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ting and gold-immunocytochemistry. CD147 expression showed no 
differences in thyroid isolated and co-cultured cells while increased 
in co-cultured Fb, irrespective of the thyroid cell used. Isolated EVs 
from CMs ranged between 50-600nm. In SDS-PAGE, an extra pro-
tein band was detected in EVs from TPC-1-Fb and N-ThyOri-Fb 
co-cultures. CD147 expression in EVs increased in TPC-1-Fb and 
8505c-Fb co-cultures, without significant changes in N-ThyOri-Fb 
co-cultures. The results suggest that EVs-CD147 could play an 
active role in intercellular communication events in thyroid TME, 
stimulating the release of MMPs and the consequent migration and 
cellular invasion.
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Lung metastasis is a therapeutic challenge during osteosarcoma 
(OS) progression (15–30% survival rate with pulmonary metasta-
sis at diagnosis). Niche establishment is critical for metastasis; we 
aimed at determining molecular and functional events that could fa-
vor a suitable OS metastatic niche. Tumor stroma plays a key role in 
modulating tumor progression through an interplay between tumor 
and stromal cells. Through proteomic run and raw data analysis we 
demonstrated differential gene expression related to biological pro-
cesses in an OS cell line selected by enhanced lung metastatic abil-
ity (LM7). Molecular differences were reflected in different functional 
behavior relevant in LM7 cells as compared to non-metastatic OS 
cells. Interestingly, mesenchymal stem cells (MSC) cells had signif-
icance in these functional differences. We demonstrated that MSC 
had higher migratory response to the non-metastatic cell line SAOS2 
(1.5 fold higher compared to LM7; 994.1±82.72 no. cel/field), and the 
metastatic cell line LM7 was more responsive to MSC’ secretome (2 
fold increase in migration; 752.73±83.01 no. cel/field) suggesting a 
prime recruitment of MSC to the primary tumor site and later a prime 
incorporation of metastatic cells into a niche colonized by MSC. Ac-
tive metalloproteinases (MMP) were expressed only by LM7 cells.  
Further, MMP2 expression related with diminished metastasis free 
survival rate and increased overall survival pointing at a role in the 
creation of a functional metastatic niche (Genomics Analysis & Visu-
alization Platform, Acad Med Center, Amsterdam). Further, proteom-
ic analysis and qPCR validation pointed at Fas associated factors 
as differentially expressed proteins in metastatic OS cells probably 
contributing to the signaling network in the lungs niche and as a 
mechanism of cell selection associated to apoptosis.
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Hepatocellular carcinoma (HCC) is the second most lethal cancer, 
which is in part due to its rapid development of intra and extra he-
patic metastasis. a-Lipoic acid (LA) is clinically used as an antioxi-
dant. Recent studies suggest the use of LA as an anti-cancer agent, 
associated with activation of AMPK. However, direct evidence of LA 
contribution to the treatment of HCC has not been elucidated. In 
recent studies we have demonstrated that AMPK activation signals 

the survival decrease in HCC cells subjected to glucose starvation 
(Gs). In this study, we evaluate the effects of LA and Gs on HCC cell 
lines (HepG2/C3A and HuH-7) proliferation, migration and differen-
tiation, and the putative involvement of AMPK signaling pathway. 
First, we demonstrated that AMPK is activated by LA, and that this 
activation was enhanced when the cells were incubated with Gs. LA 
0.5 (LA0.5) and 1(LA1) mM decreased the number of viable cells 
from 48h, and this effect was enhanced in Gs (HuH-7:LA1:67±2*, 
LA1Gs:45±8*#; C3A:LA1: 66±5*, LA1Gs:46±3*# % vs C). Treatment 
with LA for a longer period of time, drastically reduced clonogen-
ic capacity in HuH-7 cells. In addition, LA increased the percent-
age of these cells in G0/G1 by 20% vs C. Wound-healing assay 
showed that AMPK activation by 0.5mM LA reduced cell migration, 
and Gs increased this result (HuH-7:C:339±7*, LA0.5:191±12*, 
LA0.5Gs:120±15*#; C3A:C:94±4*, LA0.5:62±5*, LA0.5Gs:35±2*# 
µm). Cell differentiation was evaluated in C3A cells as the capacity 
of generating canalicular structures typical of epithelial hepatocytic 
cells. In fact, the number of canalicular structures significantly in-
creased by LA. In conclusion we found that LA reduces cell prolif-
eration and migration in HCC cells, what parallels the activation of 
AMPK, and these antitumor effects are increased by Gs. These find-
ings support further studies of LA as a potential therapeutic agent 
for HCC treatment, alone and combined with metabolic interven-
tions.*p<0.05 vs C, #p<0.05 vs Gs.
