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RESUMO

O trato digestdrio € exposto a diversos fatores agressores exdgenos capazes de ocasionar lesdes
e disfuncdes em varios o6rgaos. Por essa razio, diversas moléculas tém sido investigadas quanto
ao seu potencial farmacoldgico para o tratamento desses disturbios. Este trabalho objetivou
avaliar os efeitos gastroprotetor e hepatoprotetor de uma proteina termoestavel isolada a partir
de sementes de Morinda citrifolia L. A proteina em estudo, denominada McLTPy, foi isolada a
partir da farinha delipidada de sementes de M. citrifolia L. segundo protocolo ja descrito, e
utilizada para tratamento por via oral de camundongos induzidos a lesdes hepaticas e gastricas
(projeto aprovado pelo CEUA-UFC — Protocolo n® 109/2016). McLTP; foi capaz de reduzir
significativamente (p<0,05) e em todas as doses testadas (4, 8 ¢ 16 mg/kg) as lesdes gastricas
induzidas por etanol apos 1h, com valor maximo de inibi¢cdo de 84% na dose de 8 mg/kg nos
tratamentos profildtico e terapéutico. Essa inibicdo ndo diferiu significativamente dos efeitos
observados para o controle positivo N-acetilcisteina (300 mg/kg). O efeito gastroprotetor de
McLTP; parece estar relacionado a ativacdo da via do 6xido nitrico (NO), uma vez que o pré-
tratamento dos animais com L-NAME (20 mg/kg, i.p.) antes do tratamento com McLTP1, foi
capaz de reverter parcialmente os efeitos observados, enquanto McLTP; mostrou-se resistente
ao tratamento com indometacina e vermelho de ruténio, indicando a ndo participacdo de
prostaglandinas e canais TRPV|. McLTP; foi capaz de reduzir a secregdo gastrica em modelo
de ligadura pilorica. Assim como, reduzir significativamente os niveis de malondialdeido (de
70,7 £ 12,5 para 39,8 £ 11,6 uM/mg do MDA) ¢ de aumentar significativamente os niveis de
glutationa reduzida (GSH) mostrando que essa proteina € capaz de inibir o estresse oxidativo
que precede as lesdes experimentais induzidas por etanol. Nos ensaios de lesdo hepatica
induzida por paracetamol, McLTP; (8mg/kg v.0.) foi capaz de reduzir significativamente as
alteracdes histopatologicas induzidas pelo paracetamol, diminuindo os niveis de AST e ALT
em amostras de soro dos camundongos. Tal como observado no modelo de ulcera induzida por
etanol, o tratamento dos animais com McLTP; foi capaz de reduzir significativamente os niveis
de MDA (de 139,1 + 23,6 uM/mg para 81,6 + 7,0), e de aumentar os niveis de GSH (de 158,9
+ 26,38 uM/mg para 319,2 £ 21,8) (p<0,05). McLTP; foi capaz de proteger a mucosa gastrica
de les@o por etanol via mecanismos antioxidantes e com envolvimento do NO e de redugdo da
secre¢do gastrica. Assim como foi capaz de proteger o figado de lesdo hepatica por paracetamol
via mecanismos de defesa oxidativa. Sendo a primeira abordagem experimental envolvendo a

investigacdo de efeitos gastro e hepatoprotetores de proteinas transferidoras de lipideos.



Palavras-chave: Morinda citrifolia L. Noni. McLTP;. Ulcera gastrica. Atividade

hepatoprotetora.



ABSTRACT

The digestive tract is exposed to several exogenous aggressive factors capable of causing
lesions and dysfunctions in several organs. For this reason, several molecules have been
investigated for their pharmacological potential for the treatment of these disorders. This study
aimed to evaluate the gastroprotective and hepatoprotective effects of a thermostable protein
isolated from Morinda citrifolia L seeds. The protein, denominated McL TP, was isolated from
M. citrifolia L. seeds according to protocol already described, and used for oral treatment of
mice induced to hepatic and gastric lesions (project approved by CEUA-UFC - Protocol n°
109/2016). McLTP; was able to significantly reduce (p <0.05) and at all doses tested (4, 8 and
16 mg / kg) the gastric lesions induced by ethanol after 1h, with a maximum inhibition value of
84% at 8 mg / kg in prophylactic and therapeutic treatments. This inhibition did not differ
significantly from the effects observed for the N-acetylcysteine positive control (300 mg / kg).
The gastroprotective effect of McLTP appears to be related to activation of the nitric oxide
(NO) pathway, since pre-treatment of animals with L-NAME (20 mg/ kg, ip) prior to treatment
with McLTP; was able to reverse partially observed effects, while McLTP; was resistant to
treatment with indomethacin and ruthenium red, indicating the non-participation of
prostaglandins and TRPV channels. McLTP; was able to reduce gastric secretion in pyloric
ligation model. As well as significantly reducing the levels of malondialdehyde (from 70.7 +
12.5 to 39.8 £ 11.6 ug / mg of MDA) and significantly increasing the levels of reduced
glutathione (GSH) showing that this protein is capable to inhibit the oxidative stress that
precedes the ethanol-induced experimental lesions. In paracetamol-induced hepatic injury
assays, McLTP; (8mg / kg v.0.) was able to significantly reduce the histopathological changes
induced by paracetamol, decreasing the levels of AST and ALT in serum samples from mice.
As observed in the ethanol-induced ulcer model, treatment of the animals with McLTP1 was
able to significantly reduce MDA levels (from 139.1 + 23.6 pg / mg to 81.6 + 7.0), and from
increase GSH levels (from 158.9 +£26.38 ng / mg to 319.2 £ 21.8) (p <0.05). McLTP; was able
to protect the gastric mucosa from injury by ethanol via antioxidant mechanisms and with NO
involvement and reduction of gastric secretion. As well as it was able to protect the liver from
liver damage by paracetamol via oxidative defense mechanisms. This is the first experimental
approach involving the investigation of gastro and hepatoprotective effects of lipid transfer

proteins.

Key words: Morinda citrifolia L. Noni. McLTP;. Gastric ulcer. Hepatoprotective activity.
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