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behaviour and its correlation with the expression levels of immediate 
early genes (IEGs). Methods:CF-1 male mice were exposed (treated 
group,T) or not (control group,C) to 15% (v/v) ethanol in drinking wa-
ter ad libitum for 12 days. C and T males were mated with non-treat-
ed CF-1 females (1:1). Behavioural tests (Open Field or OF, Elevat-
ed Plus Maze or EPM) were performed on  their offspring. Total RNA 
was extracted from the resected medial prefrontal cortexes (mPFC) 
of the offspring in order to evaluate IEGs expression (Npas4, EGR1, 
Arc, cFos) through RT-qPCR. Results: The male offspring of T pre-
sented an anxiety-like behaviour (less permanence time and entries 
to the central square,p<0.05) in the OF test. Female T pups also 
showed the same behaviour (less time in the open arms,p<0.01) 
but in the EPM test. Egr1 expression was higher in T offspring for 
both sexes (p<0.05). Offspring of C showed a positive correlation 
between expression levels of EGR1 and Npas4, Arc, and cFos for 
both sexes (p<0.01) while this was not observed in the T progeny. 
In male C offspring, time spent in the central square in the OF test 
negatively correlated with brain-to-body weight ratio (p<0.05), but 
this correlation was lost in the T descendants. In female C offspring, 
time spent in open arms in the EPM test positively  correlated to the 
expression of Egr1 (p<0.05) and Arc (p<0.05) but not in T offspring. 
Conclusions:In the mPFC paternal ethanol intake disrupts the cor-
relation between IEGs expression levels for both sexes. It also alters 
offspring´s anxiety-like behaviour in a sex dependent way. In male 
offspring, it could be related to a lower brain-to-body weight ratio 
while in female offspring, it could be associated with higher expres-
sion of Egr1 and its loss of correlation with other IEGs.
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High fat diet (HFD) or chronic stress (CS) lead to low-grade inflam-
mation, promoting neuroinflammation and memory impairment in 
rodents. To analyze the role of the inflammasome NLRP3 in these 
alterations we compared the effect of HFD and CS in C57Bl/6J (WT) 
and TLR4 KO mice.  We previously found that HFD in WT increases 
body weight and basal glycemia levels. These results were not ob-
served in KO mice. The aim of this study was to analyze the effect of 
HFD and/or CS on cognition and gene expression in hippocampus 
from WT and KO mice. At 4 weeks of age, males received stan-
dard diet (SD) or HFD. After 12 weeks, they were exposed (or not) 
to CS for 8 weeks, resulting in 4 groups for each strain: 1) SD, 2) 
SD+CS, 3) HFD, and 4) HFD+CS. To assess cognitive performance, 
we conducted the Object location test (OLT).  Hippocampal mRNA 
expression levels of PYCARD, NLRP3 (components of NLRP3 in-
flammasome) and NGF, BDNF and SIRT1 (as markers for cognitive 
deficits) were assess by qPCR.  We found that OLT was altered in 
WT HFD or CS (p<0.05) whereas in KO mice only CS produced a 
decrease in the discrimination index (DI) (p<0.01). However, the DI 
in KO was higher than WT in all groups, denoting a better spatial 
memory. WT HFD showed higher levels of NLRP3 and PYCARD 
(p<0,01), also CS per se increased levels of both genes (p<0,05). In 
KO HFD and CS individually produced an increase in NLRP3 mRNA 
levels (p<0,01 and p<0,05 respectively). In KO NLRP3 showed 
higher levels of mRNA than in WT (p<0,001), while the opposite oc-
curred with PYCARD (p<0,001). KO HFD+CS showed higher levels 
of BDNF (p<0,05). In KO SD+CS we observed lower levels of NGF 
(p<0,01) than KO SD. Also, SIRT1 levels were higher in KO SD and 
HFD+CS compared with WT mice (p<0,05). These results suggest 
the involvement of TLR4 in HFD and/or CS in the development of 
cognitive deficits in WT mice. Further analysis of protein expression 
will be necessary for a better understanding of the role of TLR4 in 
this animal model.
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Breast cancer (BC) is the first leading cause of mortality in women 
and is associated with genetic and epigenetic factors such as dietary 
compounds. The fatty acid synthase (FASN) is involved in de novo 
lipogenesis, catalyzing the synthesis of endogenous fatty acids. In 
early stages of carcinogenesis, the activation of FASN is mediated 
by hypoxia, which is induced by high concentrations of simple carbo-
hydrates and fats. Its overexpression is associated with a poor prog-
nosis, however, the dietary regulation of FASN in BC development is 
still unknown. The aim of this study was to evaluate the variation in 
dietary palmitic acid (PA) and fructose (Fr) on the regulation of FASN 
expression mediated by hypoxia in murine BC development. BALB/c 
mice (n=40) were divided in 4 dietary groups, CONTROL (6%corn 
oil+30%Fr), PCS (20%palm oil+15%Fr), PBA (20%corn oil+45%Fr) 
and PCS+PBA (20% palm oil+45%Fr). After 90 days mice were in-
oculated with murine breast adenocarcinoma LM3 cells (1x106cell). 
In this model we evaluated tumor volume (calimeter), lipid profile 
(gas chromatography, GC), FASN expression (Western Blot and im-
munohistochemistry) and tumor histology (H/E). In vitro model: cul-
tured LM3 were treated with PA (40µM-50µM) and/or Fr (2.5µM) for 
24hs. We evaluated viability (resazurin), apoptosis (Hoechst), lipid 
profile (GC), FASN expression. Three replicates were minimally per-
formed by experiment and analyzed by ANOVA. The PCS presented 
the highest percentage of PA and the PBA, a high percentage of ω-6 
PUFAs in membranes respect to the other groups. The PCS+PBA 
diet produced an increment in tumor growth, infiltration and necro-
sis. FASN expression was increased in this group as well as af-
ter PA and Fr (40/2.5uM) LM3 treatment (p<0.05).The PA and Fr 
(40/2.5uM) decreased LM3 apoptotic cells and PA 40µM increased 
cell viability (p<0.05). We demonstrated that diets high in PA and Fr 
induce tumor development in murine BC, mediated by an increment 
in FASN enzyme expression. 
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In triple negative breast cancer (TNBC) the absence of targeted 
treatment and resistance to current therapies are crucial factors 
precluding improvements in mortality. Central in the mechanism of 
resistance is the activation of tyrosine kinase receptors, including 
VEGFR, the receptor for the main angiogenic factor, VEGF. VEGFR 
inhibitors as Axitinib (Ax) or Bevacizumab (Bev) succeed in revers-
ing some cases but in long term, induce resistance and metastatic 
disease in other patients. Renin-angiotensin system has been im-
plicated in multiple aspects of cancer progression through ACE/
AngiontensinII (AngII) pathway inducing angiogenesis and metas-
tasis. Angiotensin 1-7 [Ang-(1-7)] is generated from AngII by ACE2 
enzyme. Previously, we found that AngII promotes invasion of TNBC 
cell lines by enhancing VEGFR signaling, and Ang-(1-7) counteracts 
pro-tumorigenic actions of AngII. Our group also demonstrated in 
renal carcinoma cells that treatment with Ax or Bev decreased ACE2 


