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Figure S1. Results of risk of bias assessment with RoB2 tool. MSAP: moderate-to-severe acute pancreatitis; LoH: length of hospitalization; ICU: intensive care
unite admission; OF: organ failure; CRP: C-reactive protein; SIRS: systemic inflammatory response syndrome.

LR NS
Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
Kayhan et al (2021) 15 67 28 65 —'— 0.52 [0.31;0.88] 49.9%
Lee et al (2020) 9 61 15 60 —'—— 0.59 [0.28;1.24] 24.9%
de-Madaria et al (2017) 7 19 10 21 ——'—— 0.77 [0.37;1.62] 25.2%
Random effects model 31 147 53 146 < 0.59 [0.36; 0.97] 100.0%
Prediction interval [0.05; 6.60]
Heterogeneity: 12=0%, =0, p =0.692 I I I I
Test for overall effect: t, = -4.54 (p = 0.045) 0.1 051 2 10
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Figure S2. Moderate-to-severe acute pancreatitis. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.

LR NS
Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
Karki et al (2022) 0 26 1 25 0.32 [0.01; 7.52] 23.1%
Choosakul et al (2018) 0 23 1 24 + 0.35 [0.01; 8.11] 23.2%
de-Madaria et al (2017) 0 19 1 21 0.37 [0.02; 850] 23.3%
Lee et al (2020) 0 61 0 60 + 0.98 [0.02; 48.79] 15.1%
Wu et al (2011) 0 19 0 21 1.10 [0.02; 52.95] 15.3%
Random effects model 0 148 3 151 = 0.48 [0.24; 0.98] 100.0%
Prediction interval D [0.04; 5.66]
Heterogeneity: 1= 0%, = 0, p=0.979
Test for overall effect: t4 = -2.85 (p = 0.047) 01 0512 10
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NS LR

Figure S3. In-hospital mortality. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.



Lactated Ringer's solution (LR) Normal saline (NS) Median Median

Studies N Median Q1 Q3 Mean SD N Median Q1 Q3 Mean SD difference difference 95% Cl  Weight
Reddy/Vasudevan et al (2014) 25 140 72 25 220 124 -8.00 [-13.63; -2.37] 0.9%
Lee et al (2020) 61 35 20 59 60 46 3.0 74 -1.10 [-2.43; 0.23] 13.8%
Karki et al (2022) 26 52 0.1 25 6.2 25 - -1.05 [-2.03;-0.07] 23.0%
Wu et al (2011) 19 50 3.0 6.0 21 55 50 8.0 -0.50 [-2.26; 1.26] 8.2%
Farrell et al (2022) 38 28 1.7 50 38 33 25 438 - -0.50 [-1.66; 0.66] 17.5%
de-Madaria et al (2017) 19 9.0 58 13.0 21 9.0 5.0 16.0 4‘7 0.00 [-5.10; 5.10] 1.0%
Kayhan et al (2021) 67 3.0 20 40 65 3.0 20 50 - 0.00 [-0.80; 0.80] 31.7%
Choosakul et al (2018) 23 6.0 4.0 90 24 55 40 90 — 0.50 [-2.11; 3.11] 3.9%
Random effects model < -0.57 [-1.33; 0.19] 100.0%
Prediction interval — [ -1.45; 0.31]
Heterogeneity: /2 = 35.7% [0.0%; 71.6%)], 1% = 0.0591, p = 0.1
Test for overall effect: t;=-1.79 (p =0.12) -10 -5 0 5
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Figure S4. Length of hospital stay. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.

LR NS
Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
de-Madaria et al (2017) 0 19 1 21 0.37 [0.02; 8.50] 2.7%
Wu et al (2011) 1 19 3 21 + 0.37 [0.04; 3.25] 5.6%
Lee et al (2020) 6 61 15 60 0.39 [0.16;0.95] 34.7%
Reddy/Vasudevan et al (2014) 8 25 13 25 —r 0.62 [0.31;1.22] 57.0%
Random effects model 15 124 32 127 < 0.50 [0.33; 0.77] 100.0%
Prediction interval — [0.16; 1.57]
Heterogeneity: 1?= 0%, 2= 0, p =0.861
Test for overall effect: {3 =-5.18 (p = 0.014) 01 0512 10
More common in  More common in
NS LR

Figure S5. Need for intensive care. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I values.



LR NS

Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
de-Madaria et al (2017) 0 19 1 21 0.37 [0.02; 8.50] 0.9%
Kayhan et al (2021) 6 67 13 65 + 0.45 [0.18; 1.11] 10.3%
Wu et al (2011) 1 19 2 21 0.55 [0.05; 5.62] 1.6%
Lee et al (2020) 7 61 9 60 0.77 [0.30; 1.92] 9.9%
Reddy/Vasudevan et al (2014) 17 25 20 25 - 0.85 [0.61; 1.19] 76.2%
Choosakul et al (2018) 1 23 1 24 1.04 [0.07; 15.72] 1.1%
Random effects model 32 214 46 216 <o 0.78 [0.61; 0.99] 100.0%
Prediction interval — [0.52; 1.17]
Heterogeneity: 12=0%, 1% =0, p =0.842
Test for overall effect: t5 = -2.64 (p = 0.046) 01 0512 10
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Figure S6. Organ failure. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.

