SUPPLEMENTARY MATERIAL 2

Mortality

Supplementary Figure 1. Forest plot for mortality according to the type of vasoactive

agent

TV 0-8 Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 Terlipressin vs Octreotide with endoscopic therapy
Abid 2009 9 163 7 161 3.7% 1.27 [0.48, 3.33] I
Adarsh 2011 7 69 12 68 4.5% 0.57 [0.24, 1.37] B
Brunati 1998 4 28 4 28 2.1% 1.00 [0.28, 3.61] -1
Cho 2006 [ 43 & 45 3.6% 0.78 [0.30, 2.08] I
Fatima 2017 0 30 1 30 0.3% 0.33[0.01, 7.87]
Kim 2005 1 36 2 37 0.6% 0.51 [0.05, 5.42] —
Seo 2014 21 261 23 260 10.7% 0.91 [0.52, 1.60] -
Subtotal (95% CI) 630 629 25.7% 0.85 [0.59, 1.22] 3
Tatal events 48 57

Heterogeneity: Tau® = 0.00; Chi* =210, df =6 (P=0.91); F = 0%
Test for overall effect: 2 = 0.90 (P = 0.37)

1.2.2 Terlipressin vs Octreotide without endoscopic therapy

Pedretti 1994 4 30 3 30 1.7% 1.33[0.33, 5.45] I
Subtotal (95% CI) 30 30 1.7% 1.33 [0.33, 5.45] —~l—
Total events 4 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

1.2.3 Terlipressin vs Somatostatin with endescopic therapy

Adarsh 2011 7 69 10 73 4.2% 0.74 [0.30, 1.84] T

Ali Hafta 2001 3 17 5 17 22% 0.60[0.17, 2.12] - 1

Seo 2006 5 48 3 50 1.8% 1.74 [0.44, 6.87] N
Seo 2014 21 261 23 259 10.7% 0.91 [0.51, 1.80] -
Subtotal (95% CI) 395 399  18.9% 0.88 [0.57, 1.35]

Total events 36 41

Heterogenaity: Tau® = 0.00; Chi*=1.44, df =3 (P =0.70); F= 0%
Test for overall effect: Z = 0.58 (F = 0.56)

1.2.4 Terlipressin vs Somatostatin without endoscopic therapy

Feu 1996 13 80 13 81 B6.9% 1.01 [0.50, 2.05] -1
Pauwels 1994 6 17 7 18  4.6% 0.91 [0.38, 2.16] -1
Walker 1996 " 53 12 53 6.6% 0.92 [0.44, 1.89] -1
Subtotal (95% CI) 150 152 18.1% 0.95 [0.61, 1.47]

Total events 30 32

Heterogeneity: Tau® = 0.00; Chi* = 0.05, df = 2 (P = 0.97); = 0%
Test for overall effect: Z = 0,23 (P = 0.82)

1.2.6 Vasopressin vs Octreotide without endoscopic therapy

Huang 1992 9 21 5 20 42% 1.71 [0.69, 4.24] I
Hwang 1992 12 24 1 24 98% 1.09 [0.60, 1.97] -
Subtotal (95% CI) 45 44 14.0% 1.25 [0.76, 2.05] -
Total events 21 16
Heterogeneity: Tau? = 0.00; Chi* = 0.69, df =1 (P = 0.41); F=0%
Test for overall effect: Z = 0.88 (P = 0.38)
1.2.7 Vasopressin vs Somatostatin with endoscopic therapy
Chon 2000 0 13 3 15 0.4% 0.16 [0.01, 2.89]
Lee 2003 3 23 1 20 0.7% 261[0.29, 23.13] S
Subtotal (95% CI) 36 3B 14% 0.77 [0.05, 11.76] e ——
Total events 3 4
Heterogeneity: Tau? = 2.24; Chi? =232, df =1 (P =0.13); = 5T%
Test for overall effect: 2=0.19 (P = 0.85)
1.2.8 Vasopressin vs Somatostatin without endoscopic therapy
Bagarani 1967 7 25 1 24 08% 6.72 [0.89, 50.61] T
Jenkins 1985 4 12 2 10 1.6% 1.67 [0.38, 7.29] -
Kravetz 1884 14 3 14 30 11.6% 0.97 [0.56, 1.67] -
Saari 1990 22 1 32 64% 1.06 [0.51, 2.20] T
Subtotal (95% CI) a0 96 20.4% 1.20 [0.71, 2.04]
Total events 33 28
Heterogeneity: Tau? = 0.08; Chi® = 3.98, df = 3 (P = 0.26); P = 25%
Test for overall effect: Z = 0.68 (P = 0.50)
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Test for subaroup differences: Chi? = 2,60, df = 6 (P = 0.86), 12 = 0%



