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Rapamycin and mTOR: a serendipitous discovery
and implications for breast cancer
Belinda Seto
Abstract

Rapamycin was discovered more than thirty years ago from a soil sample from the island of Rapa Nui. It was
isolated from Streptomyces hygroscopicus and initial characterization focused on its antifungal activities.
Subsequent characterization showed that it has immunosuppressive properties and has been used successfully to
reduce organ rejection with kidney transplantation. Rapamycin has proven to be a versatile compound with several
seemingly unrelated properties, including antifungal, immunosuppressive, and anticancer. The National Cancer
Institute (NCI) Developmental Therapeutics Program demonstrated that rapamycin inhibited cell growth in tumor
cell lines. These observations stimulated research to explore the underlying mechanism of anti-tumor activities. Cell
growth inhibition involves binding to the mammalian Target of Rapamycin (mTOR). The mTOR signaling pathway is
critical to cell growth, proliferation, and survival and rapamycin inhibits these hallmark processes of cancer. Binding
of growth factors activates mTOR signaling, which in turn leads to downstream phosphorylation of protein kinases,
e.g., p70S6 kinase and lipid kinases in the phosphorylation of phosphoinositides. Understanding of mTOR signaling
provided the biological basis for targeted chemotherapeutics development, including several rapamycin analogues
for treating breast and other cancers.
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Introduction
Breast cancer is the second most commonly diagnosed
cancer, after skin cancer, among U.S. women. In 2012,
227,000 new cases have been reported [1]. Recent
developments in computed tomography imaging have
improved the early detection of breast cancer, when
treatment is most effective [2]. Concomitant with the
technological development is the explosion of research
findings on the molecular mechanisms of breast cancer.
As a result, mechanism-based approaches have become
increasingly used as strategies for therapeutic develop-
ments. This confluence of technology development in
early diagnosis and improved therapeutics has led to a
decline in breast cancer death in recent years, although
death rates are still higher than all types of cancer other
than lung cancer [3].
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This report describes a tale of discovery that reinforces
the serendipitous nature of basic research and the no-
tion that discoveries may lead to unanticipated outcomes
in other disciplines. In this particular story, the isolation
of the bacterium Streptomyces hygroscopicus from a soil
sample three decades ago on a remote island led to in-
tense, multifaceted research that changed the way breast
cancer is treated. The identification of rapamycin from
Streptomyces hygroscopicus as an antifungal agent,
through being an immune inhibitor to being an effective
anticancer drug, demonstrates a research continuum
driven by clinical observations that were critical in the
elucidation of the mTOR pathway. Rapamycin provided
the stimulus for research on the complex and pivotal
mTOR pathway that transmits signals through which it
controls a range of vital biological processes. The dissec-
tion of the molecular networks of interacting signaling
pathways has led to improved understanding of the tran-
scription, protein synthesis, and metabolic processes that
underpin oncogenic transformation. Such knowledge has
led to therapeutic developments that yielded targeted
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drugs for breast cancer patients. For patients who are es-
trogen and/or progesterone receptor positive, endocrine
therapies offer treatments that interfere with the signal-
ing pathway involved in cell growth and proliferation.
Two targeted therapeutic examples include aromatase
inhibitors, which interfere with estrogen production, and
tamoxifen, which interferes with estrogen binding to the
receptor. For patients who are HER-2 positive, targeted
therapies with HER2 antibodies, such as trastuzumab
and lapatinib, offer possible treatment options [4].
This review will focus on the mammalian Target of

Rapamycin (mTOR) pathway and also provide a per-
spective on translational research, from the chemical
and pharmacologic characterization of rapamycin to the
molecular mechanisms of breast cancer, ending with
clinical applications and treatments.

