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The proto-oncogene c-Src is a non-receptor tyrosine kinase playing a key role in many cellular pathways, including cell

survival, migration and proliferation. c-Src de-regulation has been observed in several cancer types, making it an

appealing target for drug discovery efforts. Recent evidence emphasizes its crucial role not only in promoting oncogenic

traits, but also in the acquisition and maintenance of cancer resistance to various chemotherapeutic or molecular target

drugs. c-Src modulates epidermal growth factor receptor (EGFR) activation and amplifies its downstream oncogenic

signals.
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1. Introduction

SRC is a representative member of nine-gene family of non-receptor tyrosine kinases (Src Family Kinases, SFKs) playing

a key role in the modulation of several signaling pathways. As a cytoplasmic protein c-Src regulates cellular responses to

external stimuli through interaction with multiple proteins  ocal-adhesion proteins, adaptor proteins and transcription

factors are included in its complex network of interactions, which support c-Src role in the direct and indirect modulation of

mitogenic signaling, cytoskeletal organization, angiogenesis, motility, cell cycle progression, survival and proliferation .

Structurally, c-Src consists of seven functional domains: 1) an N-terminal myristoylation sequence attached to a Src

homology 4 (SH4) domain required for cellular membrane localization; 2) a unique domain, which provides unique

functions and specificity to each SFK member, followed by 3) SH3 and 4) SH2 domains, important for protein–protein

interaction and for the binding of phosphorylated tyrosine sites, respectively; 5) a linker region, involved in intramolecular

binding to the SH3 domain; 6) a protein tyrosine-kinase region, also known as SH1 domain, representing the catalytic

domain bearing the auto-phosphorylation site Tyrosine (Y) 419 and 7) a short C-terminal regulatory segment carrying an

auto-inhibitory phosphorylation site, the Y530 . Conformational changes in the molecular structure determine the

activation and status of the c-Src protein. The phosphorylation of the C-terminal Y530 blocks the protein in a closed,

inactive conformation, which masks the kinase domain, making it inaccessible to substrate proteins. This inhibitory

phosphorylation at c-Src C-terminal region is fine-tuned by c-Terminal Src kinase (CSK). Conversely, c-Src activation

occurs with the de-phosphorylation of the C-terminal site (i.e., by the protein tyrosine phosphatase 1B, PTP1B), which

dissociates it from the SH2 domain, inducing c-Src in an open, active state. However, to fully obtain c-Src activation the

Y419 auto-phosphorylation is required . c-Src activation can be promoted also by CRK-associated substrate (CAS)

and focal adhesion kinase (FAK) bindings to the c-Src SH2 and SH3 domains, leading in turn to the disruption of the

inhibitory intramolecular interactions and allowing c-Src activation . Likewise, activated growth-factor receptors can

associate with the c-Src SH2 domain, prompting c-Src activation by a similar mechanism . The intricate regulation of

this pleiotropic protein increases the risk to alter c-Src levels and activity, events extensively studied in cancer. Although a

truncated c-Src C-terminal region that exhibits constitutive catalytic activity was detected in small subsets of colon and

endometrial cancers , the genetic mutations of c-Src represent a rare event in cancer development and progression.

More commonly, increased expression and/or activity of wild type c-Src protein have been described in a number of

human cancers, including lung, skin, colon, pancreatic, prostate, breast, ovarian, endometrial, and head and neck

malignancies . The effects of c-Src alteration in cancer tissues vary from motility and invasion to proliferation,

apoptosis and angiogenesis , playing a critical role in the development of malignant phenotype. The c-Src activity

can be modulated by protein kinases/phosphatases (i.e., the above mentioned CSK and PTP1B) regulating c-Src switch

from inactive to active state, or can be boosted by alterations of its upstream or downstream partners. c-Src, indeed,

interacts with several protein-tyrosine kinase receptors at the plasma membrane, producing a bi-directional flow of

information: receptors affect c-Src activity and vice versa. Several studies defined the increased activity of c-Src as a

result of the altered interactions with ligand-activated receptor tyrosine kinases, such as epidermal growth factor receptor
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(EGFR) , platelet derived growth factor receptor (PDGFR) , fibroblast growth factor receptor (FGFR14–) ,

colony stimulating factor-1 receptor (CSF-1R) ，human epidermal growth factor 2 (HER2/neu)  and hepatocyte

growth factor receptor (c-Met) .

Here, we describe the physical and functional interaction between c-Src and EGFR—both ubiquitously expressed and

often over-expressed and/or mutated (i.e., EGFR) in cancer cells—and their involvement in cancer as well as in drug

resistance. Particularly, we elucidate the role of c-Src in resistance to EGFR inhibitors and the current pre-clinical and

clinical progresses of combined therapy of c-Src and EGFR inhibitors.

2. c-Src and EGFR Physical and Functional Interaction

c-Src and EGFR have been shown to enhance pro-mitogenic signals upon epidermal growth factor (EGF) stimuli . c-

Src and activated EGFR cooperate to induce cell transformation and cancer development . c-Src has been reported to

bind to EGFR and phosphorylate tyrosine residues on its C-terminal domain, resulting in a variety of downstream effects.

