A protein called cFLIP makes tumor cells in breast cancer resistant to treatments
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A Protein Called cFLIP Makes Tumor Cells in Breast C

to Treatments

ScienceDally (Dec. 14, 2010) — Researchers at
the Andalusian Institute for Molecular Biology and
Regenerative Medicine (CABIMER) and the
University of Granada found that cFLIP -an inhibitor
of death ligand-induced apoptosis- is not only
essential in breast tumor cells resistance to TRAIL
treatments (a death ligand with a potent therapeutic
potential against cancer), but this protein is also
key to the survival of such cancer cells.

Researchers proved that a variation
in the expression of this protein may
lead to the normal development of
breast epithelium. This is an
important finding to be considered in
the design of cFLIP-targeted
therapies against cancer.
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This finding might very useful for
scientists, that could design cancer
therapies aimed at interfering the

Reference action of this protein. Such was the
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Medicine (CABIMER), in
collaboration with the University of
Granada.
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The research conducted by Rosario
Yerbes Cadenas, PhD candidate at the University of Granada,
was led by professor Abelardo Lépez Rivas, of CABIMER, and
was aimed at analysing the potential of cFLIP inhibitors in
cancer therapies.

At present, TRAIL is a death-ligand of the TNF family, with
significant therapeutic potential against cancer, basically due to
its ability to induce apoptosis in cancer cells without displaying
significant toxicity toward normal cells. However, there are
tumor cells that are resistant to TRAIL-induced apoptosis for
unknown causes.

This study analysed the role of cFLIP in breast cancer cells'
resistance to TRAIL-induced apoptosis. Thus, researchers
concluded that cFLIP is key in these cells' resistance to TRAIL.
Such conclusion was drawn from the evidence that the
inhibition of their expression through treatments with
Doxorubicin (anthracycline, widely used in chemotherapy) or
with SAHA (Histone deacetylases inhibitor), as well as the
silencing of its expression through cFLIP siRNA oligos (small
interfering RNA), resulted in the sensitisation of breast cancer
cells to TRAIL-induced apoptosis.

The authors of this research proved that cFLIP plays a survival
role in tumorous and non-tumorous breast epithelial cells, since
the inhibition of its expression induces apoptosis. This type of
apoptosis requires the formation of the death-inducing
signalling complex, which includes TRAIL-R2 receptor, adapter
molecule FADD and procaspase-8- but is TRAIL-independent
itself.

Conversely, in the light of the cFLIP relevance in controlling
apoptosis, researchers studied the role of cFLIP in breast
epithelial cells MCF-10A morphogenesis -a process where
apoptosis plays an essential role. Thus, cFLIPL/cFLIPS
overexpression inhibits lumen formation in acini from breast
epithelial cells when they are cultured in a 3D extracellular
matrix (3D cultures). Additionally, inhibition of cFLIP expression
prevents the development of acini, since cells with low
expression of cFLIP are unfeasible.

For this reason, regulation of cFLIP expression was very
relevant to this research. Scientists determined that the
PI3K/AKT signalling pathway is not the main responsible for
cFLIP synthesis in breast cancer cell, but may be it is NF-kB
pathway.

Additionally, this study revealed that the ubiquitin-proteasome
system plays a key role in cFLIP cell degradation. At present,
researchers are trying to identify E3-ubiquitin ligase protein,
responsible for cFLIP degradation by such system.
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Targeted Combination Therapy Triggers Cell
Death in Mouse Models of Metastatic Cancer

(Apr. 30, 2008) — A combination of two targeted
drugs--one that blocks protein breakdown and one
that activates the programmed cell death pathway--
reduces the number of tumor metastases in mouse
models of kidney and ... > read more

Overcoming Tumor Resistance to Anti-Cancer
Agent TRAIL (Mar. 22, 2010) — The TRAIL ligand
is a promising anti-cancer agent that preferentially
kills tumor cells without apparent damage to healthy
cells. Many cancers exhibit resistance to TRAIL,
however, thus limiting its ... > read more

New Target May Inhibit Metastatic Breast Cancer
(June 1, 2010) — New research implicate galectin-7
as a breast cancer differentiation ... > read more

Adult Stem Cells From Bone Marrow Made To
Kill Metastatic Lung Cancer Cells In Mice ~ (May
22, 2009) — Researchers have demonstrated the
ability of adult stem cells from bone marrow
(mesenchymal stem cells, or MSCs) to deliver a
cancer-killing protein to tumors. The genetically
engineered stem cells ... > read more

Scientists Follow Familiar TRAIL' To New

Cancer Therapy (July 11, 2007) — A new study
identifies a combination therapy that may sensitize
human cancer cells to a promising treatment
currently being used in clinical trials. The research
provides a pharmacological method for ... > read
more
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Tokai Challenger Wins Australian Solar
Car Race Using Sharp Solar Cells

On October 25, 2008, the Tokai Chalenger.
equipped with Sharp solar cells, parficipated in
the Waorld Solar Challenge. Tokai University's
team finished the 2021-kilometer race in less
than thirty hours and placed first at the global
avant.

CIS Tower in Manchester, England Generates
180,000 kWh of Sofar Powes Per Year

In November 2005, the CiS Tower staried
feeding electricity into the national grid. By
mecorporating 7,244 Sharp 80W modules, which
clad the entire service tower on three sides, it
became one of the largest salar power systems
i the LK.
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