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Abstract: Metabolic syndrome (MeS) is a patophysiological disor-
der that increases prostate cancer (PCa) risk. C-Terminal Binding 
Protein (CtBP1), a transcriptional co-repressor of many tumor sup-
pressor genes, is considered a molecular metabolic sensor because 
it needs to bind NADH to become active. Previously, in our lab we 
have established two mice models of MeS and PCa that allowed 
us to investigate CtBP1 role on tumor growth and progression from 
localized to metastatic disease. Both models share the same flaw; 
tumors were generated on immunodeficient mice. Given the impor-
tance of the immune system on all the aspects of cancer progres-
sion and the association between, cancer, inflammation and obe-
sity; our aim was to investigate the interaction between PCa and 
MeS on non-immunodeficient mice. We worked with male C57BL/6J 
mice that were fed with control diet (CD) or high fat diet (HFD) by 
15 weeks. PCa TRAMP-C1 cells were injected subcutaneously in 
the right flank of the animals. Tumor size was measured 3 times a 
week during 30 days after inoculation. Animals were weighted once 
a week along the whole experiment. After 10 weeks, HFD fed mice 
were significantly overweight compared to CD fed mice. These mice 
also showed higher glucose and cholesterol levels on serum sam-
ples compared to CD fed mice. Regarding tumor growth, we found 
a significant increase in tumor volume on MeS group. Sixty days 
after cell inoculation we sacrificed the animals and collected tumors, 
lungs and liver tissue for RNA isolation and histopathological analy-
sis. We found that tumors generated on HFD fed mice showed high-
er expression of CtBP1 and lower expression of E-cadherin (CDH1), 
a known tumor suppressor and CtBP1 target. Histological analysis 
showed no sign of micro- or macro-metastasis in soft tissues (the 
lungs and liver). Altogether, these results reinforced CtBP1 role as 
a crucial link that associates PCa development and MeS in mice 
independently of immune system.  
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Abstract: Pancreatic carcinogenesis is characterized by the acti-
vation of inflammatory signaling pathways. Numerous studies have 
demonstrated the role of essential fatty acids (EFAs) in pancreat-
ic cancer initiation and progression, but the underlying molecular 
mechanisms have not been completely elucidated. Here, we studied 
the effects of two omega-3 EFAs, the eicosapentaenoic acid (EPA) 
and docosahexaenoic acid (DHA) and the omega-6 fatty acid, the 
arachidonic acid (AA) on a human pancreatic cell line (PANC-1). 
We determined the release of interleukin-6 (IL-6) as inflammatory 
marker in supernatants from PANC-1 cultures using ELISA, as well 
as their gene expression by qRT-PCR. Cell viability (Rezasurin) and 
reactive oxygen species (ROS) production (DCFH-DA assay kit) 
by fluorimetry. Eicosanoids generation and lipid cell profile by High 
pressure liquid and Gas chromatography (HPLC and GC).We ob-
served a significant reduction in cell viability in DHA and EPA com-
pared to AA and control (ethanol) treatments (P<0.05). Moreover, 
we demonstrated an increased apoptotic levels in DHA and EPA 
treated cells in comparison with the control and AA treatment, proba-
bly mediated by ROS production (P <0.05). A diminution of IL-6 gene 
expression (P< 0.01) and liberation (p< 0.02) resulted after DHA and 
EPA treated cells. The release of proinflammatory eicosanoids: 13-
HODE and 5(S)-HETE decreased on EPA and DHA treated cells 
compared with AA and control (p<0.05).Therefore, we demonstrated 
that omega-3 EFAs may reduce the growth of PANC-1 by several 
mechanisms that include significant increase of ROS production, 
diminution of lipid peroxides and down regulation of gene expres-
sion and secretion of inflammatory cytokines such as IL-6.
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The basic pathophysiology of cancer comprises aberrations at dif-
ferent points in the cell cycle. Due to the increasing incidence of 
cancer worldwide, there is an intense search for new therapeutic 
strategies to treat this disease. In this area, important efforts have 
been oriented to exploring the action of compounds of plant origin. 