Particularly, c-Src-mediated EGFR activation involves tyrosine residues different from the auto-phosphorylation sites,

including Y891, Y920, Y1101 and, most notably, Y845 . Y845 is located within the catalytic domain of EGFR in

a conserved position among all receptors and non-receptor tyrosine kinases that generally undergoes auto-

phosphorylation to induce receptor catalytic activity. Nevertheless, Y845 phosphorylation of EGFR is mediated by c-Src

and not by EGFR itself. Sato and colleagues hypothesized that EGF binding to EGFR triggers a conformational change in

its kinase domain that allows Y845 to be accessible for c-Src recruitment, hence providing a docking site for physical

interaction with either SH2 domain of c-Src itself and with other signaling molecules .

c-Src activation induced by EGFR ligands mediates the binding of phosphatidylinositol 3-kinase (PI3K) to EGFR, leading

to AKT phosphorylation and, in turn, induction of survival and migration signaling pathways . Additionally,

although c-Src needs the contribution of other molecules to modulate the proliferative mitogen-activated protein kinase

(MAPK) pathway, it has been demonstrated that it can enhance EGFR ligands-induced extracellular signal-regulated

protein kinase 1/2 (ERK1/2) activation, in particular through phospholipase C γ-1 (PLCγ-1) or Raf-1 . The significant

role of c-Src in MAPK activation was further demonstrated using Src family inhibitor PP2, which partially prevented EGF-

induced ERK1/2 activation .

These data suggested that pY845 requires several mediators for accomplishing the synergism between EGFR and c-Src,

including for instance signal transducer and activator of transcription 5B (STAT5b), a transcription factor involved in

mitogenesis , and cytochrome c oxidase subunit II (Cox II) , a mitochondrially encoded protein involved in oxidative

phosphorylation and in cytochrome c release during apoptosis. In particular, pY845 is involved in both STAT5b regulation,

responsible of EGF-induced cell proliferation and DNA synthesis , and in enhancing cell survival through Cox II.

c-Src is also engaged in EGFR activation by responding to extracellular stimuli other than EGFR ligands. c-Src, indeed, is

required for EGFR trans-activation induced by multiple extracellular factors, such as G protein-coupled receptor ligands,

steroids, cytokines, extracellular matrix proteins, ionizing radiation, ultraviolet light, and certain ions . Moro and

colleagues, for instance, elucidated the c-Src requirement for EGFR trans-activation following its association with integrins

. c-Src mediates the cross-talk between EGFR and other non-related membrane receptors and regulates the relative

downstream effects through Y845 phosphorylation. It has been demonstrated that c-Src induces EGFR phosphorylation

following G protein-coupled receptors (GPCR) activation. Src-specific inhibitors or the expression of mutated EGFR-Y845

reduced lysophosphatidic acid (LPA)-induced DNA synthesis , indicating that c-Src-induced phosphorylation of Y845 is

crucial for the mitogenic response to both EGFR and GPCR (the LPA-receptor) . c-Src modulation is also involved in

the trans-activation of EGFR by endothelin receptor , transforming growth factor receptor (TGFR) , phorbol myristate

acetate (PMA) receptor , Insulin receptor  and b2 adrenergic G-protein coupled receptor . Finally, c-Src exhibited

a key role in the internalization and degradation of EGFR. To promote internalization, c-Src modulates phosphorylation of

clathrin and dynamin, involved in the formation of the coated pits embracing ligand-bound receptors and in the separation

of the endocytic vesicles from the plasma membrane, respectively . EGFR degradation, instead, is triggered by E3

ubiquitin-protein ligase Cbl (Cbl) ubiquitination, which promotes receptor endocytosis and degradation . c-Src affects

this process by promoting the ubiquitination and proteasomal degradation of Cbl, which in turn postpones EGFR

degradation and down-regulation, thus inducing EGFR recycling to the plasma membrane and the recovery of its

signaling .
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3. c-Src and EGFR Activation and Cooperation in Cancer Onset and
Maintenance

After the discovery of c-Src and EGFR cooperation in cellular processes, many researchers focused on the understanding

of how this interaction and its downstream signaling can deregulate cellular functions, pushing malignant cell

transformation. Since the first studies, it has been suggested that the synergism between c-Src and EGFR contributes to

a more aggressive phenotype in diverse tumors. Maa and collaborators verified that concomitant over-expression of c-Src

and EGFR in murine fibroblasts led to a higher tumorigenic phenotype compared to cells over-expressing either the EGFR

and c-Src alone . Both c-Src and EGFR have been found co-overexpressed in several types of tumor, including

glioblastomas and carcinomas of the colon, breast, and lung . In lung cancer, c-Src over-expression is observed

in 50–80% of non-small cell lung cancer (NSCLC) patients and is related to poor clinical outcome, which has increased

the interest in using c-Src kinase inhibitors as therapeutic cancer agents . EGFR over-expression and mutations, as

well, play a key role in the carcinogenesis of NSCLC and frequently occur. Interestingly, Sonnweber and colleagues have

shown that in a cohort of stage I NSCLC patients, the phosphorylation of Y845 on EGFR was a valuable prognostic factor

—more than the incidence of the EGFRvIII mutation . Lin and colleagues demonstrated that digoxin, a cardiac

glycoside suggested as chemo-therapeutic agent, induced decrease of c-Src, EGFR and STAT3 activation and expression

and, consequently, impaired cancer cell proliferation, migration and invasion . Additionally, Lai and colleagues identified

rhodomycin A as a promising compound for inhibiting c-Src activity in NSCLC. It also led to the decrease of Src-

associated proteins, including EGFR, STAT3, and FAK. Interestingly, the inhibition of Src-related signaling pathways—

such as PI3K, c-Jun N-terminal kinases (JNK), Paxillin, and p130cas—significantly inhibited in vitro and in vivo

tumorigenicity of NSCLC cells , confirming the crucial role of c-Src and EGFR in these tumors. Finally, focusing on the

role of tumor microenvironment in c-Src/EGFR regulation, Interleukin 10 (IL10) has been proposed as a cooperative agent

in the oncogenic progression of lung cancer by increasing phosphorylation levels of EGFR and c-Src in a dose-dependent

manner. IL10 induced Janus chinasi 1 (JAK1)/STAT3 activation through the recruitment of pSrc to pIL10 receptor,

resulting in the up-regulation of EGFR expression. The latter event led to an increased transcription and mRNA stability of

IL10 by EGFR itself, producing a positive feedback for EGFR over-expression that triggered lung cancer tumorigenesis

.