Discovery of rapamycin
Rapamycin, (also known by its generic name, Sirolimus)
is a natural product isolated from Streptomyces hygro-
scopicus, found on the island of Rapa Nui in 1972 [5].
Structural studies showed that it is similar to an anti-
biotic FK506 [6], a macrolide lactone. Studies following
its discovery showed rapamycin to exhibit multiple prop-
erties, including antibacterial activity, antifungal (anti-
Candida), and immunosuppressive effects. It inhibits
antigen-induced T cell and B cell proliferation and anti-
body formation. The latter finding has significant clinical
implications as rapamycin was developed into an im-
munosuppressant drug for patients following organ
transplantation. It was approved by the U.S. Food and
Drug Administration (FDA) as a prophylaxis for renal re-
jection. Wyeth Pharmaceuticals marketed Rapamune as
an immunosuppressant for use in conjunction with corti-
costeroids and cyclosporine to prevent kidney rejection
[7].
The discovery that rapamycin was an immunosup-

pressant might not have led to testing its potential as a
viable tumor suppressor if it were not for the research
of Dr. Suren Sehgal at Ayerst Research Laboratories,
Montreal, where rapamycin was isolated in 1972. Intui-
tively one would have thought that an immunosuppres-
sive compound would prevent an immune response
against tumor cells and therefore would not be a likely
anticancer drug. But Dr. Sehgal observed that this
compound appeared to possess novel properties beyond
its immunosuppressive activities [8]. He sent a sample
of rapamycin to the National Cancer Institute (NCI)
Developmental Therapeutics Program and requested
anti-tumor activity screening. As a standard screening
protocol, NCI initially tested compounds for growth in-
hibition against a limited number of human tumor cell
lines. If the compound showed inhibition against one
of more of these cell lines, it would be further tested
for growth inhibition or killing of one or more of the
NCI standard 60 human tumor cell lines with varying
concentrations of the compounds. Approximately 2% of
the 2500 compounds tested annually proceed to the
next stages of in vivo tests in xenographs in mice.
Against the 60 tumor cell line panel, rapamycin was
found to inhibit the growth of a number of tumor cell
lines including mammary, colon 26, B16 43 melanocar-
cinma, and EM ependymoblastoma [9]. Based on these
test results, NCI advanced rapamycin as a priority
drug.

Mammalian Target of Rapamycin (mTOR)
Following the NCI finding of anti-tumor activities in
rapamycin, numerous reports were published confirming
its inhibitory effect on cell growth [10,11] in several
organisms: Saccharomyces cerevisiae [12], Drosophila
[13,14], Caenorhabditis elegans [15], fungus [16], plants
[17], and mammals [18]. In these organisms, the inhibi-
tory mechanism involves binding to the target proteins,
collectively named Target of Rapamycin (TOR) [12]. The
specifics of the inhibitory mechanisms differ with the
various organisms. However, there are consistent obser-
vations that these proteins are highly conserved evolu-
tionarily [19]. TOR protein sequences from eukaryotes
share approximately 40% to 60% homology and several
structural motifs are conserved [20]. Human TOR pro-
tein showed even higher homology in the primary se-
quence with other mammalian TORs (mTOR), 95% [21].
Biochemical studies showed that mTOR forms two

complexes: mTORC1 and mTORC2 [22]. The
mTORC1 complex is composed of mTOR, Raptor
(regulatory-associated protein of mTOR) and mLST8/
GβL (mammalian lethal with Sec13protein8/G-protein
β-subunit-like protein), PRAS40 (proline-rich AKT sub-
strate of 40kDa) and DEPTOR (DEP-domain-containing
mTOR-interacting protein) [23]. mTORC1 is the catalytic
kinase complex. The component proteins of mTORC1
contain a large number of conserved motifs, including
those that are essential for protein-protein interactions.
This observation, together with the finding of kinase activ-
ity in this complex, suggests that this complex may be the
nexus for mTOR signaling. Rapamycin does not inhibit
the mTORC1 kinase activity directly. It initially forms a
complex with the FK506 binding protein (FKPB12), which
in turn binds mTORC1 [24-27].
The observation that TOR proteins are conserved