Supplementary Figure 2. Forest plot for mortality according to Child-Pugh

Classification
TV 0-5 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.1 Child A+ B
Chon 2000 0 5 0 8 Not estimable
Feu 1996 7 80 3 55 23% 2.14 [0.58, 7.886)
Hwang 1992 5 13 3 a 3.0% 1.15[0.38, 3.85] ~
Kravetz 1984 4 19 3 17 2.2% 1.19[0.31, 4.59]
Pedretti 1994 0 26 0 26 Not estimable
Seo 2014 4 170 9 354 20% 0.93 [0.29, 2.96) _—
Subtotal (95% CI) 293 469 10.4% 1.25[0.68, 2.32] "'-"'
Total evenis 20 18
Heterogeneity; Tau* = 0,00; Chi*=094, df =3 (P =0.82); F= 0%
Test for overall effect: 2= 0.72 (P = 0.47)
1.3.2 Child C
Ali Hafta 2001 3 7 5 17T 25% 0.60[0.17,2.12)
Chon 2000 0 8 3 7 05% 0.13[0.01,2.10] *
Feu 1998 G 20 10 26 5.8% 0.76[0.34, 1.78] - 1
Hwang 1982 7 11 8 15 9.3% 1.19[0.62, 2.29] I B
Kravetz 1984 n 12 11 13 335% 0.98 [0.70, 1.39]
Pedratti 1994 4 4 4 4 231% 1.00 [0.68, 1.51] ——
Seo 2014 17 91 37 165 14.9% 0.83[0.50, 1.39] - "
Subtotal (95% CI) 163 247  89.6% 0.94 [0.76, 1.16] &
Total events 47 78
Heterogeneity: Tau® = 0.00; Chi® = 4 64, df = 6 (P = 0.59); 1= 0%
Test for overall effect: Z = 0.55 (P = 0.58)
Total (95% CI) 456 716 100.0% 0.97 [0.80, 1.18] <
Total events 67 96
Heterogeneity: Tau? = 0.00; Chi? = 5.42, df = 10 (P = 0.88); IF = 0% t 1 l t t t
Test for overall effect: Z=0.29 (P = 0.77) 01 02 Lowe?li?l TV ! Lowergin 05 5 1
Test for subaroup differences: Chi* = 0,74, df =1 (P = 0.39), " = 0%
Supplementary Figure 3. Funnel plot for mortality
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Supplementary Figure 4. Egger’s test for mortality

Bleeding control
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Supplementary Figure 5. Forest plot for bleeding control
TV 0-5 Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight

M-H, Random, 95% CI

M-H, Random, 95% CI

1.4.3 Wiith endoscopic therapy

Abid 2009 151
Adarsh 2011 56
Ali Hafta 2001 14
Brunati 1996 22
Cho 2006 42
Chon 2000 10
Fatima 2017 27
Kim 2005 33
Lee 2003 20
Seo 2006 44
Seo 2014 234
Subtotal (95% CI)

Total events 653

Heterogeneity: Tau? = 0.00; Chi® = 8.69, df = 10 (P = 0.56); I* = 0%
Test for overall effect: Z = 0.08 (P = 0.93)
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1.4.4 Without endoscopic therapy

Bagarani 1987 T
Feu 1996 64
Huang 1992 13
Hwang 1992 13
Jenkins 1985 4
Kravetz 1984 23
Pauwels 1994 10
Pedretti 1984 16
Saari 1990 13
Walker 1996 44
Subtotal (95% CI)

Total events 207

Heterogeneity: Tau® = 0.05; Chi® = 26.61, df = 9 (P = 0.002); I* = 66%
Test for overall effect: Z = 2.79 (P = 0.005)
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Total events 860
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Heterogeneity: Tau® = 0.01; Chi* = 42,94, df = 20 (P = 0.002); I* = 53%
Tast for overall effect: Z=1.38 (P =0.17)

Test for subgroup differences: Chi® = 7.52, df = 1 (P = 0.008), IF = B6.7%
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Supplementary Figure 6. Forest plot for bleeding control according to the type of

vasoactive agent.

