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ABSTRACT Objective: To explore the effect of Heme oxygenase -1 (HO-1) on TLR4/ NF-«B pathway in acute necrotizing pancre-
atitis-associated acute lung injury. Methods: 32 SD rats were randomly divided into Sham group, PALI group, HO-1 promoter group and
HO-1 inhibitor group, with 8 rats in each group. ANP animal model was prepared by injecting sodium taurocholate into biliopancreatic
duct in PALI group. Sodium taurocholate was not injected into biliopancreatic tube in Sham group, and the other operations were the
same as PALI group. The HO-1 promoter group was intraperitoneally injected with bovine hemagglutinin 75 wg/kg 30 min after modeling.
The HO-1 inhibitor group was intraperitoneally injected with zinc-protoporphyrin 20 wmol/kg 30 min after modeling. The PALI group
and Sham group were intraperitoneally injected with the same amount of normal saline 30 min after modeling. Lung injury scores were
performed 24 h after surgery, and lung wet/dry weight ratio was calculated. Serum amylase, TNF-qa, IL-6 and NGAL levels were detected
24 h after operation. The expressions of TLR4 and NF-«kB p65 in the lung tissues of rats at 24 h after surgery were measured. Results: Lung
injury scores, lung wet/dry weight ratio, amylase, TNF-a, IL-6, NGAL, TLR4 and NF-kB p65 were significantly higher in PALI group
than Sham group. The lung injury scores, lung wet/dry weight ratio, amylase, TNF-a, IL-6, NGAL, TLR4 and NF-«kB p65 were signifi-
cantly lower in the HO-1 promoter group than those in the PALI group. Lung injury scores, lung wet/dry weight ratio, amylase, TNF-q,
IL-6, NGAL, TLR4 and NF-«kB p65 p65 were significantly higher in the HO-1 inhibitor group than in the PALI group. All the differences
were statistically significant (P<0.05). Conclusions: HO-1 can reduce the release of inflammatory factors such as TNF-a, IL-6 and NGAL
by inhibiting the activation of the TLR4/NF-kB signaling pathway, thereby reducing lung injury associated with acute severe pancreatitis.
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Table 1 Comparison of lung injury scores and lung wet/dry weight ratio 24 hours after operation in rats of each groups(xt s)

Groups Amount(n) Lung injury scores Lung wet/dry weight ratio
Sham Group 8 0.13%+ 0.35 2.56% 0.23
PALI Group 8 5.50%+ 1.07* 4.65+ 0.48*
HO-1 promoter Group 8 275+ 0.71*# 3.59+ 036" *
HO-1 inhibitor Group 8 6.38+ 0.74*% 5.22+ 043+
F - 110.636 73.968
P - <0.001 <0.001

Note: *, compared with the Sham group, P<<0.05; *, compared with the PALI group, P<<0.05.

R 2 BAKXBARFG 24 h M7EEHE . TNF-o IL-6 NGAL 7K FE L& (x* 5)

Table 2 Comparison of serum amylase, TNF-q, IL-6 and NGAL levels at 24 hours after operation in rats of each groups(xt s)

Groups Amount(n) Serum amylase (U/L) TNF-« (pg/mL) IL-6 (pg/mL) NGAL (ng/mL)
Sham Group 8 24498+ 10.14 19.56+ 2.86 48.22+ 5.73 81.67+ 9.33
PALI Group 8 2299.06+ 36.73" 936.63+ 71.93" 196.39+ 8.03" 1189.00% 63.19*
HO-1 promoter Group 8 1846.76x 75.07** 244.55+ 16.21** 123.62+ 12.40"* 831.37+ 43.28**
HO-1 inhibitor Group 8 2621.96¢ 63.13*# 1299.28+ 91.87** 240.26+ 8.56'* 1457.85+ 90.75**
F - 3213.969 816.648 701.158 803.48
P - <0.001 <0.001 <0.001 <0.001

Note: *, compared with the Sham group, P<<0.05; #, compared with the PALI group, P<<0.05.

* 3 BEKXRAIE 24 h TLR4NF-«B p65 FiXKF LB (xt 5)
Table 3 Comparison of TLR4 and NF-kB p65 expression levels at 24 hours after operation in rats of each groups(xt s)

Groups Amount(n) TLR4 NF-kB p65
Sham Group 8 881.31+ 73.60 588.84+ 38.19
PALI Group 8 2384.04+ 67.51" 1448.20+ 56.59*
HO-1 promoter Group 8 1756.90+ 132.00** 818.45+ 47.04**
HO-1 inhibitor Group 8 2859.02+ 95.02** 1823.16% 63.10**
F - 641.979 948.47
P - <0.001 <0.001

Note: *, compared with the Sham group, P<<0.05; *, compared with the PALI group, P<<0.05.

PALI4L HO-1§i¢ il 53 AL HO- 1441141

Sham4l

TLR4

B 1 EEKRRAREBIMEALF TLR4.NF-«B p65 EHHIFRIE
Fig.1 Expression of TLR4 and NF-«B p65 protein in lung tissue of rats

after operation
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