across the broad spectrum of organisms, from simple
eukaryotes to mammals, led to subsequent investigations
of TOR functions. The assumption that TORs might
play a vital role in survival is well-grounded, as these
proteins, with some variations structurally, are con-
served through evolution. Thus, it is concluded that
TOR functions are not only fundamental to survival, but
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that they afford evolutionary advantages. For its vital
role in cell survival, the TOR pathway receives signaling
inputs from insulin, growth factors and nutrients. The
TOR pathway is central to regulating cell growth (cell
size or mass) and proliferation (cell number), and
responding to stress such as nutrient starvation (glucose
or amino acids) that ultimately affects cellular energy
levels [13,14,28,29]. Underpinning mTOR’s involvement
in cell growth are the associated processes including
transcription, protein translation, and cell cycle regula-
tion from G1 to S phase. Given the importance of these
biological processes, it should come as no surprise that
the TOR pathway is involved in many disease processes.
While a comprehensive review of mTOR’s role in disease
processes is beyond the scope of this report, it is import-
ant to understand the mTOR signaling mechanism as it
underlies many disease processes and has served to
guide cancer therapeutic development and treatment.

mTOR signaling pathway and regulatory network
mTOR is a serine/threonine kinase of the phosphatidyli-
nositol 3-kinase-related kinase family, and it is regulated
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Figure 1 mTOR pathway.
through the PI3K and Akt/PKB pathway [30]. Growth
factors (insulin-like growth factor 1 (IGF-1), insulin,
epidermal growth factor, vascular epithelial growth fac-
tor) when bound to the cell surface receptors, activate
the intracellular signaling of the PI3K/Akt pathway
(Figure 1). The downstream effect of this activation is
the phosphorylation of p70S6 Kinase and 4EBP1 [31].
An additional downstream effect is an increased phos-
phorylation of serine2448 on mTOR. Indication that
mTOR signaling is involved in oncogenic transform-
ation stemmed from studies of Akt mutants with kin-
ase activity but failed to phosphorylate p70S6 kinase
and 4EBP1. These mutants failed to transform chicken
embryo fibroblast cells [32]. mTOR-driven phosphoryl-
ation of key proteins is an intricate balance of regula-
tory switches that determine which mRNA will be
translated as a result of mTOR kinase activity. For ex-
ample, mTOR phosphorylation of p70S6 kinase leads
to downstream phosphorylation of the 40S ribosomal
protein S6, resulting in increased translation from
mRNAs that contain the 50-terminal oligopyrimidine
tract, such as those for the elongation factor-1α [33].
4EBP1

 Survival

s

cell membrane

Receptors



Seto Clinical and Translational Medicine 2012, 1:29 Page 4 of 7
http://www.clintransmed.com/content/1/1/29
Together, these steps lead to increased ribosomal bio-
synthesis and protein synthesis generally. Activation of
4EBP1 translation initiation factor, on the other hand,
leads to increased translation from mRNAs with 50-
untranslated regions such as those for cyclin D1 and c-
myc, which are crucial to cell cycling (Figure 2). These
examples illustrate mTOR’s role in regulating protein
biosynthesis by phosphorylating key proteins.
Another important process that is regulated by PI3K

signaling involves lipid kinases in the phosphorylation of
phosphoinositides. Activated PI3K leads to increased
production of phosphatidylinositol 3, 4, 5-triphosphate
(PIP3), which in turn recruits Akt for cell growth, prolif-
eration, and survival. These are hallmarks for cancers.
Conversely, PIP3 is negatively regulated by a tumor sup-
pressor, phosphatase and tensin homolog (PTEN) via
dephosphorylation. Phosphorylation is also inhibited by
rapamycin. It should come as no surprise, due to the sig-
nificance of the regulatory activities of the PI3K/Akt
pathway and its interaction with mTOR, that dysfunc-
tion of these signaling activities would alter cellular
functions, as observed in most cancers. Dysfunction can
also stem from genetic mutations. Mutations or gene
amplification are found in components of the PI3K/Akt
pathway in a large number of tumors [34]. A remarkably
large percentage of breast cancer, greater than 70%, was
found to have mutations in the genes involved in this
pathway [35].

