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-

-

We employed the murine mammary LM3 cancer cell line (ER -, PR 
-, GPC3 -), overexpressing GPC3.

activity, that GPC3 inhibits autocrine and paracrine canonical Wnt 
signaling. We demonstrated by qPCR microarrays that GPC3 can 

-

-

inhibition of Akt is necessary for the non-canonical Wnt activation, 

-
tivation. Finally, the non-canonical Wnt activity regulated canonical 

In conclusion, our data indicate that GPC3 is secreted and it op-

these interactions, the inhibition of breast metastatic spread induced 
by GPC3 emerges.
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recurrence of the disease originated at the level of secondary or-
gans, or metastasis, is responsible for 90% of deaths from cancer. 

populations in vitro, one from the primary tumor and another from 
a metastatic nodule, F3II TP and F3II NM cell lines respectively. To 
determine their aggressiveness, a series of additional characteris-

-

could be explained by the differential expression of cell adhesion 
-

compared the behavior in vivo

and the presence of pulmonary nodules. All things considered, the 

-
mine molecular differences involved in the metastatic process.

413. (326) INHIBITION OF GLUCOSE METABOLISM POTENTI-
ATES METFORMIN CYTOTOXICITY IN CANINE AND FE-
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Cancer cells exacerbate glucose consumption by increasing not 

-
line and canine melanomas are highly aggressive pathologies that 
have been proposed as an interesting model of human melanoma. 

of a combination of metformin (MET, antidiabetic drug, OXPHOS 
-

Sc (canine) and Dc (feline) derived from spontaneous tumors. Sc 

mM 2DG, 2.5 or 1 mM MET and 10 or 25 μM 6AN respectively, or 

-
uated by the acidic phosphatase assay (APH) 5 days after treat-

viability (p<0.05) in a concentration dependent manner after 2DG 

(p<0.05) by the combination of both 2DG and 6AN in both cells lines. 

cytometry). We found that MET/2DG and MET/6AN increased in-
tracellular oxidants (DCF, p<0.05) and acidic vesicles (NA, p<0.05) 
thus suggesting an autophagic process. The results reported here 
support further studies to investigate the potential use of this meta-
bolic modulation approach in a clinical setting.
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Most cancer cells display a strikingly different metabolism than nor-

the “Warburg effect”) but also TCA cycle and PPP to enhance the 

effect on eight melanoma cell lines by using metformin (MET, an 
inhibitor of OXPHOS complex I and an AMPK´s indirect activator) in 

combination on metabolic parameters and to elucidate the mecha-
nisms involved. We used as study model three melanoma cell lines, 

of IOAHR´s patients and A375 (BRAFV600E) a commercial cell line. 

and mitochondrial membrane potential (TMRM and Mitotracker 
CMXRos probe). At short term MET/6AN displayed an increase of 
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V-Propidium Iodide and Orange acridine-Ethidium bromide staining. 
The combination MET/6AN exhibited a strong rise on late apoptotic 

reported here support further studies to investigate the potential use 
of this metabolic modulation approach in a clinical setting.

415. EFFECT OF THYROID HORMONES ON THE AC-
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breast cancer cells acquire multidrug resistance (MDR) by upregu-

enable the exclusion of cytotoxic substances from the intracellular 

-

-
apy resistance and are crucial to assure the success of treatment. 
Bexarotene and Lapatinib are recommended for breast cancer 

effect of such therapies, potentially manageable by TH administra-
-

MDR1 activity may act as an important regulator in breast cancer 

demonstrated that triple negative breast cancer MDA-MB-231 cells 
display both TR  and integrin avb3 dimer (TH membrane receptor). 

MB-231 cells proliferation (p<0,05) and THs increased cell viability 
(p<0.01) and impaired the action of both drugs. On the other hand, 
Bexarotene and Lapatinib modulate MDR1 mRNA expression and 
protein levels. We also evaluate MDR1 activity and found that both 
bexarotene and lapatinib induce Rho123 exclusion, but TH treat-
ment did not revert this effect. In conclusion, THs affect the action 

include the participation of MDRs.
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Glioblastoma multiforme is one of the most malignant types of 
central nervous system tumors. Despite advances in treatments it 
remains largely incurable. This recurrence is attributed to the pres-
ence of a highly resistant subpopulation of tumor cells named glioma 

of cancer cells. Thus, a thorough understanding of apoptosis resis-
tance mechanisms is imperative to unravel novel drug targets for 
the design of more effective therapies. The BH3-only proteins of 
the Bcl-2 family can trigger apoptosis by binding to the pro-survival 

has prompted the development of small molecules capable of mim-

glioma stem cell lines to routinely used chemotherapeutic drugs (te-

263 and WEHI-539). Viability assays revealed that the combination 

to a marked increase in cell death compared to that triggered by 
each drug alone. Notably, one cell line resulted particularly sensitive 

the expression of the BH3-only protein NOXA. ABT-263 not only 

increased the degree of cell death but also induced NOXA mRNA 

cells from BH3-mimetic-induced cell death. These results indicate 
that NOXA contributes to glioma stem cell apoptosis and that its ex-
pression could represent a predictive biomarker of sensitivity to Bcl-
xL inhibitors. Therefore, a proposed strategy to combat brain tumors 

agents that potentiate NOXA activity.
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Renal cell carcinomas (RCCs) are the third genitourinary malignan-
cie, behind prostate and bladder carcinoma. The most aggressive 
and deadly subtype is the clear cell RCC (ccRCC). The habitual 
oncological treatments are radio and chemotherapy, but there is a 

-
ing tested, like immune and angiogenesis therapy, but results are 
controversial. In this context, the HLA-G molecule appears as a 

suppression and tolerance of the immune system and is expressed 
abnormally in some types of cancer as a mechanism of immune 
evasion. On the other hand, microvessel density (MVD), determined 

primary cell culture, using human samples from partial or radical 
nephrectomies to evaluate MVD and HLA-G expression. Methods: 

tumor samples are HLA-G positive, but this expression is not homo-
geneous. Some samples expressed HLA-G only in the peripheral 
tumor area, others only in the central area, and others in both. No 
patient expressed HLA-G in the normal renal parenchyma surround-

-
eral tumoral area than in the central one. We can conclude that the 
intratumoral heterogeneity observed in the HLA-G expression as 

-

target therapy but also to improve the diagnosis and prognosis of 
this important neoplasia.
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Osteosarcoma (OS) is the most common bone malignant tumor, 
affecting mainly children and young adults. Lung metastasis is a 
therapeutic challenge during osteosarcoma progression (15–30% 

-

demonstrated differential gene expression related to molecular func-


