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(FZE] Br BHiTZ M2 HCE [ 4 (MRP4) #6700 6 e s i 20 il 454 (ALD) K B PR 1
Mo Ak ¥ 60 HEME SD R B BEALEL 7 2235 7 4 B FAR (Sham) 41 | e #54E 41 & MRP4 #)1 i 51] MKS71
T, /a4 20 X RAEBEEFLFEFAR (CLP) #37 K BURERAE R AL, Sham 4L{UTF I A 24T B B 45 LA
ZE0, MK571 20 T A BT 30 min 18 55 5 20 mg/kg MRP4 3157 MK571, Sham 41 F1 k350 20 45 7 46
AR K . FARE 24 h BOR BUBSh Bk i 2E47 1< 204, SR FH BRI G328 W B 56 (ELISA ) A6 0 it 375 ik 5
FEHF - (TNF- o ) 7K 5 UL S50 / i (W/D) e, SR 2R 1 5 5 88 R 1056 (Western Blot)
Kl MRP4 fE 1%k, 4R 5 Sham Z1AH b, e AE K B8 ik il pH #1080 ik 1l 48053 i (PaO,) &t 35 B AIK
(pH {fi : 7.18 £ 0.03 Lt 7.40+0.03, PaO, (mmHg, 1 mmHg=0.133 kPa) : 63.15+ 6.24 ¥, 98.05 +2.58 ), Tfii 2l ik IfiL.
TAALRR AR E (PaCO,) B i FH 5 (mmHg : 56.60 +8.30 [ 37.85+3.18), IfiL 1 TNF- o 7K F- 7R 8.3 T} 5 (ng/L :
146.24+19.99 [t 25.77+9.83) ; filid141 W/D BB R34 (7.75+0.47 Lt 4.09+0.58), MRP4 KRk W 3E T
P& CJRJEAE : 0.153+0.006 Lt 0.087 +£0.005, %) P<<0.05), SMaEEAIM L, MK571 WA HLS KR shfkii pH {4
(7.30£0.02 1 7.18 £0.03) Fl PaO, K F-(mmHg:80.30 £ 5.34 [ 63.15+6.24) .2 T}, PaCO, W . F A (mmHg:
29.25+3.24 1, 56.60 +8.30), IfiL{f TNF- o /K- 4 35 FEAIK (ng/L : 97.96 +16.72 It 146.24+19.99) ; itiZH 41 W/D
LU AE B 80 (5.89 +0.51 Lt 7.75+0.47), MRP4 & [ 3%3A W2 N IA OREEAE : 0.124+0.006 Lt 0.153 +0.006, 1)
P<0.05), Z5i& MRP4 #7138 i F I MRP4 2635 n] BH 0 MG RRERAE ALL K BRI BE, FEAR 58 MR 7K °F
AR ALL K BRAS SRR -
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[Abstract] Objective To investigate the protective effect of multidrug resistant associated protein 4 (MRP4)
inhibitor on rats with sepsis—induced acute lung injury (ALI). Methods Sixty Sprague—Dawley (SD) rats were
randomly divided into sham group, sepsis group and MRP4 inhibitor MK571 treatment group, with 20 rats in each group.
Sepsis model was reproduced by cecal ligation and puncture operation (CLP), and the rats in sham group were only
received celiotomy without ligation and puncture. Rats in MK571 treatment group were intraperitoneally injected with
MRP4 inhibitor MK571 (20 mg/kg) 30 minutes before model reproduction, while rates in sham group and sepsis group
were given the same amount of normal saline. Twenty—four hours later, the femoral artery blood of mice was collected,
and arterial blood gas analysis was measured. Serum tumor necrosis—a (TNF- o) was determined by enzyme-linked
immunosorbent assay (ELISA). The lung tissues were collected, and the wet/dry weight ratio (W/D) was calculated. The
expression of MRP4 protein in lung tissue was determined by Western Blot. Results Compared with sham group,
arterial blood pH value and arterial partial pressure of oxygen (Pa0,) were significantly lowered [pH value: 7.18 +0.03 vs.
7.40+0.03; PaO, (mmHg, 1 mmHg = 0.133 kPa): 63.15 +6.24 vs. 98.05 +2.58], while arterial partial pressure of carbon
dioxide (PaCO,) was dramatically higher in the sepsis group (mmHg: 56.60 +8.30 vs. 37.85+3.18), serum TNF-«
level in the sepsis group was significantly increased (ng/L: 146.24 £19.99 vs. 25.77 +9.83), the W/D ratio of lung tissue
was significantly increased (7.75 £0.47 vs. 4.09 +0.58), and the expression of MRP4 protein was up-regulated in the
sepsis group (gray value: 0.153 =0.006 vs. 0.087 £0.005, all P < 0.05). Compared with the sepsis group, arterial blood
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pH value (7.30£0.02 vs. 7.18 £0.03) and PaO, (mmHg: 80.30 £5.34 vs. 63.1516.24) were significantly elevated in
the MK571 treatment group, while PaCO, was dramatically decreased (mmHg: 29.25 £ 3.24 vs. 56.60 £ 8.30), the serum
level of TNF—a was significantly decreased (ng/L: 97.96 £16.72 vs. 146.24 +19.99), the W/D ratio of lung tissue was
significantly reduced (5.8940.51 vs. 7.754+0.47), and MRP4 protein expression was significantly down-regulated
(gray value: 0.124 £0.006 vs. 0.153 £0.006, all P < 0.05). Conclusion MRP4 inhibitor may improve lung function

in rats with sepsis—induced ALI by down-regulating MRP4 protein expression and reducing levels of inflammatory

cytokines, which exerts protective effect on ALL
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(PaCO, ).
132 [MyE A R . TR S 24 h BOKRUE
Tkl 1 mL, FE 15 min J5 B0 BUMTE, -20 CL4&
fFo RGN e W I (ELISA ) A6 I fites TR 4T
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F 1 MKS571 FiAEX R EE AR MS 4 . M55 TNF-a 7KFE . fifi W/D EE{E R MRP4 & H R IEHIEME (x +5)

my OB ki< L% TNF- o W4T 14 MRP4 &1
(H) pH {H 90 (e ) PaCO, (mmHg) (ng/L) W/D HAE CIRPEAE)
Sham £ 20 7.40+0.03 98.05+2.58 37.85+3.18 2577+ 9.83 4.09+0.58 0.087 +0.005
JHeFAE 41 20 7.18+0.03% 63.15+6.24% 56.60+830"  146.24+19.99° 775+047° 0.153+0.006
MK571 FHig 20 7.30+0.02° 80.30+5344 29.25+3.244 97.96+16.724 5.89+0.519 0.124+0.006 ¢

1 MK571 2 25T 25H1 562 4 (MRP4) 5], TNF- oo I IRIEHF — o« , W/D AR / F B A, Sham MIRTFA, Pa0, N3k
483, PaCO, ML AKERSME 5 1 mmHg=0.133 kPa ; 55 Sham 41 HA%, “P<0.01, "P<0.05 ; SIkEREA AL, P<0.01, P<0.05
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X 0.06
&
= 0.04
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