Med, 357:154–62.

Rochefort H, Glondu M, Sahla ME, et al. 2003. How to target estrogen 
receptor-negative breast cancer? Endocr Relat Cancer, 10:261–6.

Rosen EM, Fan S, Pestell RG, et al. 2003. BRCA1 gene in breast cancer. 
J Cell Physiol, 196:19–41.

Ross JS, Fletcher JA. 1998. The HER-2/neu oncogene in breast cancer: 
prognostic factor, predictive factor, and target for therapy. Stem Cells, 
16:413–28.

Ross JS, Fletcher JA, Linette GP, et al. 2003. The HER-2/neu gene and 
protein in breast cancer 2003: biomarkers and target of therapy. 
Oncologist, 8:307–25.

Ross JS, Fletcher JA, Bloom KJ, et al. 2004a. Targeted therapy in breast 
cancer: the HER-2/neu gene and protein. Mol Cell Proteomics, 
3:379–98.

Ross JS, Linette GP, Stec J, et al. 2004b. Breast cancer biomarkers and 
molecular medicine. Expert Rev Mol Diagn, 4:169–88.

Roy PG, Thompson AM. 2006. Cyclin D1 and breast cancer. Breast, 
15:718–27.

Russo J, Russo IH. 2006. The role of estrogen in the initiation of breast 
cancer. J Steroid Biochem Mol Biol, 102:89–96.

Ryan KM, Birnie GD. 1996. Myc oncogenes: the enigmatic family. 
Biochem J, 314:713–21.

Sánchez I, Dynlacht BD. 2005. New insights into cyclins, CDKs, and cell 
cycle control. Semin Cell Dev Biol, 16:311–21.

Sandal T. 2002. Molecular aspects of the mammalian cell cycle and cancer. 
Oncologist, 7:73–81.

Schafer KA. 1998. The cell cycle: a review. Vet Pathol, 35:461–78.
Scheuer L, Kauff N, Robson M, et al. 2002. Outcome of preventive surgery 

and screening for breast and ovarian cancer in BRCA mutation carriers. 
J Clin Oncol, 20:1260–8.

Schulz WA. 2006. Molecular biology of human cancers. an advanced 
student’s textbook. Dordrecht: Springer.

Seeger H, Wallwiener D, Mueck AO. 2003. Statins can inhibit proliferation 
of human breast cancer cells in vitro. Exp Clin Endocrinol Diabetes, 
111:47–8.

Segota E, Bukowski RM. 2004. The promise of targeted therapy: cancer 
drugs become more specifi c. Cleve Clin J Med, 71:551–60.

Senderowicz AM. 2003. Small-molecular cyclin-dependent kinase modula-
tors. Oncogene, 22:6609–20.

Seynaeve C, Verweij J. 2004. Targeted therapy: ready for prime time? 
Cancer Treat Res, 120:1–15.

Sharkey RM, Goldenberg DM. 2006. Targeted therapy of cancer: new 
prospects of antibodies and immunoconjugates. CA Cancer J Clin, 
56:226–43.

Sherr CJ. 1996. Cancer cell cycles. Science, 274:1672–7.
Sherr CJ. 2000. Cancer cell cycle revisited. Cancer Res, 60:3689–95.
Sherr CJ. 2004. Principles of tumor suppression. Cell, 116:235–46.
Sherr CJ, Roberts JM. 1999. CDK inhibitors: positive and negative regula-

tors of G1-phase progression. Genes Dev, 13:1501–12.
Sherr CJ, Roberts JM. 2004. Living with and without cyclins and cyclin-

dependent kinases. Genes Dev, 18:2699–711.
Shin I, Kim S, Song H, et al. 2005. H-Ras-specifi c activation of Rac-

MKK3/6-p38 pathway: its critical role in invasion and migration of 
breast epithelial cells. J Biol Chem, 280:14675–83.

Simin K, Wu H, Lu L, et al. 2004. pRb inactivation in mammary cells reveals 
common mechanisms for tumor initiation and progression in divergent 
epithelia. PLoS Biol, 2:194–205.