mTOR inhibitors target breast cancer mechanism
Recognition of rapamycin’s anti-tumor target of the
mTOR pathway led to the development of analogues of
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Figure 2 Rapamycin inhibition.
rapamycin as chemotherapeutic agents against solid
tumor types, including breast cancer. However, there are
substantial challenges with the pharmacokinetics of
rapamycin due to its lipophilic chemistry [32]. Various
formulations have been tested to improve its poor water
solubility and bioavailability for clinical applications.
Currently three analogues of rapamycin have been devel-
oped: Temsirolimus (Wyeth/Pfizer) [36], Deforolimus or
Ridaforolimus (Merck/Ariad) and Everolimus, manufac-
tured by Novartis [35,37,38]. Although these analogues
differ in their formulation and bioavailability, the mech-
anism of inhibition is the same, binding to the mTORC1
target, thereby arresting cell cycling at the G1 phase.
Temsirolimus was approved by the FDA for treating
renal cell carcinoma. For metastatic breast cancer, tem-
sirolimus in combination with letrozole was used in a
phase III trial, but the combination of drugs did not
show benefit over letrozole (aromatase inhibitor) alone
[39].
As an mTORC1 inhibitor, everolimus reduces Akt and

mTOR signaling, resulting in increased apoptosis. Evero-
limus alone or in combination with tamoxifen has been
evaluated in postmenopausal breast cancer patients with
hormone receptor positive, HER2 negative metastatic
breast cancer. Bachelot et al. [40] reported a 46% reduc-
tion in risk of progression with the combination of tam-
oxifen and everolimus vs. tamoxifen alone. Risk of death
was also reduced, by 55%, in the combined drug treat-
ment group. For patients whose disease has progressed
despite treatment with trastuzumab and chemotherapy,
it has been shown that the addition of everolimus to
trastuzumab and chemotherapy provides a 19% to 44%
eIF4E
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response rate [41-43]. A summary of the therapeutic
compounds discussed in this review is listed in Table 1.
It is postulated that there are cross-talks between sig-

naling pathways: hormone signaling and the PI3K/Akt/
mTOR pathways. Hormone receptor positive tumors
rely on hormone-mediated signaling for growth. How-
ever, as hormone treatment continues, adaptive upregu-
lation of growth factor mediated signaling, such as the
PI3K/Akt/mTOR pathway, reinforces cross-talks leading
to constitutive activation of the cell growth pathways,
rendering the patients resistant to hormone treatment
[35,44-47]. Everolimus, by inhibiting the PI3K/Akt/
mTOR signaling, has been shown to restore hormone
sensitivity [48]. Everolimus was recently approved by the
FDA for use in combination with Aromasin for treating
advanced hormone-receptor positive HER2-negative
breast cancer [49].

Translational research: a public-private partnership
The discovery of rapamycin in 1972 was serendipitous
but this fortuitous beginning has led to immense impact
on medicine. Over the subsequent decades, its activities
have been widely investigated. It has been found to be
an exceptionally “versatile” molecule in that it possesses
antifungal, immunosuppressive, and anticancer activities.
These characteristics attracted investigators from differ-
ent disciplines to pursue basic research on the pharma-
cology of rapamycin, synthetic chemistry to produce
analogues, mechanistic studies on disease processes, and
Table 1 Summary of cancer drugs in this review

Rapamycin
analogues

Known target Disease

Temsirolimus mTOR Renal cell carcinoma

Ridaforolimus
(formerly known
as Deforolimus)

mTOR Breast cancer
Soft tissue sarcoma
Head and neck cancer
Non-small cell
lung cancer
Colorectal cancer

Everolimus mTOR Hormone receptor
positive, HER2
negative
breast cancer

Inhibitors/Antibodies

Letrozole Competitive inhibitor
of aromatase

Breast cancer

Tamoxifen Antagonist of
estrogen receptor

Breast cancer

Trastuzumab HER2 receptor Breast cancer

Aromasin Aromatase inhibitor Hormone receptor
positive, HER2
negative
breast cancer