Artemisia mendozana var mendozana (ajenjo), is a plant belonging 
to the Asteraceae family that growth in the piedmont of Mendoza 
province and it is used as a medicinal plant with antispasmodic and 
antifungal properties. The essential oil of ajenjo (EO) contains 28 
compounds of which the higher concentrated are: artemisia alcohol 
4.8%, α-thujone 5.1%, borneol 11.2% and bornyl acetate 43.7%. In 
this project the effect of EO was analyzed in the in vitro proliferation 
of B16F0 murine melanoma cells. For the assay the cells were cul-
tured with vehicle DMSO (control) or 0.1- 0.25 μl / mL EO dissolved 
in DMSO for 72 h. The growth rate (GI) ± SE was calculated from 
3 independent experiments. At 72 h of culture, the GI of the control 
was 6.37 ± 1.07 and with EO was: 4.57 ± 1.07 (A); 1.37 ± 0.18 (B) 
and 0.43 ± 0.03 (C) for 0.13, 0.2 and 0.25 μL / mL respectively. GI of 
B and C were significantly different to the control (p≤0.001). These 
results show that EO, at concentrations, is a powerful inhibitor of the 
in vitro proliferation of B16 F0 cells. 
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Starvation or reduction of fetal bovine serum (FBS) in culture me-
dium arrest cells in a quiescent state or in G0 phase. In these cells, 
addition of serum induced numerous genes and proteins phospho-
rylation. Hepatic delta aminolevulinic synthase (ALAS1), the first 
and regulatory enzyme of heme pathway, is inducible at transcrip-
tional and/or post-transcriptional levels through processes involving 
participation of tyrosines phosphorylation. FBS in chicken embryo 
hepatocytes culture medium affected ALAS1 expression forcing me-
dium modifications to obtain a reproducible model. 

The aim of this study was to investigate the effect of serum on 
ALAS1 expression. In the in vitro assays C3A cells were incubated 
in DMEM medium with different concentrations of FBS. mRNA and 
protein levels were determined at different time points by qPCR and 
western blot respectively. 

FBS fasting (18h) provoked a significant drop in ALAS1 protein 
levels that increased when FBS was restored. Different concentra-
tions of FBS (1, 2, 5 and 10%; 2h) increased ALAS1 protein levels 
progressively reaching an 800% increment at FBS 10% compared 
to control (C) group, nevertheless, mRNA levels were significantly 
lower than those observed in group C. Time course of FBS effect 
(FBS 2%; 5, 15, 30, 60 and 120min) showed increased ALAS1 
protein levels up to 300% at 2h, whereas treatment with FBS+cy-
cloheximide (0.1mM) didn´t modify ALAS1 levels respect to time 0. 
Pretreatment with a tyrosine phosphatases inhibitor, phenylarsine 
oxide (PAO) (5 and 40 uM; 30 min), and subsequent addition of FBS 
2%, 2 h resulted in a decrease of ALAS1 35% and 80% at both PAO 
concentrations respectively.

These results suggest that FBS affected ALAS1 content due to 
an increase in protein translation and tyrosine phosphatases are in-
volved in this induction 
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Worldwide, breast cancer is the most frequently diagnosed malig-
nant cancer and the main cause of mortality in women. Despite the 
clinical benefits that the endocrine therapies offer to breast cancer 
patients, a significant rate develops resistance to those therapies. It 
is known that tumor associated macrophages (TAMs) promote tu-
mor growth; however it is unknown if they play a key role in the de-
velopment of endocrine resistance. Lately, there has been a greater 
interest in the nanovesicles called exosomes that are secreted by 
almost all cellular lines. These exosomes play an important role in 
cellular communication, growth of the microenvironment and tumor 
progression since it would allow the transmission of proteins, miR-
NA, RNA between cells; yet their mechanism and biology are still un-
clear. Here, we study different isolation techniques of the exosomes 
of the MCF-7 breast cancer cell-line and macrophagues KG-1 try-
ing to understand if TAMs induce endocrine resistance in vitro. We 
used two different methods: ultracentrifugation and the commercial 
reagent “Isolation Exosomes Reagent (Invitrogen)”. MCF-7 cells 
and macrophagues were cultured until reached 70-80% of con-
fluency and then, medium depleted of SFB exosomes was added 
and cultured for 48 h. Following the protocols of both methods, the 
supernatant was collected and the intact exosomes were obtained. 
To confirm the presence of the exosomes, we performed Electron 
Microscopy, and concordant images were obtained as previously 
described in bibliography. Additionally, the exosomes were detected 
by Western Blot with anti CD63 (a tetraspanin used for the detec-
tion of nanovesicles). Moreover, it was not observed the presence of 
Golgi markers, assuming that there is not contamination with other 
cellular vesicles. Exosomes of MCF-7 cells and macrophagues were 