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI1

TV 0-5

Study or Subgroup  Events Total Events Total Weight
1.5.3 Terlipressin vs Octreotide with endoscopic therapy
Abid 2009 151 163 184 161 11.3%
Adarsh 2011 56 69 51 68 4.7%
Brunati 1996 22 28 21 28 23%
Cho 2006 42 43 43 45  9.8%
Fatima 2017 27 30 | 0 27%
Kim 2005 33 36 35 37 6.9%
Seo 2014 234 261 228 280 109%
Subtotal (95% CI) 630 629 48.4%
Total evenis 565 554

Heterageneity: Tau? = 0.00; Chi® = 7.42, df = 6 (P = 0.28); I = 19%
Test for overall effect: Z=0.33 (P =0.74)

1.5.4 Terlipressin vs Octreotide without endoscopic therapy

Pedretti 1994 16 30 23 a0 1.4%
Subtotal (95% Cl) 30 30 1.4%
Total events 16 23

Heterogeneity: Not applicable
Test for overall effect: Z = 1.83 (P = 0.07)

1.5.5 Terlipressin vs Somatostatin with endoscopic therapy

Adarsh 2011 56 B9 62 73 58%
Ali Hafta 2001 14 7 12 17 1.4%
Seo 2006 44 48 47 50  T7.A%
Seo 2014 234 281 227 258 10.8%
Subtotal (95% CI) 395 399  25.8%
Total events 348 348

Heterogeneity: Tau® = 0.00; Chi* = 1.64, df = 3 (P = 0.65); F = 0%
Test for overall effect: Z=0.29 (P =0.77)

1.5.6 Terlipressin vs Somatostatin without endoscopic therapy

Feu 1996 64 80 68 81 6.0%
Pauwels 1994 10 17 15 18 1.1%
Walker 1996 44 53 38 53 3.8%
Subtotal (95% CI) 150 152 10.8%
Total events 118 121

Heterogeneity: Tau® = 0.02; Chi® = 4.63, df = 2 (P = 0.10); I = 57%
Test for overall effect: Z = 0.21 (P = 0.83)

1.5.8 Vasopressin vs Octreotide without endescopic therapy

Huang 1992 13 21 15 20 1.2%
Hwang 1992 13 24 21 24 1.3%
Subtotal (95% Cl) 45 44 2.5%
Total events 26 36

Heterogeneity: Tau? = 0.00; Chi® = 0.95, df = 1 (P = 0.33); = 0%
Test for overall effect: Z=2.33 (P = 0.02)

1.5.9 Vasopressin vs Somatostatine with endoscopic therapy

Chon 2000 10 13 13 15 16%
Lee 2003 20 23 19 20 4.4%
Subtotal (95% CI) 36 35 6.0%
Total events 30 32

Heterogeneity: Tau? = 0.00; Chi? = 0.03, df = 1 (P = 0.87); 2= 0%
Test for overall effect: Z=1.12 (P = 0.26)

0.97 [0.92, 1.02]
1.08 [0.91, 1.29]
1.05 [0.79, 1.40]
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0.70 [0.47, 1.03]
0.70 [0.47,1.03]
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0.98 [0.87, 1.09]
1.02 [0.96, 1.09]
1.01 [0.96, 1.06]

0.95[0.82, 1.10]
0.71[0.45, 1.11]
1.16 [0.94, 1.43]
0.98 [0.80, 1.20]

0.83 [0.54, 1.26]
0.62 [0.42, 0.92]
0.71 [0.53, 0.95)

0.89 [0.62, 1.27]
0.92 [0.76, 1.10]
0.91 [0.77, 1.07)

1.5.10 Vasopressin vs Somatostatine without endoscopic therapy

Bagarani 1987 7 25 16 24 0.5%
Jenkins 1985 4 12 10 10 0.4%
Kravetz 1984 23 k3| 26 30 2.9%
Saari 1980 13 22 27 32 1.4%
Subtotal (95% CI) a0 96 5.2%
Total events 47 78

Heterogeneity: Tau® = 0.10; Chi® = B.83, df = 3 (P = 0.03); I¥ = 66%
Test for overall effect: Z = 2.41 (P = 0.02)

Test for subaroup differences: Chi*= 1591, df =6 (P=0.01), P =8
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Supplementary Figure 7. Forest plot for bleeding control according to Child-Pugh

Classification.

