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ZSF1 obese fed with high fat diet (n = 10 for each group}. Two
1.5 mm-long rings were isolated and mounted in a tissue bath
system. Then, a strain-passive tension curve was constructed by
gradually stretching the vessels in 20%L, uniaxial displacement
increments. Simultaneously, a strain-active tension curve was
determined by stimulating the vessels with KCl after each
displacement increment. The strain-passive tension curve was fitted
using the exponentiai equation f = yO+A*exp(B*x), and the “B” value
was taken as a strain independent stiffness index. In separate
experiments, a concentration-response curve to phenytephrine was
then obtained (10 to 105). After contracting again with
phenylephrine (10}, the vessels were challenged with increasing
concentrations of either acetylcholine or sodium nitroprusside
(10 to 10+). After completion of mechanical or functional
evaluation, the aortic rings were immersed in 10% formalin.
Transverse 4-um-thick sections of paraffin-embedded aorta were
stained with H E for vascular measurements. For the sake of
simplicity, results regarding histological analysis, mechanical testing
and vascutar reactivity are presented in detail in the attached figure,
In cenclusion, animals with metabolic syndrome show an increased
aortic stiffness accompanied by impaired relaxation, the latter being
attributed te both endothelial dysfunction and also decreased NO
sensitivity. At the same time we found histological changes
compatible with eutrophic outward remodeling. These results
suppart a possible connection between endotheliat dysfunction and
large vessel passive properties changes in metabolic syndrome
{table 1.
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Introducio: A neuregulina (NRG)-1 pertence a familia do factor de
crescimento epidérmico e tem impertantes acgbes na manutengao
da integridade estrutural e funcional do coragdo. No entanto, até a

data ndo existem estudos sobre os efeitos vasculares pulmonares da
NRG-1. Assim, neste trabalho foi nosso objective determinar os
efeitos do tratamento crénico com NRG-1 na disfuncdo endotelial
vascular pulmonar, utilizande um modelo animal de hipertensac
arterial pulmonar (HAP).

Material e métodos: Ratos Wistar (180-200 g) receberam
aleatoriamente monocrotalina (MCT, 60 mg/Kg, sc) ou veiculo. Apds
14 dias, estes animais foram tratados aleatoriamente com NRG-1
{40 na/Kg/dia, ip) ou com igual volume de veiculo. O estude crénico
resultou em 3 grupos: controlo (CTRL, n = 8); MCT (h = 8) e MCT+NRG
(n = 5). Decorridos 21-24 dias apds a administragdo de MCT,
procedeu-se & excisdo do pulm&o e isolamento e mentagem de anéis
arteriais pulmonares num miografo. A fungdo endotelial foi
determinada com o uso de curvas concentragdo-resposta para a
acetilcolina. No finat do protocolo, os anéis foram guardados numa
solugdio fixadora de formol tamponado (10%) para posterior analise
histoldgica, Apenas os resultados significativos (média £ EPM;
p < 0,05} sdc apresentados.

Resultados: Os animais do grupo MCT desenvolveram HAP associada
a disfungio endotelial, comprovada pelo relaxamento diminuido em
resposta & acetilcolina, quando comparado com os animais de grupo
CTRL (MCT versus CTRL: 35,41 + 4,02% versus 86,27 1+ 1,85%). Por
outro lado, os animais tratados (MCT+NRG) mostraram uma methoria
significativa da fungio endotelial (48,31 + 5,69%). A andlise
histolégica revelou a ocorréncia de remodelagem vascular nos anéis
arteriais dos animais do grupo MCT, quando comparades com ¢ grupo
CTRL, avaliada pela espessura da tinica média (MCT versus CTRL:
53,24 + 1,84 mm versus 31,33 + 0,83 mm), area da tinica média
{MCT versus CTRL: 104,50 £ 7,48 mm? versus 67,85 & 3,93 mm?) e
razio area da tlnica média/drea Wimen (MCT vs CTRL: 41,23 +1,48%
vs 31,97 + 2,99%). No entanto, no grupe MCTHNRG verificou-se uma
atenuacao significativa destas alteracdes (34,26 + 0,91 mm,
75,64 £ 5,10 mm? e 29,56 & 2,46%, respectivamente).

Conclusdes: Q tratamento cronice com NRG-1 reduziu
significativamente as processos fisiopatoldgicos tipicos da HAP, como
a disfuncio endotelial e a remodelagem da vasculatura pulmonar,
Estas observagdes sugerem que o sistema da NRG-1 desempenha um
papel relevante na fungio vascular no contexto de HAP, constituindo
assim um potencial alvo terapéutico.




