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[Abstract] Objective To systematically evaluate the clinical efficacy of sivelestat sodium in the treatment of adult
patients with acute respiratory distress syndrome (ARDS). Methods A comprehensive search of PubMed, Embase, the
Cochrane Library, CNKI, SinoMed, and Wanfang Databases were conducted to gather RCTs and cohort studies of sivelestat
sodium in the treatment of adult ARDS from the inception of the databases to May 31, 2023. Data were extracted from the
literature that met the inclusion and exclusion criteria. The risk of bias in RCTs (RoB 2.0) and risk of bias in non—randomized

studies of intervention (ROBINS—I) were employed to assess the quality of the studies. RevMan 5.4 and Stata 17.0 software
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were utilized for meta—analysis. Results A total of 16 studies involving 9202 patients were included, including 7 RCTs and
9 cohort studies. Meta—analysis revealed that sivelestat sodium had no impact on 28-day or 30—days mortality of ARDS
patients in RCTs study (RR=0.95, 95%CI: 0.74 to 1.21, P=0.68), but in the cohort study, sivelestat sodium treatment could
decrease the 28~30 d mortality of ARDS patients (RR=0.86, 95%Cl: 0.81 to 0.92, P<0.0001). Sivelestat sodium treatment
could significantly enhance the oxygenation index in ARDS patients (in RCTs study, MD=33.08, 95%CI: 15.43 to 50.74, P<
0.000 073 in cohort study, MD=39.74, 95%CI: 29.81 to 49. 68, P<0.000 01). Sivelestat sodium treatment could abbreviate
the duration of mechanical ventilation in patients with mild to moderate ARDS (MD=-2.48, 95%Cl: -2.91 to —2.05, P<
0.000 01). Egger’s test showed that there was no publication bias in the included studies (P<0.05). Conclusion Sivelestat
sodium can improve oxygenation index and shorten the duration of mechanical ventilation in patients with mild—to—moderate
ARDS. The effect of sivelestat sodium on 28—day or 30—day mortality needs further study to verify.
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PEBAZ 5% >R FHAGE ) P43 23 DT BE SO AR 22 K2 [ )5
A3 BT AR IR 2 TR A A 45 ) O i L 2 R T
DPC %545 P2 04 [l Joi o KA A B S A 5T, T
o3I PR B2k (4L 48 50 APACHE T340 55 )
FEAE TR A Oy JRURS: o Al i (3 XU SR A SR FAG X4 1
Gt i R Ry R A AR e M RE A DA
RCTs B 5% 7R , PU 4 A A X ALI/ARDS f835
28~30 dAET-H T, 5 REAAF 78 45 R — 2
8 i BAFN W55 A 485 R /R |, P 4k m) iR TG I 7 R AR
T 28~30 dAET 3 (HIH 7 R ORI 45 SR AR W52 5]
O R 2 A At 4 X FE T 2R AR5 1), 7 4 1A 152 meta
MrahH . % 1E Kido %" W 53 40 A8 3 4000 5] DPC
s 3 Y ARDS FR 3, 45 5 07 78 4 w) Al gl 4 iR
FHETS R I FFEAK (RR=0. 83,95%CI: 0. 75~0. 93,
P<0.05) , iZWF5EALE 2 i 60%. LR, 250 53 [H] %

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

1.7 B &1E3>100mmHg

Kadoi 2004 19.2 6.8 12 235 ] 12 30
¥ 2023 6.52 1.28 44  BT1 206 44 32
FEi% 2014 4.85 0135 40 775 B 40 24,
F&& 2023 514 1.23 48 7.53 237 43 31,
Subtotal (95% Cl) 144 144 90
Heterogeneity, Chi= 229 df=3 (P=0.452), F=0%

Testfor overall effect: £=11.29 {F = 0.00001)

1.7.2 BEE R &$E<100mmHg

TFIBE 2021 1024  3.08 40 11.01 3.08 a0 9.
Subtotal (95% Cl) 40 40
Heterogeneity: Mot applicable

Testfor overall effect Z=1.12 (F=0.26)

Total (95% CI) 184 184 100

Heterogeneity, Chi®=7.87, df=4 (P=0.10); F=48%
Testfor overall effect: Z=11.10{F = 0.00001)
Testfor subaroun diffierences: Chi*=5.89. df=1 (P=0020. F=821%

9.

7%
7%
8%
5%
8%

2%
2%

0%

-4.30 [F9.08, 0.48]
-218[2.91,-1.47]
-290[3.71,-2.09]
-2.38[3.12,-1.66]
-2.48 [-2.91, -2.05]

-qty

-0.77 212, 0.58]
-0.77 [-2.12, 0.58]

¢

+

-1= 1] -=5 1} é
i AR 235 Rifeg)

-2.32[-2.73,-1.91]

1
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B4 RCTsHFFEH P AEA A fAT SO A5 75/ ik v I8 5 30 £ ik R8BI AR s 1] 4 52

Picks: 2 =i kicka bz STHBLE Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed. 95% CI
Gao 2021 1015 1.705 60 12.33 3.44 80 20.5% -2.18[3.05-1.31) s
Tsuhoko 2012 6.6 6.1 34 111 84 15 0.7% -450[-9.22,022) [
phiEET 2022 7.35 0.7 30 10.42 1.02 30 78.8% -3.07[3.51,-2.63) |
Total (95% CI) 124 125 100.0% -2.90[-3.29, -2.50] '
Heterogeneity: Chi®= 3.65, df=2 (P = 0.16); F= 45%

Testfor overall effect: Z=14.45 (P < 0.00001)
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