In breast cancer, c-Src is over-expressed in ~70% of cases and, in the majority of them, is co-overexpressed with at least

one member of EGFR family , suggesting their cooperation in promoting breast cancer development. Dimri and

colleagues demonstrated that the concomitant over-expression of both EGFR and c-Src, but not of EGFR or c-Src alone,

markedly cooperate to enhance breast cancer cells oncogenic properties, causing hyper-proliferation, aberrant three-

dimensional acinar structures, increased migration and invasion, and anchorage-independent cell growth . In 2011,

Irwin and colleagues reported that EGFR and c-Src co-localized into lipid rafts in triple negative breast cancer cells, and

that this co-localization prompted cell sensitivity to simultaneous treatment with EGFR and c-Src inhibitors. The authors

described PI3K also associated with lipid rafts and that the inhibition of c-Src activity decreased AKT phosphorylation,

suggesting c-Src regulation of PI3K/AKT survival signals within lipid rafts .

The involvement of c-Src in HER2-mediated cellular processes (such as anchorage-independent growth, motility, and

survival) has been largely elucidated in breast cancer . The over-expression of HER2 in mammary epithelial cells 

or in HER2-expressing transgenic mouse systems  has been correlated with the activation of c-Src kinase, suggesting

a functional interaction between c-Src and HER2 in breast cancer pathogenesis. Moreover, HER2 up-regulates c-Src

protein levels by increasing its protein synthesis, activating the AKT/mTOR/4E-BP1 pathway, and stability inhibiting

calpain-mediated Src protein degradation. The over-expression of c-Src, in turn, markedly enhances the ability of HER2 to

promote invading and metastatic traits . Successively, the pivotal role of c-Src upstream HER2 has been demonstrated

by Ishizawar and colleagues, who found that the over-expression of c-Src enhances the formation and levels of

HER2/HER3 heterocomplex, resulting in increased downstream signaling and biological functions (i.e., cellular motility

and anchorage-independent growth) .

4. Current Status of c-Src Inhibitors and Their Effects in Drug Resistance

Although genetic mutations in SRC gene are not driver events in tumorigenesis, several studies documented its de-

regulation in diverse cancer types, inducing alteration of many signaling pathways. For this reason, the development of

selective c-Src inhibitors has become an attractive research topic .

Nowadays, five c-Src ATP competitive multikinase inhibitors are FDA-approved for their use in several cancer types or

currently tested in clinical trials, most for the treatment of hematological malignancies, such as chronic myelogenous

leukemia or acute lymphoblastic leukemia. A detailed summary of the main targets and clinical applications of c-Src
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inhibitors—bosutinib, dasatinib, ponatinib, vandetanib, and saracatinib—is reported in Table 1. In this review, we mainly

describe the synergistic effect of c-Src inhibitors in combination with EGFR inhibitors and/or with chemotherapeutic drugs

on solid tumors, so that we have focused our attention on dasatinib, saracatinib and bosutinib, typically tested in lung,

pancreatic, colorectal and breast cancer (Table 1).

Table 1. c-Src ATP competitive inhibitors.

Drugs Molecular Targets Clinical Applications

Bosutinib BCR-Abl, c-Src, Lyn, Hck, Kit, PDGFR
CML, ALL +

clinical trials for breast cancer, glioblastoma

Dasatinib
BCR-Abl, SFKs, Arg, c-KIT, EGFR,

PDGFR, DDR1, DDR2, c-FMS, ephrin

receptors, TEK, BTK, EphA2

CML +

clinical trials for ALL, breast, colorectal, endometrial,

head and neck, ovarian, and small cell lung cancers,

glioblastoma, melanoma, and NSCLC

Ponatinib
BCR-Abl, SFKs, VEGFR, PDGFR,

FGFR, Eph, Kit, RET, Tie2, Flt3

CML, ALL +

clinical trials for endometrial, GIST, hepatic biliary, small

cell lung, and thyroid cancers

Vandetanib
RET, SFKs, EGFR, VEGFRs, Brk, Tie2,

EphR
medullary thyroid carcinoma

Saracatinib
(AZD0530)

c-Src, BCR-Abl
Clinical trial for SCLC, NSCLC, colorectal, gastric,

ovarian and metastatic osteosarcoma

CML = chronic myelogenous leukemia; ALL = acute lymphoblastic leukemia; GIST = gastrointestinal stromal tumor; SCLC

= small cell lung cancer; NSCLC = non-small cell lung cancer.

Despite the anti-tumoral effects of c-Src inhibitors reported in pre-clinical studies  the controversial outcomes

of recent clinical trials highlighted the need to identify novel predictive biomarkers of tumor response to c-Src inhibitors.