TV 0-5 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.6.1 Child A+B
Feu 1996 52 80 48 55 19.6% 0.99 [0.86, 1.14] -
Hwang 1932 8 13 9 9 6.0% 0.64 [0.41, 1.00] .
Jenkins 1985 3 6 4 4 2.2% 0.56 [0.25, 1.23] - - |
Pedretti 1994 17 26 22 27 9.0% 0.60 [0.28, 1.12] -/
Seo 2014 163 170 333 354 257% 1.02 [0.98, 1.06] .
Subtotal (95% CI) 275 449 62.5% 0.91 [0.78, 1.07] 3
Total events 243 416

Helerogeneity: Tau® = 0.01; Chi* = 10.68, df = 4 (P = 0.03); I" = 63%
Test for overall effect: Z=1.12 (P = 0.26)

1.6.2ChildC

Ali Hafta 2001 14 17 12 17 76% 1.17 [0.80, 1.70] T
Feu 1996 1220 20 26 B6% 0.78[0.51, 1.18] —
Hwang 1982 5 1 12 15 28% 0.57 [0.28, 1.14] —
Jenkins 1985 1 6 6 6 0.7% 0.23[0.06, 0.97] *

Pedretfi 1994 0 4 1 3 0.2% 0.27 [0.01,4.93] *

Seo 2014 LA 1| 123 185 19.6% 1.05 [0.91, 1.20] -
Subtotal (95% CI) 149 232 37.5% 0.87 [0.65, 1.17] 4
Total events 103 174

Heterogeneity: Tau® = 0.06; Chi* = 10.75, df = 5 (P = 0.06); I = 53%
Test for overall effect: 2 = 0.94 (P = 0.35)

Total (95% CI) 424 681 100.0% 0.92 [0.82, 1.04] +
Total events 346 590

Heterogeneity: Tau? = 0.01; Chi# = 23.38, df = 10 (P = 0.009); P = 57%
Test for overall effect: Z = 1.28 (P = 0.20)
Test for subaroup differences: Chi# = 0.10, di = 1 (P =0.76), I = 0%
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Supplementary Figure 8. Funnel Plot for bleeding control
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Supplementary Figure 9. Egger’s test for bleeding control.
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Supplementary Figure 10. Forest plot for early rebleeding.
TV 0-5 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.7.1 With endoscopic therapy
Cho 2006 5 42 4 43 B.4% 1.28 [0.37, 4.44] —
Chon 2000 2 10 2 13 3.2% 1.30 [0.22, 7.69] - 1
Fatima 2017 1 27 2 21 1.8% 0.39 [0.04, 4.00]
Kim 2005 2 33 3 35 34% 0.71[0.13, 3.97] - 1
Lee 2003 2 20 4 19 4.0% 0.47[0.10, 2.30] - |
Seo 2006 B 44 3 47  57% 2.14 [0.57, 8.03] -1
Seo 2014 8 234 21 456 156% 0.74 [0.33, 1.65] — T
Subtotal (95% CI) 410 634 40.2% 0.91 [0.55, 1.50] .
Total events 26 39
Heterogeneity: Tau® = 0.00; Chi* = 3.54, df =6 (P = 0.74), IF = 0%
Test for overall effect: Z = 0.37 (P = 0.71)
1.7.2 Without endoscopic therapy
Feu 1996 18 64 19 68 33.4% 1.01 [0.58, 1.74] -
Huang 1992 6 13 3 15 7.3% 2.31[0.72, 7.44] T
Hwang 1992 2 13 5} 21 4.8% 0.54 [0.13, 2.28]
Kravetz 1984 5 23 10 26 11.9% 0.57 [0.23, 1.41] -
Pedretti 1994 1] 16 0 23 Mot estimable
Saari 1990 1 13 3] 27 2.5% 0.35 [D.05, 2.59]
Subtotal (95% CI) 142 180 59.8% 0.88 [0.53, 1.46] "
Total events 32 44
Heterogeneity: Tau® = 0.07; Chi* = 5.02, df =4 (P = 0.28); I" = 20%
Test for overall effect: £ = 0.50 (P = 0.62)
Total (95% CI) 552 814 100.0% 0.91 [0.66, 1.24]
Total events 58 83
Heterogeneity: Tau® = 0.00; Chi? = 8.55, df = 11 (P = 0.66); = 0% 0 =05 UIE i 2=0