LR NS

Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
Lee et al (2020) 4 61 9 60 —0——— 0.44 [0.14;1.34] 12.6%
Kayhan et al (2021) 14 67 22 65 —o—- 0.62 [0.35;1.10] 47.9%
Choosakul et al (2018) 6 23 9 24 —'—— 0.70 [0.29;1.64] 21.5%
Karki et al (2022) 6 26 7 25 ——o—— 0.82 [0.32;2.11] 17.9%
Random effects model 30 177 47 174 - 0.64 [0.46; 0.89] 100.0%
Prediction interval ——————— [0.27; 1.53]
Heterogeneity: 2= 0%, 7= 0, p =0.856 I I I I

Test for overall effect: t = -4.34 (p = 0.023) 02 05 1 2 5
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Figure S7. Local complications. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.



LR NS

Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
Choosakul et al (2018) 0 23 2 24 0.21 [0.01; 4.12] 3.1%
Wu et al (2011) 0 19 1 21 + 0.37 [0.02; 8.50] 2.8%
de-Madaria et al (2017) 4 10 10 14 —T 0.56 [0.24; 1.28] 40.0%
Reddy/Vasudevan et al (2014) 5 25 8 25 —'—— 0.62 [0.24; 1.65] 29.1%
Karki et al (2022) 2 26 3 25 — 0.64 [0.12; 3.52] 9.5%
Farrell et al (2022) 2 38 1 38 + 2.00 [0.19; 21.14] 4.9%
Kayhan et al (2021) 5 65 2 67 2.58 [0.52;12.81] 10.7%
Random effects model 18 206 27 214 < 0.70 [0.40; 1.23] 100.0%
Prediction interval — [0.35; 1.40]
Heterogeneity: /2= 0%, 1°= 0, p = 0.618
Test for overall effect: tg =-1.53 (p = 0.176) 01 0512 10
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Figure S8. Necrosis. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.

LR NS
Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
Farrell et al (2022) 1 38 2 38 —'—;— 0.50 [0.05; 5.28] 43.2%
Karki et al (2022) 1 26 1 25 — 0.96 [0.06; 14.55] 32.6%
Choosakul et al (2018) 1 23 0 24 o e 3.13 [0.13; 73.00] 24.2%
Random effects model 3 87 3 87 e 0.96 [0.11; 8.68] 100.0%
Prediction interval [0.00; 22333.64]
Heterogeneity: 12=0%, 12 =0, p =0.659 I I I I
Test for overall effect: t, = -0.07 (p = 0.950) 0.001 0.1 1 10 1000
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Figure S9. Pseudocyst. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.



LR NS

Study Events Total Events Total Risk Ratio RR 95%-Cl  Weight
24h

Karki et al (2022) 0 26 2 25 * 0.19  [0.01; 3.82] 2.3%
Choosakul et al (2018) 2 23 9 24 — 0.23  [0.06; 0.96] 9.9%
Wu et al (2011) 1 19 4 21 —_— 0.28 [0.03; 2.26] 4.7%
Lee et al (2020) 21 61 19 60 R 1.09 [0.65; 1.81] 59.4%
de-Madaria et al (2017) 4 19 4 21 — 1.1 [0.32; 3.82] 12.9%
Farrell et al (2022) 5 37 3 38 — 1.71 [0.44; 6.66] 10.8%
Random effects model 33 185 41 189 - 0.77 [0.33; 1.82] 100.0%
Prediction interval . . . . ——— [0.16; 3.80] --

Heterogeneity: /2 = 31%, 12 = 0.22, p = 0.204
Test for effect in subgroup: t5 =-0.78 (p = 0.473)

48h

de-Madaria et al (2017) 3 19 9 21 —— 0.37 [0.12; 1.16] 18.1%
Lee et al (2020) 18 61 18 60 - 0.98 [0.57; 1.70] 64.8%
Choosakul et al (2018) 2 23 2 24 —_— 1.04 [0.16; 6.80] 71%
Farrell et al (2022) 5 31 2 34 —— 274 [057;13.13] 10.0%
Random effects model 28 134 31 139 ——— 0.92 [0.29; 2.92] 100.0%
Prediction interval . . . . e B [0.08; 10.88] -

Heterogeneity: 1?= 31%, = 0.20, p =0.224
Test for effect in subgroup: t3 =-0.24 (p = 0.827)

72h

de-Madaria et al (2017) 3 19 7 21 —F 0.47 [0.14; 1.58] 27.0%
Lee et al (2020) 11 61 14 60 . 0.77 [0.38; 1.56] 70.3%
Karki et al (2022) 0 26 0 25 0.96 [0.02; 46.69] 2.7%
Random effects model 14 106 21 106 = 0.69 [0.35; 1.33] 100.0%
Prediction interval . . . ———— [0.10; 4.85] -

Heterogeneity: 1= 0%, = 0,p =0.777
Test for effect in subgroup: t, =-2.44 (p = 0.135)

[ I I 1
0.01 0.1 10 100

Heterogeneity: 12=6%, 12=0.02, p =0.383
Test for subgroup differences: xg =0.57,df =2 (p = 0.751)
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Figure S10. Systemic inflammatory response syndrome. Statistical heterogeneity across trials was assessed by means of the Cochrane Q test and the I? values.