Lapatinib EGFR HER2 positive
breast cancer
clinical research on therapeutic development and disease
treatment. However, a single individual, Dr. Suren Sehgal,
is noteworthy for his keen observation that rapamycin
may have antitumor activities. He contacted the NCI to
test rapamycin in order to confirm his suspicion. His
research was made even more poignant as his employer
made a management decision that practically shut down
his research on rapamycin. After several years of inactivity,
rapamycin research was resurrected when Wyeth and
Ayerst merged and the company leadership was convinced
by the promising results from animal testing to continue
funding rapamycin therapeutic development.
The NCI’s Developmental Therapeutics Program [50]

was established by Congress in 1955 as the Cancer
Chemotherapy National Service Center to provide pre-
clinical data on compounds that the NCI solicits from
government laboratories, academic institutions, and in-
dustry [49]. These compounds include both synthetic
chemicals (140,000) and natural products (80,000). Of all
the compounds screened by this program, approximately
40% originated from industry. Research from DTP has
led to anticancer drugs that are in use today. For ex-
ample, Paclitaxel was discovered as a natural product
from Yew trees and developed for clinical use for breast
and other types of cancer [9]. Recently, DTP research
led to the development of eribulin mesilate as a micro-
tubule inhibitor for metastatic breast cancer [51], and
FDA approval was issued in 2010. DTP has been suc-
cessful in producing more than 40 U.S. licensed che-
motherapeutic drugs. Many of these have been produced
in collaboration with the commercial sector. The Evero-
limus clinical trial sponsored by Novartis is the transla-
tional product of privately- and federally-funded basic
research on rapamycin and the PI3K/Akt/mTOR signal-
ing. This is another example that illustrates the partner-
ship between the federal government and the industrial
partners that is the cornerstone of clinical translational
research.
Another NIH program that facilitates small molecule

screening is the Molecular Library Screening Centers
Network (MLSCN), established in 2008, to provide
large-scale screening capacity necessary to identify small
molecules that can be optimized as chemical probes to
study the functions of genes, cells, and biochemical
pathways in health and disease. These small molecules
may be used by researchers in the public and private
sectors to validate new drug targets, which could then
move into the drug-development pipeline. The first ex-
ample of successful translation resulting from small mol-
ecule screening to Phase I clinical trial was the
identification of Sphingosine-1-phosphate receptor. This
receptor and related molecules were identified from re-
search conducted by the Scripps Research Institute as
part of the molecular library program. These small
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molecules were further developed by Scripps and a pri-
vate entity, Receptors, Inc., for potential treatment for
multiple sclerosis [52]. It is hoped, through continuing
collaborations among preclinical and clinical investiga-
tors in both the public and private sectors, that breast
cancer therapeutics will continue to be developed based
on the molecular mechanism of the disease. The en-
hancement of the armamentarium for breast cancer
should continue to reduce the mortality and morbidity
for patients.

Conclusion
The story of rapamycin illustrates the need for basic dis-
covery research and the elucidation of biological
mechanisms to inform translation to clinical research
and clinical trials. It may take decades to unravel the full
complexity of biological systems. Basic and translational
research is typically funded by the government. How-
ever, there is an important role for public-private part-
nership in research, especially as it advances to clinical
trials as described in this report.

Competing interests
The author declares that she has no competing interests.

Acknowledgements
The author is indebted to Drs. Richard Leapman, Richard Conroy, Anthony
Sastre, and Anthony Demsey for their critical review and to Ms. Christine
Rogers for her assistance with preparing the manuscript.

Received: 12 October 2012 Accepted: 5 November 2012
Published: 15 November 2012

References
1. Breast Cancer: http://www.cancer.gov/cancertopics/types/breast.
2. Xia JQ, Lo JY, Yang K, Floyd CE, Boone JM: Dedicated breast computed

tomography: volume image denoising via a partial-diffusion equation
based technique. Med Phys 2008, 35:1950–1958.

3. Centers for Disease Control and Prevention: Decline in breast cancer
incidence – United States, 1999-2003. Morb Mortal Wkly Rep 2007,
56:549–553.

4. Barnett CM: Everolimus: targeted therapy on the horizon for the
treatment of breast cancer. Pharmacotherapy 2012, 32:383–396.

5. Sehgal SN, Baker H, Vézina C: Rapamycin (AY-22,989), a new antifungal
antibiotic. II. Fermentation, isolation and characterization. J Antibiot
(Tokyo) 1975, 28:727–732.