The high expression of Estrogen Receptor (ERα) and HER2 were firstly reported as favorable indicators for the use of c-

Src inhibitors in breast cancer cell lines . Recently, it has been reported that triple negative breast cancer (TNBC)

cells also showed sensitivity to c-Src inhibitors . Lou and colleagues reported that c-Src inhibitors were able to prevent

TNBC invasive ability by determining a significant decrease in vimentin expression. Thus, authors suggested vimentin as

a predictive biomarker to stratify breast cancer patients in clinical trials testing c-Src inhibitors .

Beyond its well documented effect on tumor growth and invasion, c-Src has also a crucial role in the acquisition and

maintenance of resistance to many chemotherapeutic drugs, thus encouraging the concurrent use of c-Src inhibitors in

combination with different cytotoxic agents. In NSCLC, it was demonstrated that vinorelbine resistant cells showed a

hyper-activation of focal adhesion pathways, including SFKs and Protein Kinase B (PKB or AKT), and that the treatment

with SFKs inhibitor saracatinib increased tumor cell sensitivity to vinorelbine . In colorectal cancer (CRC) dasatinib

treatment is able to re-sensitize cells to oxaliplatin and fluoropyrimidines, that are among the most reliable therapies for

both early and late stage CRCs. Perez and colleagues showed that high levels of phosphorylated Src on Tyr419

increased resistance to oxaliplatin, but not to 5-fluorouracil. Further, dasatinib rescued this effect and the combination with

oxaliplatin inhibited tumor growth, in patient derived xenografts (PDXs) from human CRC liver metastasis . Similarly,

the highly potent pan-SFK inhibitor A-770041 and/or short hairpin RNAs (shRNAs) against SRC mRNA reduced c-Src

expression in osteosarcoma cell lines and enhanced their sensitivity to doxorubicin or paclitaxel .

c-Src kinase has been shown to modulate the efficacy of linsitinib, an Insulin-like Growth Factor Receptor 1 (IGF-1R)

inhibitor. Min and colleagues reported that in NSCLC cells expressing high levels of pSrc, linsitinib had a slight effect on c-

Src, EGFR and AKT kinase activity, followed by a rapid Src-dependent EGFR activation. In contrast, low pSrc levels were
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associated with higher sensitivity to linsitinib. The combined treatment of linsitinib with dasatinib successfully abrogated

IGF-1R, AKT and c-Src activation and affected cell proliferation, anchorage independent colony formation and increased

apoptosis in NSCLC cells and had anti-proliferative effects also in vivo .

References

1. Brown, M.T.; Cooper, J.A. Regulation, substrates and functions of src. Biochim. Biophys. Acta Rev. Cancer 1996, doi:1
0.1016/0304-419x(96)00003-0.

2. Courtneidge, S.A. Isolation of novel Src substrates. Biochem. Soc. Trans. 2003, doi:10.1042/bst0310025.

3. Belsches, A.P.; Haskell, M.D.; Parsons, S.J. Role of c-Src tyrosine kinase in EGF-induced mitogenesis. Front. Biosci. J.
Virtual Libr. 1997, doi:10.2741/a208.

4. Roskoski, R. Src protein-tyrosine kinase structure and regulation. Biochem. Biophys. Res. Commun. 2004, doi:10.101
6/j.bbrc.2004.09.171.

5. Parsons, J.T.; Weber, M.J. Genetics of src: Structure and functional organization of a protein tyrosine kinase. Curr. Top.
Microbiol. Immunol. 1989, doi:10.1007/978-3-642-74697-09_3.

6. Boggon, T.J.; Eck, M.J. Structure and regulation of Src family kinases. Oncogene 2004, doi:10.1038/sj.onc.1208081.

7. Cooper, J.A.; Gould, K.L.; Cartwright, C.A.; Hunter, T. Tyr527 is phosphorylated in pp60c-src: Implications for regulatio
n. Science 1986, doi:10.1126/science.2420005.

8. Bjorge, J.D.; Pang, A.; Fujita, D.J. Identification of protein-tyrosine phosphatase 1B as the major tyrosine phosphatase
activity capable of dephosphorylating and activating c-Src in several human breast cancer cell lines. J. Biol. Chem. 200
0, doi:10.1074/jbc.M004852200.

9. Schaller, M.D.; Hildebrand, J.D.; Shannon, J.D.; Fox, J.W.; Vines, R.R.; Parsons, J.T. Autophosphorylation of the focal
adhesion kinase, pp125FAK, directs SH2-dependent binding of pp60src. Mol. Cell. Biol. 1994, doi:10.1128/mcb.14.3.16
80.

10. Thomas, J.W.; Ellis, B.; Boerner, R.J.; Knight, W.B.; White, G.C.; Schaller, M.D. SH2- and SH3-mediated interactions b
etween focal adhesion kinase and Src. J. Biol. Chem. 1998, doi:10.1074/jbc.273.1.577.

11. Yeatman, T.J. A renaissance for SRC. Nat. Rev. Cancer 2004, doi:10.1038/nrc1366.

12. Irby, R.B.; Mao, W.; Coppola, D.; Kang, J.; Loubeau, J.M.; Trudeau, W.; Karl, R.; Fujita, D.J.; Jove, R.; Yeatman, T.J. Ac
tivating SRC mutation in a subset of advanced human colon cancers. Nat. Genet. 1999, doi:10.1038/5971.

13. Sugimura, M.; Kobayashi, K.; Sagae, S.; Nishioka, Y.; Ishioka, S.I.; Terasawa, K.; Tokino, T.; Kudo, R. Mutation of the S
RC gene in endometrial carcinoma. Jpn. J. Cancer Res. 2000, doi:10.1111/j.1349-7006.2000.tb00958.x.