Test for overall effect: Z=0.61 (P = 0.54)
Test for subaroup differences: Chi# = 0.01. di = 1 (P = 0.93), I = 0%

. 5
Lower in T-¥ Lower in 0-8



Supplementary Figure 11. Forest plot for early rebleeding according to the type of

vasoactive agent.

TV a-5 Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Evenis Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
1.8.1 Terlipressin vs Octreotide with endoscopic therapy
Cho 2006 5 42 4 43 59% 1.28 [0.37, 4.44] |
Fatima 2017 1 27 2 21 1.7% 0.39 [0.04, 4.00]
Kim 2005 2 33 3 3B 3% 0.71[0.13, 3.97] - 1
Seo 2014 B 234 10 229 11.0% 0.78 [0.31, 1.95] I
Subtotal (95% CI) 336 328 21.7% 0.84 [0.44, 1.60] e
Total evenis 16 19

Heterogeneity: Tau? = 0.00; Chi¥ = 0,92, df = 3 (P = 0.82); P = 0%
Test for overall effect: 2 = 0.54 (P = 0.59)

1.8.2 Terlipressin vs Octreotide without endoscopic therapy

Pedretti 1984 0 16 0 23 Mot estimable
Subtotal (95% CI) 16 23 Mot estimable
Total events 0 0

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

1.8.3 Terlipressin vs Somatostatin with endoscopic therapy

Seo 2006 G 44 3 47 5.2% 2.14 [0.57, 8.03] -1 —
Seo 2014 8 234 11 227 115% 0.71[0.29, 1.72] — 1

Subtotal (95% CI) 278 274 16.7T% 1.10 [0.38, 3.18] e

Total events 14 14

Heterogeneity: Tau? = 0.28; Chi? = 1.85, df = 1 (P = 0.17); |2 = 46%
Test for overall effect: 2 = 0.17 (P = 0.86)

1.8.4 Terlipressin vs Somatostatin without endoscopic therapy

Feu 1998 18 64 19 68 30.6% 1.01 [0.58, 1.74) I
Subtotal (95% CI) 64 68  30.6% 1.01 [0.58, 1.74]
Total events 18 19

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.02 (P = 0.98)

1.8.6 Vasopressin vs Octreotide without endoscopic therapy

Huang 1992 6 13 315 B7% 2.31[0.72, 7.44) -—
Hwang 1992 2 13 6 21 44% 0.54 [0.13, 2.28) T
Subtotal (35% Cl) 26 6’ 11.1% 1.19 [0.28, 4.95] ——ea——
Total events 8 9

Heterogeneity: Tau? = 0.62; Chi* = 2.38, df = 1 (P = 0.12); 12 = 58%
Test for overall effect: Z = 0.24 (P = 0.81)

1.8.7 Vasopressin vs Somatostatin with endoscopic therapy

Chon 2000 2 10 2 13 29% 1.30 [0.22, 7.68)

Lee 2003 2 20 4 19 37% 0.47 [0.10, 2.30] - 1
Subtotal (95% CI) 30 32 6.6% 0.74 [0.23, 2.41] —~ei—
Total events 4 6

Heterogeneity: Tau® = 0.00; Chi* = 0.69, df =1 (P =0.41); F=0%
Test for overall effect: Z = 0.50 (P = 0.62)

1.8.8 Vasopressin vs Somatostatin without endoscopic therapy

Kravetz 1984 5 23 10 26 10.9% 0.57 [0.23, 1.41] —_—1
Saari 1990 1 13 B 27 23% 0.35 [0.05, 2.54]

Subtotal (95% CI) 36 53  13.2% 0.52 [0.23, 1.20] i
Total events 6 16

Heterogeneity: Tau® = 0.00; Chi¥ = 0,20, df = 1 (P = 0.66), ¥ = 0%
Test for overall effect: 2 =1.54 (P =0.12)
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Supplementary Figure 12. Funnel plot for early rebleeding.
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Supplementary Figure 13. Egger’s test for early rebleeding.
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Late rebleeding
Supplementary Figure 14. Forest plot for late rebleeding.