Simpson L, Parsons R. 2001. PTEN: life as a tumor suppressor. Exp Cell 
Res, 264:29–41.

Sledge GW Jr. 2001. Breast cancer in the clinic: treatments past, treatments 
future. J Mammary Gland Biol Neoplasia, 6:487–95.

Sledge GW Jr. 2005. What is targeted therapy? J Clin Oncol, 23:1614–5.
Sledge GW Jr, Miller KD. 2003. Exploiting the hallmarks of cancer: the 

future conquest of breast cancer. Eur J Cancer, 39:1668–75.
Soos TJ, Park M, Kiyokawa H, et al. 1998. Regulation of the cell cycle by 

CDK inhibitors. Results Probl Cell Differ, 22:111–31.
Stevenson LE, Ravichandran KS, Frackelton AR Jr. 1999. Shc dominant 

negative disrupts cell cycle progression in both G0-G1 and G2-M of 
ErbB2-positive breast cancer cells. Cell Growth Differ, 10:61–71.

Stoff-Khalili MA, Dall P, Curiel DT. 2006. Gene therapy for carcinoma of 
the breast. Cancer Gene Ther, 13:633–47.

Sui G, Soohoo C, Affar EB, et al. 2002. A DNA vector-based RNAi technol-
ogy to suppress gene expression in mammalian cells. Proc Natl Acad 
Sci USA, 99:5515–20.

Sunpaweravong S, Sunpaweravong P. 2005. Recent developments in 
critical genes in the molecular biology of breast cancer. Asian J Surg, 
28:71–5.

Sutherland RL, Musgrove EA. 2004. Cyclins and breast cancer. J Mammary 
Gland Biol Neoplasia, 9:95–104.

Takimoto R, Wang W, Dicker DT, et al. 2002. The mutant p53-confor-
mation modifying drug, CP-31398, can induce apoptosis of human 
cancer cells and can stabilize wild-type p53 protein. Cancer Biol 
Ther, 1:47–55.



Biologics: Targets & Therapy 2007:1(3)258

Suter and Marcum

Tamura M, Gu J, Tran H, et al. 1999. PTEN gene and integrin signaling in 
cancer. J Natl Cancer Inst, 91:1820–8.

Toledo F, Wahl GM. 2006. Regulating the p53 pathway: in vitro hypothesis, 
in vivo veritas. Nat Rev, 6:909–23.

Tovey SM, Reeves JR, Stanton P, et al. 2006. Low expression of HER2 pro-
tein in breast cancer is biologically signifi cant. J Pathol, 210:358–62.

Tripathy D. 2005. Targeted therapies in breast cancer. Breast J, 11(Suppl 1):
S30–5.

Tsang CK, Qi H, Liu LF, et al. 2007. Targeting mammalian target of rapamy-
cin (mTOR) for health and disease. Drug Discov Today, 12:112–24.

Turner N, Tutt A, Ashworth A. 2005. Targeting the DNA repair defect in 
BRCA tumours. Curr Opin Pharmacol, 5:388–93.

Tyson JJ, Csikasz-Nagy A, Novak B. 2002. The dynamics of cell cycle 
regulation. BioEssays, 24:1095–1109.

Varmus H, Weinberg RA. 1993. Genes and the biology of cancer. New 
York: Scientifi c American Library.

Venkitaraman AR. 2002. Cancer susceptibility and the functions of BRCA1 
and BRCA2. Cell, 108:171–82.

Vermeulen K, van Bockstaele DR, Berneman ZN. 2003. The cell cycle: a 
review of regulation, deregulation and therapeutic targets in cancer. 
Cell Prolif, 36:131–49.

Vignot S, Faivre S, Aguirre D, et al. 2005. mTOR-targeted therapy of cancer 
with rapamycin derivatives. Ann Oncol, 16:525–37.

Vogel VG. 2007. Chemoprevention strategies 2006. Curr Treat Options 
Oncol, 8:74–88.