14. Biscardi, J.S.; Ishizawar, R.C.; Silva, C.M.; Parsons, S.J. Tyrosine kinase signalling in breast cancer: Epidermal growth
factor receptor and c-Src interactions in breast cancer. Breast Cancer Res. 2000, doi:10.1186/bcr55.

15. Irby, R.B.; Yeatman, T.J. Role of Src expression and activation in human cancer. Oncogene 2000, doi:10.1038/sj.onc.1
203912.

16. Frame, M.C. Src in cancer: Deregulation and consequences for cell behaviour. Biochim. Biophys. Acta Rev. Cancer 20
02, doi:10.1016/s0304-419x(02)00040-9.

17. Levin, V.A. Basis and importance of Src as a target in cancer. Cancer Treat. Res. 2004, doi:10.1007/1-4020-7847-1_6.

18. Tice, D.A.; Biscardi, J.S.; Nickles, A.L.; Parsons, S.J. Mechanism of biological synergy between cellular Src and epider
mal growth factor receptor. Proc. Natl. Acad. Sci. USA 1999, doi:10.1073/pnas.96.4.1415.

19. Luttrell, D.K.; Lee, A.; Lansing, T.J.; Crosby, R.M.; Jung, K.D.; Willard, D.; Luther, M.; Rodriguez, M.; Berman, J.; Gilme
r, T.M. Involvement of pp60(c-src) with two major signaling pathways in human breast cancer. Proc. Natl. Acad. Sci. US
A 1994, doi:10.1073/pnas.91.1.83.

20. Mao, W.; Irby, R.; Coppola, D.; Fu, L.; Wloch, M.; Turner, J.; Yu, H.; Garcia, R.; Jove, R.; Yeatman, T.J. Activation of c-S
rc by receptor tyrosine kinases in human colon cancer cells with high metastatic potential. Oncogene 1997, doi:10.103
8/sj.onc.1201496.

21. Courtneidge, S.A.; Fumagalli, S.; Koegl, M.; Superti-Furga, G.; Twamley-Stein, G.M. The Src family of protein tyrosine
kinases: regulation and functions. Dev Suppl. 1993;57‐64.

22. la Vallee, T.M.; Prudovsky, I.A.; McMahon, G.A.; Hu, X.; Maciag, T. Activation of the MAP kinase pathway by FGF-1 cor
relates with cell proliferation induction while activation of the Src pathway correlates with migration. J. Cell Biol. 1998, d
oi:10.1083/jcb.141.7.1647.

[83]



23. Courtneidge, S.A.; Dhand, R.; Pilat, D.; Twamley, G.M.; Waterfield, M.D.; Roussel, M.F. Activation of Src family kinases
by colony stimulating factor-1, and their association with its receptor. EMBO J. 1993, doi:10.1002/j.1460-2075.1993.tb0
5735.x.

24. Levitzki, A. SRC as a target for anti-cancer drugs. Anti-Cancer Drug Des. 1996, 1, 175-82.

25. Rahimi, N.; Hunglti, W.; Tremblay, E.; Saulnierl, R.; Elliott, B. c-Src kinase activity is required for hepatocyte growth fact
or-induced motility and anchorage-independent growth of mammary carcinoma cells. J. Biol. Chem. 1998, doi:10.1074/j
bc.273.50.33714.

26. Luttrell, D.K.; Luttrell, L.M.; Parsons, S.J. Augmented mitogenic responsiveness to epidermal growth factor in murine fib
roblasts that overexpress pp60c-src. Mol. Cell. Biol. 1988, doi:10.1128/mcb.8.1.497.

27. Maa, M.C.; Leu, T.H.; Mccarley, D.J.; Schatzman, R.C.; Parsons, S.J. Potentiation of epidermal growth factor receptor-
mediated oncogenesis by c-Src: Implications for the etiology of multiple human cancers. Proc. Natl. Acad. Sci. USA 199
5, doi:10.1073/pnas.92.15.6981.

28. Wasilenko, W.J.; Payne, D.M.; Fitzgerald, D.L.; Weber, M.J. Phosphorylation and activation of epidermal growth factor r
eceptors in cells transformed by the src oncogene. Mol. Cell. Biol. 1991, doi:10.1128/mcb.11.1.309.

29. Sato, K.I.; Sato, A.; Aoto, M.; Fukami, Y. c-SRC phosphorylates epidermal growth factor receptor on tyrosine 845. Bioch
em. Biophys. Res. Commun. 1995, doi:10.1006/bbrc.1995.2574.

30. Stover, D.R.; Becker, M.; Liebetanz, J.; Lydon, N.B. Src phosphorylation of the epidermal growth factor receptor at nov
el sites mediates receptor interaction with Src and P85α. J. Biol. Chem. 1995, doi:10.1074/jbc.270.26.15591.

31. Biscardi, J.S.; Maa, M.C.; Tice, D.A.; Cox, M.E.; Leu, T.H.; Parsons, S.J. C-Src-mediated phosphorylation of the epider
mal growth factor receptor on Tyr845 and Tyr1101 is associated with modulation of receptor function. J. Biol. Chem. 19
99, doi:10.1074/jbc.274.12.8335.

32. Sato, K. Cellular functions regulated by phosphorylation of EGFR on TYR845. Int. J. Mol. Sci. 2013, doi:10.3390/ijms14
0610761.

33. Kong, M.; Mounier, C.; Dumas, V.; Posner, B.I. Epidermal growth factor-induced DNA synthesis: Key role for Src phosp
horylation of the docking protein Gab2. J. Biol. Chem. 2003, doi:10.1074/jbc.M208286200.