TV 0-s Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
1.9.1 With endoscopic therapy
Adarsh 2011 1M 67 28 137 69.4% 0.80 [0.43, 1.51) —l—
Subtotal (95% CI) 67 137 69.4% 0.80 [0.43, 1.51] —a—
Total events i 28

Heterogeneity: Mot applicable
Test for overall effect: Z = 0.68 (P = 0.50)

1.9.2 Without endoscopic therapy

Feu 1996 T 75 5 79 22.9% 147 [0.49, 4.44] N L E—
Pedretti 1994 2 28 2 29 7.8% 1.04 [0.16, 6.86]

Subtotal (95% CI) 103 108 30.6% 1.35 [0.52, 3.50]

Total events ] T

Heterogeneity: Tau? = 0.00; Chi# = 0.10, df = 1 (P = 0.75); I* = 0%
Test for overall effect: Z = 0.61 (P = 0.54)

Total (85% CI) 170 245 100.0% 0.94 [0.56, 1.60]
Total events 20 35
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Heterogeneity: Tau® = 0.00; Chi* = 0.89, df =2 (P = D.64); F = 0%
Test for overall effect: Z = 0.22 (P = 0.82)
Test for subaroup differences: Chi* = 0.79, df = 1 (P = 0.38), IF = 0%

Blood transfusion
Supplementary Figure 15. Forest plot for blood transfusion.

T-V 0-8 Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.6.1 With Endoscopic Treatment
Chon 2000 6 53 13 58 43 15 0.8% 0.10[-3.51, 3.71]
Fatima 2017 25 2,19 an 24 212 30 8.8% 0.10[-0.99, 1.19] -1
Kim 2005 4.4 435 36 68 475 . 285%  -240(440.-031 ——————
Lee 2003 36 04 23 39 05 20 1T7.4% -0.30 [-0.57. -0.03] Bl
Seo 2006 53 38 45 55 32 50 4.8% -0.20 [-1.58, 1.19] I
Seo 2014 46 45 261 4.3 463 519 11.3% 0,30 [-0.38, 098] 1T
Subtotal (95% CI) 411 671  43.7% -0.17 [-0.61, 0.27] <

Heterogeneity: Tau® = 0.09; Chi*=7.15, df = 5 (P = 0.21); 12 = 30%
Test for overall effect: Z=0.77 (P =0.44)

1.6.2 Without Endoscopic Treatment

Feu 1996 24 21 &0 26 23 81 11.3% -0.20 [-0.88, 0.48) e
Kraveiz 1984 26 04 &yl 21 04 30 18.3% 0.50 [0.30, 0.70] -
Pauwels 1984 48 3.3 17 35 21 18 3% 1.40 [-0.44, 3.24] 7
Pedretti 1994 18 15 30 17 14 30 10.5% 0.10 [-0.63, 0.83] -1
Walker 1996 275 1.28 53 275 158 53 13.2% 0.00 [-0.55, 0.55] 01
Subtotal (95% CI) 21 212 56.3% 0.23 [-0.13, 0.60] >

Heterogeneity: Tau® = 0.08; Chi* = 7.74, df = 4 (P = 0.10); * = 48%
Test for overall effect: Z=1.25 (P = 0.21)

Total (95% CI) 622 883 100.0% 0.04 [-0.31, 0.39]

-4

Heterogeneity: Tau? = 0.17; Chi* = 31.22, df = 10 (P = 0.0005); I* = 68% ) 2 2
Tast for overall effeq: Z=024 [P_= 0.81) Favours T -V Favours O - S
Test for subaroup differences: Chi® = 1.92, df = 1 (P =0.17), I" = 47.9%



Supplementary Figure 16. Forest plot for packet blood transfusion

TV
Study or Subgroup  Mean

SD Total Mean

0-§

SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.11.1 With endoscopic therapy

Abid 2009 37 23 183
Cho 2006 21 13 43
Fatima 2017 197 171 30
Kim 2005 45 36 36
Subtotal (95% CI) 272