6. Abraham RT, Wiederrecht GJ: Immunopharmacology of rapamycin. Annu
Rev Immunol 1996, 14:483–510.

7. Rapamune: http://www.ema.europa.eu/ema/index.jsp?curl=pages/
medicines/human/medicines/000273/human_med_001010.
jsp&mid=WC0b01ac058001d124.

8. Garber K: Rapamycin’s resurrection: a new way to target the cancer cell
cycle. J Natl Cancer Inst 2001, 93:1517–1519.

9. Douros J, Suffness M: New antitumor substances of natural origin.
Cancer Treat Rev 1981, 8:63–87.

10. Huang S, Houghton PJ: Targeting mTOR signaling for cancer therapy.
Curr Opin Pharmacol 2003, 3:371–377.

11. Sawyers CL: Will mTOR inhibitors make it as cancer drugs? Cancer Cell
2003, 4:343–348.

12. Heitman J, Movva NR, Hall MN: Targets for cell cycle arrest by the
immunosuppressant rapamycin in yeast. Science (New York, NY) 1991,
253:905–909.

13. Oldham S, Montagne J, Radimerski T, Thomas G, Hafen E: Genetic and
biochemical characterization of dTOR, the Drosophila homolog of the
target of rapamycin. Genes Dev 2000, 14:2689–2694.
14. Zhang H, Stallock JP, Ng JC, Reinhard C, Neufeld TP: Regulation of cellular
growth by the Drosophila target of rapamycin dTOR. Genes Dev 2000,
14:2712–2724.

15. Long X, Spycher C, Han ZS, Rose AM, Muller F, Avruch J: TOR deficiency in
C. elegans causes developmental arrest and intestinal atrophy by
inhibition of mRNA translation. Curr Biol 2002, 12:1448–1461.

16. Cruz MC, Cavallo LM, Gorlach JM, Cox G, Perfect JR, Cardenas ME, Heitman
J: Rapamycin antifungal action is mediated via conserved complexes
with FKBP12 and TOR kinase homologs in Cryptococcus neoformans.
Mol Cell Biol 1999, 19:4101–4112.

17. Menand B, Desnos T, Nussaume L, Berger F, Bouchez D, Meyer C, Robaglia
C: Expression and disruption of the Arabidopsis TOR (target of
rapamycin) gene. Proc Natl Acad Sci U S A 2002, 99:6422–6427.

18. Hay N, Sonenberg N: Upstream and downstream of mTOR. Genes Dev
2004, 18:1926–1945.

19. Alvarez-Ponce D, Aguade M, Rozas J: Network-level molecular
evolutionary analysis of the insulin/TOR signal transduction pathway
across 12 Drosophila genomes. Genome Res 2009, 19:234–242.

20. Janus A, Robak T, Smolewski P: The mammalian target of the rapamycin
(mTOR) kinase pathway: its role in tumourigenesis and targeted
antitumour therapy. Cell Mol Biol Lett 2005, 10:479–498.

21. Jiang BH, Liu LZ: Role of mTOR in anticancer drug resistance:
perspectives for improved drug treatment. Drug Resist Updat 2008,
11:63–76.

22. Inoki K, Ouyang H, Li Y, Guan KL: Signaling by target of rapamycin
proteins in cell growth control. Microbiol Mol Biol Rev 2005, 69:79–100.

23. Wang ZW, Zhong JT, Inuzuka H, Gao DM, Shaik S, Sarkar FH, Wei WY: An
evolving role for DEPTOR in tumor development and progression.
Neoplasia (New York, NY) 2012, 14:368–375.

24. Abraham RT: Identification of TOR signaling complexes: more TORC for
the cell growth engine. Cell 2002, 111:9–12.

25. Schmelzle T, Hall MN: TOR, a central controller of cell growth. Cell 2000,
103:253–262.

26. Shamji AF, Nghiem P, Schreiber SL: Integration of growth factor and
nutrient signaling: implications for cancer biology. Mol Cell 2003,
12:271–280.

27. Zoncu R, Efeyan A, Sabatini DM: mTOR: from growth signal integration to
cancer, diabetes and ageing. Nat Rev Mol Cell Biol 2011, 12:21–35.