34. Lu, Y.; Yu, Q.; Liu, J.H.; Zhang, J.; Wang, H.; Koul, D.; McMurray, J.S.; Fang, X.; Yung, W.K.; Siminovitch, K.A.; et al. Sr
c family protein tyrosine kinases alter the function of PTEN to regulate PI3K/AKT cascades. J. Biol. Chem. 2003, doi:1
0.1074/jbc.M303621200.

35. Franke, T.F.; Hornik, C.P.; Segev, L.; Shostak, G.A.; Sugimoto, C. PI3K/Akt and apoptosis: Size matters. Oncogene 200
3, doi:10.1038/sj.onc.1207115.

36. Shien, T.; Doihara, H.; Hara, H.; Takahashi, H.; Yoshitomi, S.; Taira, N.; Ishibe, Y.; Teramoto, J.; Aoe, M.; Shimizu, N. PL
C and PI3K pathways are important in the inhibition of EGF-induced cell migration by gefitinib (“Iressa”, ZD1839). Brea
st Cancer 2004, doi:10.1007/BF02968044.

37. Jiang, T.; Qiu, Y. Interaction between Src and a C-terminal proline-rich motif of Akt is required for Akt activation. J. Biol.
Chem. 2003, doi:10.1074/jbc.M212525200.

38. Mason, C.S. Serine and tyrosine phosphorylations cooperate in Raf-1, but not B-Raf activation. EMBO J. 1999, doi:10.
1093/emboj/18.8.2137.

39. Bivona, T.G.; Pérez de Castro, I.; Ahearn, I.M.; Grana, T.M.; Chiu, V.K.; Lockyer, P.J.; Cullen, P.J.; Pellicer, A.; Cox, A.
D.; Philips, M.R. Phospholipase Cγ activates Ras on the Golgi apparatus by means of RasGRP1. Nature 2003, doi:10.
1038/nature01806.

40. Matsuoka, H.; Nada, S.; Okada, M. Mechanism of Csk-mediated down-regulation of Src family tyrosine kinases in epid
ermal growth factor signaling. J. Biol. Chem. 2004, doi:10.1074/jbc.M311278200.

41. Kloth, M.T.; Laughlin, K.K.; Biscardi, J.S.; Boerner, J.L.; Parsons, S.J.; Silva, C.M. STAT5b, a mediator of synergism bet
ween c-Src and the epidermal growth factor receptor. J. Biol. Chem. 2003, doi:10.1074/jbc.M207289200.

42. Boerner, J.L.; Demory, M.L.; Silva, C.; Parsons, S.J. Phosphorylation of Y845 on the epidermal growth factor receptor
mediates binding to the mitochondrial protein cytochrome c oxidase subunit II. Mol. Cell. Biol. 2004, doi:10.1128/mcb.2
4.16.7059-7071.2004.

43. Sato, K.I.; Nagao, T.; Iwasaki, T.; Nishihira, Y.; Fukami, Y. Src-dependent phosphorylation of the EGF receptor Tyr-845
mediates Stat-p21waf1 pathway in A431 cells. Genes Cells 2003, doi:10.1046/j.1356-9597.2003.00691.x.

44. Knebel, A.; Rahmsdorf, H.J.; Ullrich, A.; Herrlich, P. Dephosphorylation of receptor tyrosine kinases as target of regulati
on by radiation, oxidants or alkylating agents. EMBO J. 1996, doi:10.1002/j.1460-2075.1996.tb00916.x.



45. Prenzel, N.; Zwick, E.; Leserer, M.; Ullrich, A. Tyrosine kinase signalling in breast cancer: Epidermal growth factor rece
ptor-Convergence point for signal integration and diversification. Breast Cancer Res. 2000, doi:10.1186/bcr52.

46. Wu, W.; Graves, L.M.; Gill, G.N.; Parsons, S.J.; Samet, J.M. Src-dependent phosphorylation of the epidermal growth fa
ctor receptor on tyrosine 845 is required for zinc-induced Ras activation. J. Biol. Chem. 2002, doi:10.1074/jbc.M200437
200.

47. Moro, L.; Dolce, L.; Cabodi, S.; Bergatto, E.; Erba, E.B.; Smeriglio, M.; Turco, E.; Retta, S.F.; Giuffrida, M.G.; Venturino,
M.; et al. Integrin-induced epidermal growth factor (EGF) receptor activation requires c-Src and p130Cas and leads to p
hosphorylation of specific EGF receptor tyrosines. J. Biol. Chem. 2002, doi:10.1074/jbc.M109101200.

48. Fischgräbe, J.; Götte, M.; Michels, K.; Kiesel, L.; Wülfing, P. Targeting endothelin A receptor enhances anti-proliferative
and anti-invasive effects of the HER2 antibody trastuzumab in HER2-overexpressing breast cancer cells. Int. J. Cancer
2010, doi:10.1002/ijc.25076.

49. Park, Y.J.; Lee, H.; Lee, J.H. Macrophage inhibitory cytokine-1 transactivates ErbB family receptors via the activation of
Src in SK-BR-3 human breast cancer cells. BMB Rep. 2010, doi:10.5483/BMBRep.2010.43.2.091.

50. Amos, S.; Martin, P.M.; Polar, G.A.; Parsons, S.J.; Hussaini, I.M. Phorbol 12-myristate 13-acetate induces epidermal gr
owth factor receptor transactivation via protein kinase Cδ/c-Src pathways in glioblastoma cells. J. Biol. Chem. 2005, do
i:10.1074/jbc.M409056200.

