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Objectives : To compare efficacy and safety profile between nafamostat and other anticoagulation
approaches in patients receiving continuous renal replacement therapy (CRRT)

Methods : We conducted a systematic review with meta-analysis. We search OvidMedline, Scopus,
Embase, Cochrane Library and EBSCO database from inception to Febuart 1st, 2025 for randomized
controlled trials (RCT) and non-RCT comparing nafamostat versus other approaches, including non-
coagulations, heparin and regional citra anticoagulation. ROB-2 was used to evaluate risk of bias of
the included studies.

Results : We included 9 nonRCT and 2 RCT in this analysis. Most studies were conducted in South
Korea, Japan and China. All 9 nonRCT were retrospective. Regarding Nafamostat's efficacy, meta-
analysis of filter life span reveal an improved in lifespan as compared between Nafamostat and No-
anticoagulation approach in high-risk bleeding patients, with a mean difference of 2.6 (95%CI -4.1 to
9.3) hours. Notably, data from two RCTs showed significant difference, at 8.14 (95% CI 0.04 to
16.24). Likewise, comparing between Nafamostat and heparin anticoagulation, a significant filter
lifespan benefit was found, with a mean difference of 1.44 (95% CI 0.03 to 2.84) hours. However,
compared to regional citrate anticoagulation, no significant difference was found, with a mean
difference in filter lifespan at -4.63 (95% CI -15.25 to 5.99) hours. Regarding safety profile, bleeding
events, rate of blood transfusion and other nafamostat-related adverse event (hyperkalemia,
leukopenia, gastrointestinal symptoms) were comparable with other anticoagulation approach.
Conclusions : Based on limited evidence with certain risk of bias, nafamostat appeared to have
beneficial effect on filter lifespan, especially when compared to no anticoagulation or heparin. Larger
trials comparing RCA and nafamostat are guaranteed.

figl.png



’
THE KOREAN SOCIETY
OF NEPHROLOGY

Ks N 2025
June 19 (Thu) - 22 (Sun), 2025 Coex, Seoul, Korea
Beyond Challenges, Towards Healthier Kidney

a. Nafamostat vs. No anticoagulation

Experimental Control
Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl Weight
design = nonRCT
Baek 2012 62 19.80 10.3700 181 27.50 15.3000 — -7.70 [-11.11;-4.29] 24.0%
Hwang 2013 25 24.30 17.8000 131 16.80 14.5000 7.50 [ 0.09;14.91] 19.5%
Kim 2024 245 21.40 12.0100 245 19.67 12.6700 =3 1.73 [-0.46; 3.92] 24.8%
Random effects model 332 557 —_— 0.10 [-8.36; 8.55] 68.3%
Heterogeneity: 12 = 92.2%, 1 = 50.1837, p < 0.0001
design =RCT
Lee 2014 32 26.63 21.1400 28 22.70 20.6700 — T 3.93 [-6.67;14.53] 15.7%
Choi 2015 31 31.70 24.1000 24 19.50 14.9000 % —12.20 [ 1.83;22.57] 16.0%
Random effects model 63 52 =y 8.14 [ 0.04; 16.24] 31.7%
Heterogeneity: /2 = 16.3%, 1° = 5.5911, p = 0.2742
Random effects model 395 609 e 2.61 [-4.15; 9.38] 100.0%
Heterogeneity: /% = 87.4%, 1 = 46.7283, p < 0.0001 I T l T 1
Test for subgroup differences: xf =1.81,df=1(p =0.1783) -20 -10 0 10 20

b. Nafamostat vs. Heparin

Experimental Control

Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl Weight
Hwang 2013 25 24.30 17.8000 56 17.50 15.8000 6.80 [-1.31;14.91] 29%
Makino 2016 30 25.50 18.3000 15 30.50 34.5000 -5.00 [-23.65; 13.65] 0.6%
Yue 2023 128 16.42 9.0800 279 14.08 10.5000 : 234 [ 0.34; 4.34] 28.7%
Zhan 2025 40 525 04100 40 4.37 0.2500 ) 0.88 [ 0.73; 1.03] 67.8%
Random effects model 223 390 © 1.44 [ 0.03; 2.84] 100.0%
Heterogeneity: 1% = 32.8%, < = 0.7533, p = 0.2157 N ) )

c. Nafamostat vs. Regional Citrate Anticoagulation

Experimental Control
Study Total Mean SD Total Mean sD Mean Difference MD 95%-Cl Weight
Miyaji 2022 80 38.00 38.5000 78 36.00 36.2900 2.00 [-9.66;13.66] 26.5%
Yue 2023 128 1642 9.0800 86 31.06 21.8500 —=— -14.64 [-19.52;-9.76] 35.9%
Liu 2024 24 10.25 6.3300 22 10.00 3.9600 i 025 [-2.78; 3.28] 37.7%
Random effects model 232 186 ; -4.63 [-15.25; 5.99] 100.0%

Heterogeneity: /2 = 92.5%, 1° = 75.6046, p < 0.0001



