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Abstract

AIM: To study the dynamic changes of p38 mitogen-acti-
vated protein kinase (p38 MAPK) phosphorylation and to
assess the effect of p38 MAPK phosphorylation inhibitor
in severe acute pancreatitis (SAP) in rats.

METHODS: The SAP model was induced by bili-pancre-
atic duct retrograde infusion with 5% sterile sodium tauro-
cholate solution. Eighty Sprague-Dawley (SD) rats were
randomly divided into sham-operation (SO) group (n = 30),
SAP-NS group (n = 25) and SAP-CNI1493 group (n = 25).
In the SAP-CNI1493 group, SD rats were administered
with 10 mg/kg inhibitor CNI-1493 (i.v.) 30 min before in-
duction of SAP. In SAP-NS group, rats received same
volume isotonic saline (i.v.) as CNI-1493. Pancreatic tis-
sues and serum samples were collected before and 15 min,
0.5 h, 1 h, 3 h, 6 h after operation. Western blot analysis
was performed to determine the phosphorylations of p38
MAPK in the pancreas homogenates. Serum levels of
interleukin-1β (IL-1β) and tumor necrosis factor-α (TNF-α)
were measured by ELISA; Pathological changes of pan-
creas were examined and scored with light microscopy.

RESULTS: In the SO group, basal p38 MAPK phosphory-
lation was detected. In the SAP-NS group, the p38 MAPK
phosphorylation in the pancreas homogenates reached
the maximum at 15 min, remained at a similar level at 30,
60 and 180 min, and declined to the same level as that in
SO group at 6 h. In the SAP-NS group and SAP-CNI1493
group, the densities of the band detected by West-
ern blot were 5 200±360, 3 500±250 at 15 min, and
4 910±320, 2 500±340 at 30 min (P <0.01). In SAP-
CNI1493 group, the serum levels of IL-1β and TNF-α were
decreased significantly as compared with those in SAP-
NS group (P <0.01). The severity of tissue damage in the
SAP-CNI1493 group at 3 h were significantly attenuated
in comparison with that of the SAP-NS group (P<0.01).

CONCLUSION: The p38 MAPK plays an important role in
the pathogenesis of SAP. Inhibition of p38 MAPK phos-
phorylation may be a potential approach for prevention
and treatment of SAP.
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