
ABSTRACTS

-

induction of the inducible nitric oxide synthase (iNOS) gene expres-
-

methasone (DEX) reduced LPS-induced iNOS response to 50%, 

diphenhydramine enhanced DEX-induced iNOS reduction to 65 and 

-

-

-
pyramine and triprolidine resulted in a 2 and 3-fold enhancement of 

different antihistamine, chlorpheniramine. We conclude there is a 
-
-
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G-protein coupled receptors (GPCRs) signaling and glucocorti-
coid receptor (GR) transcriptional activity. The aim of the present 

plasmids coding for H2r, GR and a GR-driven reporter gene TAT3-

-
methasone-induced signal (p<0.05). To study the mechanism of 

-

-
methasone and any of the inhibitors mentioned above did not en-
hanced dexamethasone-induced GR activity. Consistently, as pre-
viously described in HEK293T cells, H2r agonist reduced the levels 
of phosphorylation of the PI3K substrate AKT, phospho-mTOR and 

-
duced GR activity, and that H2r agonist amthamine potentiates GR 
transcriptional activity inhibiting this signaling path. Considering the 
co-expression of H2r and GR in several physiological systems and 

could have an impact in glucocorticoid based therapy and grants 
further research.
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GPCRs (G-protein coupled receptors) exist as conformational col-

-

stream behaviours such as G-protein activation, receptor phos-

differential activation of some, but not all, of the signaling events 
-

nism. On the other hand, antihistamines used clinically as antialler-

therapeutic actions by blocking the effects of histamine, due to null 

triphosphates (IP3) and Nuclear Factor-kB cascades, could display 
-

-
amine did not modify the H1R response to the agonist. To examine 

Our results indicate that although these mutants potentiate calci-
um response to histamine and partially impaired histamine induced 

-
-

tion-binding assays suggest that some of these ligands may also 

biased nature and could explain their undesired effects. Accordingly, 

for a more rational and safe use of antihistamines.
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and has been extensively validated as an effective target for heart 
failure (HF) treatment. Its overexpression is associated to disease 
progression due to the lack of cardiac BAR responsiveness. Accord-

several risks inherent in preclinical drug discovery that might lead 

vivo phases.
-

tion-Metabolism-Excretion-Toxicity) properties. As a lipophilicity 
-
-
-

compounds C3 and C5 stood out as they did not affect cellular viabil-

-

responsiveness of GPCRs that couple to different G-proteins. Initial 
cell-based screening assays proved that the hits increased cAMP 

-
served that compound C5 also increased histamine-stimulated intra-

H1R (histamine type 1 receptor), revealing an undesirable promis-
cuous behavior.

-

our candidate compound C3 for proceeding to HF animal models 
research.