51. Reinehr, R.; Sommerfeld, A.; Häussinger, D. Insulin induces swelling-dependent activation of the epidermal growth fact
or receptor in rat liver. J. Biol. Chem. 2010, doi:10.1074/jbc.M110.125781.

52. Drube, S.; Stirnweiss, J.; Valkova, C.; Liebmann, C. Ligand-independent and EGF receptor-supported transactivation: L
essons from β2-adrenergic receptor signalling. Cell. Signal. 2006, doi:10.1016/j.cellsig.2006.01.003.

53. Wilde, A.; Beattie, E.C.; Lem, L.; Riethof, D.A.; Liu, S.H.; Mobley, W.C.; Soriano, P.; Brodsky, F.M. EGF receptor signali
ng stimulates SRC kinase phosphorylation of clathrin, influencing clathrin redistribution and EGF uptake. Cell 1999, doi:
10.1016/S0092-8674(00)80578-4.

54. Ahn, S.; Kim, J.; Lucaveche, C.L.; Reedy, M.C.; Luttrell, L.M.; Lefkowitz, R.J.; Daaka, Y. Src-dependent tyrosine phosp
horylation regulates dynamin self-assembly and ligand-induced endocytosis of the epidermal growth factor receptor. J.
Biol. Chem. 2002, doi:10.1074/jbc.M201499200.

55. Thien, C.B.F.; Walker, F.; Langdon, W.Y. RING finger mutations that abolish c-Cbl-directed polyubiquitination and downr
egulation of the EGF receptor are insufficient for cell transformation. Mol. Cell 2001, doi:10.1016/S1097-2765(01)00183
-6.

56. Biscardi, J.S.; Belsches, A.P.; Parsons, S.J. Characterization of human epidermal growth factor receptor and c-Src inter
actions in human breast tumor cells. Mol. Carcinog. 1998, doi:10.1002/(SICI)1098-2744(199804)21:4<261::AID-MC5>
3.0.CO;2-N.

57. Ishizawar, R.; Parsons, S.J. C-Src and cooperating partners in human cancer. Cancer Cell 2004.

58. Khazaie, K.; Schirrmacher, V.; Lichtner, R.B. EGF receptor in neoplasia and metastasis. Cancer Metastasis Rev. 1993,
doi:10.1007/BF00665957.

59. Banker, N.; Evers, B.M.; Hellmich, M.R.; Townsend, C.M. The role of Src family kinases in the normal and neoplastic ga
strointestinal tract. Surg. Oncol. 1996, doi:10.1016/s0960-7404(96)80023-5.

60. Mazurenko, N.N.; Zborovskaya, I.B.; Kisseljov, F.L.; Kogan, E.A. Expression of pp60c-src in human small cell and non-
small cell lung carcinomas. Eur. J. Cancer 1992, doi:10.1016/S0959-8049(05)80056-5.

61. Masaki, T.; Igarashi, K.; Tokuda, M.; Yukimasa, S.; Han, F.; Jin, Y.J.; Li, J.Q.; Yoneyama, H.; Uchida, N.; Fujita, J.; et al.
pp60c-src activation in lung adenocarcinoma. Eur. J. Cancer 2003, doi:10.1016/S0959-8049(03)00276-4.

62. Sonnweber, B.; Dlaska, M.; Skvortsov, S.; Dirnhofer, S.; Schmid, T.; Hilbe, W. High predictive value of epidermal growth
factor receptor phosphorylation but not of EGFRvIII mutation in resected stage I non-small cell lung cancer (NSCLC). J.
Clin. Pathol. 2006, doi:10.1136/jcp.2005.027615.

63. Lin, S.Y.; Chang, H.H.; Lai, Y.H.; Lin, C.H.; Chen, M.H.; Chang, G.C.; Tsai, M.F.; Chen, J.J.W. Digoxin suppresses tumo
r malignancy through inhibiting multiple Src-related signaling pathways in non-small cell lung cancer. PLoS ONE 2015,
doi:10.1371/journal.pone.0123305.

64. Lai, Y.H.; Chen, M.H.; Lin, S.Y.; Lin, S.Y.; Wong, Y.H.; Yu, S.L.; Chen, H.W.; Yang, C.H.; Chang, G.C.; Chen, J.J.W. Rho
domycin A, a novel Src-targeted compound, can suppress lung cancer cell progression via modulating Src-related path
ways. Oncotarget 2015, doi:10.18632/oncotarget.4761.

65. Hsu, T.I.; Wang, Y.C.; Hung, C.Y.; Yu, C.H.; Su, W.C.; Chang, W.C.; Hung, J.J. Positive feedback regulation between IL
10 and EGFR promotes lung cancer formation. Oncotarget 2016, doi:10.18632/oncotarget.7894.



66. Dimri, M.; Naramura, M.; Duan, L.; Chen, J.; Ortega-Cava, C.; Chen, G.; Goswami, R.; Fernandes, N.; Gao, Q.; Dimri,
G.P.; et al. Modeling breast cancer-associated c-Src and EGFR overexpression in human MECs: C-Src and EGFR coo
peratively promote aberrant three-dimensional acinar structure and invasive behavior. Cancer Res. 2007, doi:10.1158/
0008-5472.CAN-06-2580.

67. Irwin, M.E.; Bohin, N.; Boerner, J.L. Src family kinases mediate epidermal growth factor receptor signaling from lipid raft
s in breast cancer cells. Cancer Biol. Ther. 2011, doi:10.4161/cbt.12.8.16907.

