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Role of nitric oxidein rats with acute liver injury induced by diclofenac
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Abstract
OBJECTIVE To investigate the mechanism of nitric oxide (NO) on diclofenac(DCF)-induced liver injury in rats.

METHODS Ratsin DCF model group were once ip injected DCF 100 mg * kg‘l, while thosein DCF+NG-nitro-L-arginine

methy! ester(L-NAME) 2,10 and 50 mg * kg'1 groups were once ip injected L-NAME 10 min prior to DCF injection.
Twenty-four hours after injection, serum glutamic pyruvic transaminase (GPT), glutamic oxal acetic transaminase (GOT)
and tota bilirubin (TBIL) levels were analyzed by the automatic biochemistry analyzer, and content of NO in serum was
determined by a chemical method. The liver tissue homogenates were prepared, their content of NO was determined by a
chemical method, the activity of superoxide dismutase (SOD) and glutathione peroxidase (GSH-Px) was determined by a
xanthinoxidase method and enzyme method, and the content of malondialdehyde (MDA), glutathione (GSH) and

myel operoxidase (MPO) was detected respectively by thiobarbituric acid, Eutler and tetramethyl benzidine methods.
Pathological changes were observed after HE staining. |mmunohistochemical SP method was used to investigate the
expression of inducible nitric oxide synthase (iINOS). Isolated hepatocyte mitochondria were prepared, the activity of
succinodehydrogenase(SDH) and denosine triphosphatase (A TPase) was detected respectively by the methylsulfate
method and spectrophotometric analysis, the level of dinucleotide-reduced adenosine triphosphatase (NADH) was
monitored by measuring their auto fluorescence, and the mitochondrial membrane potential (MMP) and mitochondrial
swelling were also measured. RESUL TS Compared with normal group, the level of GPT, GOT and TBIL in serum
increased in DCF model group(P<0.05). The total production of NO in serum and tissue homogenates also increased
(P<0.01). The expression of iINOS was significantly negatively regulated(P<0.01). DCF resulted in liver hepatocyte
necrosis,swelling and leukocyte infiltration, and decrease in SOD(P<0.01), GSH(P<0.01) and GSH-PX(P<0.05), while the
content of MDA (P<0.01) and MPO increased(P<0.05). The content of NADH and activity of SDH and ATPase were al




decreased(P<0.01). MMP and the sensitivity of mitochondrial swelling were reduced. After L-NAME pretreatment, the
level of GPT, GOT and TBIL was reduced(P<0.05). The content of NO in serum and liver tissue decreased. The expression
of iINOS significantly decreased(P<0.05). Centrilobular hepatic necrosis with leukocyte infiltration was also reduced. The
content of MDA and M PO decreased evidently(P<0.05), whereas the activity of SOD(P<0.05), GSH(P<0.05) and GSH-
Px(P<0.05) increased in DCF+L-NAME groups. Furthermore, the level of mitochondrial NADH increased, and the activity
of SDH and AT Pase was promoted(P<0.05). MMP was recovered, and the sensitivity of mitochondria swelling was
increased. CONCL USION NO contributes to the DCF-induced liver injury via mitochondrial dysfunction.
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