Vogelstein B, Kinzler KW. 2004. Cancer genes and the pathways they 
control. Nat Med, 10:789–99.

von Lintig FC, Dreilinger AD, Varki NM, et al. 2000. Ras activation in 
human breast cancer. Breast Cancer Res Treat, 62:51–62.

Waite KA, Eng C. 2002. Protean PTEN: form and function. Am J Hum 
Genet, 70:829–44.

Walsh T, King MC. 2007. Ten genes for inherited breast cancer. Cancer 
Cell, 11:103–5.

Walshe JM, Denduluri N, Berman AW, et al. 2006. A phase II trial with 
trastuzumab and pertuzumab in patients with HER2-overexpressed 
locally advanced and metastatic breast cancer. Clin Breast Cancer, 
6:535–9.

Wang W, Rastinejad F, El-Deiry WS. 2003. Restoring p53-dependent tumor 
suppression. Cancer Biol Ther, 2(Suppl 1):S55–63.

Wang Y, Liu S, Zhang G, et al. 2005. Knockdown of c-Myc expression by 
RNAi inhibits MCF-7 breast tumor cells growth in vitro and in vivo. 
Breast Cancer Res, 7:R220–8.

Wärnberg F, White D, Anderson E, et al. 2006. Effect of a farnesyl 
transferase inhibitor (R115777) on ductal carcinoma in situ of the 
breast in a human xenograft model and on breast and ovarian cancer 
cell growth in vitro and in vivo. Breast Cancer Res, 8(2):R21–30.

Watson PH, Pon RT, Shiu RPC. 1991. Inhibition of c-myc expression 
by phophorothioate antisense oligonucleotide identifi es a critical 
role for c-myc in the growth of human breast cancer. Cancer Res, 
51:3996–4000.

Weinberg RA. 1998. One renegade cell: how cancer begins. New York: 
Basic Books.

Weng LP, Smith WM, Dahia PLM, et al. 1999. PTEN suppresses breast 
cancer cell growth by phosphatase activity-dependent G1 arrest fol-
lowed by cell death. Cancer Res, 59:5808–14.

Węsierska-Gądek J, Gueorguieva M, Horky M. 2003. Dual action of cyclin-
dependent kinase inhibitors: induction of cell cycle arrest and apoptosis: 
a comparison of the effects exerted by roscovitine and cisplatin. Pol J 
Pharmacol, 55:895–902.

Whyte P. 1995. The retinoblastoma protein and its relatives. Semin Cancer 
Biol, 6:83–90.

Wicha MS, Liu S, Dontu G. 2006. Cancer stem cells: an old idea – a para-
digm shift. Cancer Res, 66:1883–90.

Wiseman BS, Werb Z. 2002. Stromal effects on mammary gland develop-
ment and breast cancer. Science, 296:1046–9.

Witton CJ, Reeves JR, Going JJ, et al. 2003. Expression of the HER1-4 fam-
ily of receptor tyrosine kinases in breast cancer. J Pathol, 200:290–7.

Wren BG. 2004. Do female sex hormones initiate breast cancer? A review 
of the evidence. Climacteric, 7:120–8.

Wunderlich V. 2006. Early references to the mutational origin of cancer. 
Int J Epidemiol, 14:1–2.

Yang DC, Elliot RL, Head JF. 2002. Gene targets of antisense therapies in 
breast cancer. Expert Opin Ther Targets, 6:375–85.

Yang SP, Song ST, Song HF. 2003. Advancements of antisense oligonucle-
otides in treatment of breast cancer. Acta Pharmacol Sin, 24:289–95.

Yarden RI, Papa MZ. 2006. BRCA1 at the crossroads of multiple cellular 
pathways: approaches for therapeutic interventions. Mol Cancer Ther, 
5:1396–404.

Zakaria S, Degnim AC. 2007. Prophylactic mastectomy. Surg Clin North 
Am, 87:317–31.

Zheng L, Lee WH. 2001. The retinoblastoma gene: a prototypic and mul-
tifunctional tumor suppressor. Exp Cell Res, 264:2–18.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