28. Fingar DC, Blenis J: Target of rapamycin (TOR): an integrator of nutrient
and growth factor signals and coordinator of cell growth and cell cycle
progression. Oncogene 2004, 23:3151–3171.

29. Fingar DC, Salama S, Tsou C, Harlow E, Blenis J: Mammalian cell size is
controlled by mTOR and its downstream targets S6K1 and 4EBP1/eIF4E.
Genes Dev 2002, 16:1472–1487.

30. Wullschleger S, Loewith R, Hall MN: TOR signaling in growth and
metabolism. Cell 2006, 124:471–484.

31. Chung J, Kuo CJ, Crabtree GR, Blenis J: Rapamycin-FKBP specifically blocks
growth-dependent activation of and signaling by the 70 kd S6 protein
kinases. Cell 1992, 69:1227–1236.

32. Aoki M, Blazek E, Vogt PK: A role of the kinase mTOR in cellular
transformation induced by the oncoproteins P3k and Akt. Proc Natl Acad
Sci U S A 2001, 98:136–141.

33. Avruch J, Belham C, Weng Q, Hara K, Yonezawa K: The p70 S6 kinase
integrates nutrient and growth signals to control translational capacity.
Prog Mol Subcell Biol 2001, 26:115–154.

34. Yuan TL, Cantley LC: PI3K pathway alterations in cancer: variations on a
theme. Oncogene 2008, 27:5497–5510.

35. Miller TW, Rexer BN, Garrett JT, Arteaga CL: Mutations in the
phosphatidylinositol 3-kinase pathway: role in tumor progression
and therapeutic implications in breast cancer. Breast Cancer Res 2011,
13:224.

36. Inc. WP: TORISEL Kit (etmsirolimus) injection, for intravenous infusion only
package insert. Philadelphia, PA: Wyeth Pharmaceuticals, Inc; 2010.

37. Corporation. NP: AFINITOR (everolimus) tablets for oral administration package
insert. East Hanover, NJ: Novartis Pharmaceuticals Corporation; 2011.

38. Margariti N, Fox SB, Bottini A, Generali D: “Overcoming breast cancer
drug resistance with mTOR inhibitors”. Could it be a myth or a real
possibility in the short-term future? Breast Cancer Res Treat 2011,
128:599–606.

39. Gligorov J, Azria D, Namer M, Khayat D, Spano JP: Novel therapeutic
strategies combining antihormonal and biological targeted therapies in

http://www.cancer.gov/cancertopics/types/breast
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000273/human_med_001010.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000273/human_med_001010.jsp&mid=WC0b01ac058001d124
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/000273/human_med_001010.jsp&mid=WC0b01ac058001d124


Seto Clinical and Translational Medicine 2012, 1:29 Page 7 of 7
http://www.clintransmed.com/content/1/1/29
breast cancer: focus on clinical trials and perspectives. Crit Rev Oncol
Hematol 2007, 64:115–128.

40. Bachelot T, Bourgier C, Cropet C, Ray-Coquard I, Ferrero JM, Freyer G,
Abadie-Lacourtoisie S, Eymard JC, Debled M, Spaëth D, et al: Randomized
Phase II Trial of Everolimus in Combination With Tamoxifen in Patients
With Hormone Receptor-Positive, Human Epidermal Growth Factor
Receptor 2-Negative Metastatic Breast Cancer With Prior Exposure to
Aromatase Inhibitors: A GINECO Study. Journal of clinical oncology: official
journal of the American Society of Clinical Oncology 2012, 30:2718–2724.

41. Morrow PK, Wulf GM, Ensor J, Booser DJ, Moore JA, Flores PR, Xiong Y,
Zhang S, Krop IE, Winer EP, et al: Phase I/II study of trastuzumab in
combination with everolimus (RAD001) in patients with HER2-
overexpressing metastatic breast cancer who progressed on
trastuzumab-based therapy. Journal of clinical oncology: official journal of
the American Society of Clinical Oncology 2011, 29:3126–3132.

42. Jerusalem G, Fasolo A, Dieras V, Cardoso F, Bergh J, Vittori L, Zhang Y,
Massacesi C, Sahmoud T, Gianni L: Phase I trial of oral mTOR inhibitor
everolimus in combination with trastuzumab and vinorelbine in
pre-treated patients with HER2-overexpressing metastatic breast cancer.
Breast Cancer Res Treat 2011, 125:447–455.