Lactated Ringer's solution (LR) Normal saline (NS) Median Median
Studies N Median Q1 Q3 N Median Q1 Q3 difference difference 95% Cl  Weight

24h CRP (mg/L)

Wu et al (2011) 19 185 116 509 21 694 401 169.7 — -50.90 [-101.46; -0.34] 47.0%
Farrell et al (2022).1 37 210 70 790 37 190 70 56.0 L 2.00 [-18.79; 22.79] 53.0%
Random effects model :ﬁ: -19.22 [-348.67; 310.23] 100.0%

Heterogeneity: 1 = 72.2% [ 0.0%; 93.7%], 72 = 1010.2171, p < 0.1
Test for effect in subgroup: t1 = -0.74 (p = 0.59)

48h CRP (mg/L)

de-Madaria et al (2017).1 19 28.0 3.0 124.0 21 166.0 78.0 281.0 —— -138.00 [-219.48;-56.52] 27.8%
Kayhan et al (2021) 67 260 98 918 65 737 19.6 2440 —— -47.70 [-90.10; -5.30] 35.1%
Farrell et al (2022).2 27 290 6.0 108.0 33 180 5.0 38.0 -+ 11.00 [-17.34; 39.34] 37.1%
Random effects model 6— -51.03 [-231.90; 129.84] 100.0%

Heterogeneity: /12 = 85.9% [59.1%; >95.2%], 1° = 4334.0221, p < 0.1
Test for effect in subgroup: t, = -1.21 (p = 0.35)

72h CRP (mg/L)

de-Madaria et al (2017).2 19 250 3.0 169.0 21 217.0 59.0 323.0 — -192.00 [-294.13; -89.87] 100.0%
[ T T T T 1

-300-200-100 0 100 200 300
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Figure S11. C-reactive protein levels (mg/dL) at 24, 48 and 72 h after randomization. Statistical heterogeneity across trials was assessed by means of the
Cochrane Q test and the 12 values.

Lactated Ringer's solution (LR) Normal saline (NS) Median Median

Studies N Median Q1 Q3 Mean SD N Median Q1 Q3 Mean SD difference difference 95% Cl  Weight
Choosakul et al (2018) 23 . . . 49296 12656 24 . . . 53742 768.8 T -444.60 [-1046.37; 157.17] 38.9%
de-Madaria etal (2017) 19 2160 1704 3200 21 2400 2180 3500 — -240.00 [-1070.44; 590.44] 23.0%
Lee et al (2020) 61 6000 5200 6900 60 5800 4800 6800 — 200.00 [-410.43; 810.43] 38.1%
Random effects model _ -152.12 [-1024.68; 720.45] 100.0%
Prediction interval [-3691.34; 3387.10]
Heterogeneity: /12 = 10.3% [0.0%; 90.7%], 7 = 29453.1258, p = 0.3
Test for overall effect: t, = -0.75 (p = 0.53) -3000  -1000 0 1000 3000

Higher Higher

inNS inLR

Figure S12. Amount of fluid administered in the first 24 h after randomization. Statistical heterogeneity across trials was assessed by means of the Cochrane Q
test and the I? values.



Table S1. Detailed results of GRADE assessment.

Certainty Assessment Noe of Patients Effect
Oth Lactated Nor- Rela-
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very . ) 46/216 0.78 per1000 O
t se- t - t - 32/214
6 RCT seri. NOTSer motseri- motseri- 0 32214 o) 50 061 (from83 O critical
rious ous ous (15.0%)
ous* ) to fewerto2 Low
0.99) fewer)
Local complications
RR 97 fewer
not not se- not seri 30/177 47/174 0.64  per1000 OO0
4 RCT  seri- ) serioush  none (27.0% (0.46 (from 146 critical
rious ous (16.9%) Moder-
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Necrosis
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very . . 28/214 070 per1000 @O
t se- t - t - 16/206
7 RCT ser. nNOtSer motseri- motseri- 16206 300 040 (from79 O critical
. rious ous ous (7.8%)
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Pseudocyst
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. 1 i
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3 RCT  seri- ) . none (011 (from 31 O but not
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8.68) 265 more)

a. In our cohort, moderate plus severe cases were 29%; calculating with a 50% reduction, OIS is 121 per group.

b. Mortality rate is under 5%, therefore, considering OIS more than 500.

c. One high risk and one some concerns study.

d. Heterogeneity originates from Reddy (has a small sample size, not influential).

e. Reddy/ Vasudevan with high risk of bias produced most patients with event.

f. Considering the number of patients with event, total number of patients in analysis does not reach OIS.



g. Half of the data comes from study with some concerns.
h. A 13% incidence of local compl., OIS is not reached.

i. Proportion of studies carrying high risk of bias or some concern is high.
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