68. Karni, R.; Jove, R.; Levitzki, A. Inhibition of pp60(c-Src) reduces Bcl-X(L) expression and reverses the transformed phe
notype of cells overexpressing EGF and HER-2 receptors. Oncogene 1999, doi:10.1038/sj.onc.1202835.

69. Belsches-Jablonski, A.P.; Biscardi, J.S.; Peavy, D.R.; Tice, D.A.; Romney, D.A.; Parsons, S.J. Src family kinases and H
ER2 interactions in human breast cancer cell growth and survival. Oncogene 2001, doi:10.1038/sj.onc.1204205.

70. Sheffield, L.G. C-src activation by ErbB2 leads to attachment-independent growth of human breast epithelial cells. Bioc
hem. Biophys. Res. Commun. 1998, doi:10.1006/bbrc.1998.9214.

71. Muthuswamy, S.K.; Siegel, P.M.; Dankort, D.L.; Webster, M.A.; Muller, W.J. Mammary tumors expressing the neu proto-
oncogene possess elevated c-Src tyrosine kinase activity. Mol. Cell. Biol. 1994, doi:10.1128/mcb.14.1.735.

72. Tan, M.; Li, P.; Klos, K.S.; Lu, J.; Lan, K.H.; Nagata, Y.; Fang, D.; Jing, T.; Yu, D. ErbB2 promotes Src synthesis and sta
bility: Novel mechanisms of Src activation that confer breast cancer metastasis. Cancer Res. 2005, doi:10.1158/0008-5
472.CAN-04-2353.

73. Ishizawar, R.C.; Miyake, T.; Parsons, S.J. c-Src modulates ErbB2 and ErbB3 heterocomplex formation and function. On
cogene 2007, doi:10.1038/sj.onc.1210138.

74. Roskoski, R. Src protein-tyrosine kinase structure, mechanism, and small molecule inhibitors. Pharmacol. Res. 2015, d
oi:10.1016/j.phrs.2015.01.003.

75. Guo, Y.; Higazi, A.A.; Arakelian, A.; Sachais, B.S.; Cines, D.; Goldfarb, R.H.; Jones, T.R.; Kwaan, H.; Mazar, A.P.; Rabb
ani, S.A. A peptide drived from the nonreceptor binding region of urokinase plasminogen activator (uPA) inhibits tumor
progression and angiogenesis and induces tumor cell death in vivo. FASEB J. 2000, 14, 1400–1410, doi:10.1096/fj.14.
10.1400.

76. Fan, P.; McDaniel, R.E.; Kim, H.R.; Clagett, D.; Haddad, B.; Craig Jordan, V. Modulating therapeutic effects of the c-Src
inhibitor via oestrogen receptor and human epidermal growth factor receptor 2 in breast cancer cell lines. Eur. J. Cance
r 2012, doi:10.1016/j.ejca.2012.04.020.

77. Xiao, J.; Xu, M.; Hou, T.; Huang, Y.; Yang, C.; Li, J. Dasatinib enhances antitumor activity of paclitaxel in ovarian cancer
through Src signaling. Mol. Med. Rep. 2015, doi:10.3892/mmr.2015.3784.

78. Jin, L.; Chun, J.; Pan, C.; Alesi, G.N.; Li, D.; Magliocca, K.R.; Kang, Y.; Chen, Z.G.; Shin, D.M.; Khuri, F.R.; et al. Phosp
horylation-mediated activation of LDHA promotes cancer cell invasion and tumour metastasis. Oncogene 2017, doi:10.
1038/onc.2017.6.

79. Lou, L.; Yu, Z.; Wang, Y.; Wang, S.; Zhao, Y. c-Src inhibitor selectively inhibits triple-negative breast cancer overexpres
sed Vimentin in vitro and in vivo. Cancer Sci. 2018, doi:10.1111/cas.13572.

80. Nakanishi, T.; Menju, T.; Nishikawa, S.; Takahashi, K.; Miyata, R.; Shikuma, K.; Sowa, T.; Imamura, N.; Hamaji, M.; Mot
oyama, H.; et al. The synergistic role of ATP-dependent drug efflux pump and focal adhesion signaling pathways in vin
orelbine resistance in lung cancer. Cancer Med. 2018, doi:10.1002/cam4.1282.

81. Perez, M.; Lucena-Cacace, A.; Marín-Gómez, L.M.; Padillo-Ruiz, J.; Robles-Frias, M.J.; Saez, C.; Garcia-Carbonero,
R.; Carnero, A. Dasatinib, a Src inhibitor, sensitizes liver metastatic colorectal carcinoma to oxaliplatin in tumors with hi
gh levels of phospho-Src. Oncotarget 2016, doi:10.18632/oncotarget.8880.

82. Duan, Z.; Zhang, J.; Ye, S.; Shen, J.; Choy, E.; Cote, G.; Harmon, D.; Mankin, H.; Hua, Y.; Zhang, Y.; et al. A-770041 re
verses paclitaxel and doxorubicin resistance in osteosarcoma cells. BMC Cancer 2014, doi:10.1186/1471-2407-14-68
1.

83. Min, H.Y.; Yun, J.H.; Lee, J.S.; Lee, H.J.; Cho, J.; Jang, H.J.; Park, S.H.; Liu, D.; Oh, S.H.; Lee, J.S.H.; et al. Targeting t
he insulin-like growth factor receptor and Src signaling network for the treatment of non-small cell lung cancer. Mol. Ca
ncer 2015, doi:10.1186/s12943-015-0392-3.

Retrieved from https://encyclopedia.pub/entry/history/show/5241