43. Andre F, Campone M, O’Regan R, Manlius C, Massacesi C, Sahmoud T,
Mukhopadhyay P, Soria JC, Naughton M, Hurvitz SA: Phase I study of
everolimus plus weekly paclitaxel and trastuzumab in patients with
metastatic breast cancer pretreated with trastuzumab. Journal of clinical
oncology: official journal of the American Society of Clinical Oncology 2010,
28:5110–5115.

44. Santen RJ, Song RX, Zhang Z, Kumar R, Jeng MH, Masamura S, Lawrence J
Jr, MacMahon LP, Yue W, Berstein L: Adaptive hypersensitivity to estrogen:
mechanisms and clinical relevance to aromatase inhibitor therapy in
breast cancer treatment. J Steroid Biochem Mol Biol 2005, 95:155–165.

45. de Graffenried LA, Friedrichs WE, Russell DH, Donzis EJ, Middleton AK, Silva
JM, Roth RA, Hidalgo M: Inhibition of mTOR activity restores tamoxifen
response in breast cancer cells with aberrant Akt Activity. Clinical cancer
research: an official journal of the American Association for Cancer Research
2004, 10:8059–8067.

46. Musgrove EA, Sutherland RL: Biological determinants of endocrine
resistance in breast cancer. Nat Rev Cancer 2009, 9:631–643.

47. Chollet P, Abrial C, Tacca O, Mouret-Reynier MA, Leheurteur M, Durando X,
Curé H: Mammalian target of rapamycin inhibitors in combination with
letrozole in breast cancer. Clin Breast Cancer 2006, 7:336–338.

48. Awada A, Cardoso F, Fontaine C, Dirix L, De Greve J, Sotiriou C, Steinseifer J,
Wouters C, Tanaka C, Zoellner U, et al: The oral mTOR inhibitor RAD001
(everolimus) in combination with letrozole in patients with advanced
breast cancer: results of a phase I study with pharmacokinetics. Eur J
Cancer (Oxford, England: 1990) 2008, 44:84–91.

49. FDA approves Afinitor for advanced breast cancer: http://www.fda.gov/
NewsEvents/Newsroom/PressAnnouncements/ucm312965.htm.

50. Developmental Therapeutics Program (DTP): http://dctd.cancer.gov/
ProgramPages/dtp/default.htm.

51. Cortes J, O’Shaughnessy J, Loesch D, Blum JL, Vahdat LT, Petrakova K,
Chollet P, Manikas A, Dieras V, Delozier T, et al: Eribulin monotherapy
versus treatment of physician’s choice in patients with metastatic breast
cancer (EMBRACE): a phase 3 open-label randomised study. Lancet 2011,
377:914–923.

52. Molecular Libraries and Imaging: http://commonfund.nih.gov/
molecularlibraries/index.aspx.

doi:10.1186/2001-1326-1-29
Cite this article as: Seto: Rapamycin and mTOR: a serendipitous
discovery and implications for breast cancer. Clinical and Translational
Medicine 2012 1:29.
Submit your manuscript to a 
journal and benefi t from:

7 Convenient online submission

7 Rigorous peer review

7 Immediate publication on acceptance

7 Open access: articles freely available online

7 High visibility within the fi eld

7 Retaining the copyright to your article

    Submit your next manuscript at 7 springeropen.com

http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm312965.htm
http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm312965.htm
http://dctd.cancer.gov/ProgramPages/dtp/default.htm
http://dctd.cancer.gov/ProgramPages/dtp/default.htm
http://commonfund.nih.gov/molecularlibraries/index.aspx
http://commonfund.nih.gov/molecularlibraries/index.aspx

	Abstract
	Review
	Introduction
	Discovery of rapamycin
	Mammalian Target of Rapamycin (mTOR)
	mTOR signaling pathway and regulatory network
	mTOR inhibitors target breast cancer mechanism
	Translational research: a public-private partnership

	Conclusion
	Competing interests
	Acknowledgements
	References