39 25

2 14
217 112
52 43

161 40.7%
45  35.0%
30 20.8%
37T 34%

273 100.0%

Heterogeneity: Tau® = 0.00; Chi* = 1.11, df = 3(P = 0.77); I = 0%

Test for overall effect: Z = 0.66 (P = 0.51)

0,20 [-0.72, 0.32]

0.10 [-0.46, 0.66]
-0.20 [-0.93, 0.53]
-0.70[-2.52,1.12]
-0.11 [0.45, 0.22]

Total (95% CI) 272 273 1000%  -0.11[-0.45, 0.22] q
Heterogeneity: Tau® = 0.00; Chiz = 1.1, df = 3(P = 0.77); IF = 0% M 2 0 é 4
Test for overall effect: Z = 0.66 (P = 0.51) Lowerin T-V Lower in O-S
Test for subaroup differences: Not applicable

Hospital stay

Supplementary Figure 17. Forest plot for the length of hospital stay.

TV 0-5 Mean Difference Mean Difference

Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.10.1 With endoscopic therapy
Cho 2006 10 6.8 43 131 099 45 24.4% -3.10 [-6.64, 0.44] - &7
Chon 2000 142 44 13 15 59 15 20.8% -0.80 [4.63, 3.03] L e
Seo 2006 10.6 B 48 115 8 50 39.1% -0.90 [-3.69, 1.89] —
Subtotal {35% Cl) 104 110 84.4%  -1.51[-3.41,0.39] -
Heterogeneity: Taw? = 0,00, Chi® = 1,09, di= 2 (P = 0.58); I" = 0%
Test for overall effect: 2= 1.566 (P =0.12)
1.10.2 Without endoscopic therapy
Walker 1996 174 119 53 16 1.3 53 15.6% 1.40 [-3.02, 5.82] - 1=
Subtotal (95% Cl) 53 53 15.6%  1.40[-3.02, 5.82] —ee—
Heterogeneity: Mot applicable
Test for overall effect; Z = 0.62 (P = 0.53)
Total (95% Cl) 157 163 100.0%  -1.06 [-2.80, 0.69] q
Heterogeneity: Tau? = 0.00; Chi® = 2,50, df = 3 (P = 0.48); = 0% = + v p "

Test for overall effect: 7= 119 (P =0.24)

Test for subgroup differences: Chi* =141, df =1 (P =0.24), F = 29.0%

Lower in TV Lower in O-8



Adverse events
Supplementary Figure 18. Forest plot for adverse events according to the type of

vasoactive agent.

T-V 0-5 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.18.1 Terlipressin vs Octreotide
Kim 2005 26 36 21 37 15.5% 1.27 [0.90, 1.80] ™
Pedretti 1994 18 30 i) 30 11.6% 2.25[1.18, 4.36] _—
Seo 2014 38 261 10 260 11.4% 3.59[1.82, 7.07] -
Subtotal (95% CI) 327 327  38.6% 2.09[1.01, 4.30] =
Total events 80 39

Heterogeneity: Tau® = 0.32; Chi# = 10,17, df = 2 (P = 0.008); I’ = 80%
Test for overall effect: Z = 2,00 (P = 0.05)

1.18.2 Terlipressin vs Somatostatin

Feu 1996 31 80 19 81 13.9% 1.65[1.02, 2.67] =

FPauwels 1984 4 17 0 18 1.7% 9.50 [0.55, 164.19] iy
Seo 2006 2 48 1 50 2.3% 2.08 [0.20, 22.23]

Seo 2014 . 36 281 11 258 11.8% 3.25[1.69, 6.24] —_—

Walker 1996 0 53 3 53 18% 0.14[0.01,2.70] *

Subtotal (95% C1) 459 461 31.2% 211 [1.06, 4.17] S

Total events 73 34

Heterogeneity: Tau* = 0.21; Chi* = 6.98, df =4 (P = 0.14); * = 43%
Test for overall effect: Z=2.13 (P = 0.03)

1.18.3 Vasopressin vs Octreotide

Huang 1992 0 21 0 20 Mot estimable
Hwang 1992 11 24 3 24 B.9% 367 [1.17,11.52] —
Subtotal (95% CI) 45 44 6.9% 3.67 [1.17, 11.52) ~
Total events 11 3
Heterogeneity: Not applicable
Test for overall effect: 2= 2.23 (P = 0.03)
1.18.4 Vasopressin vs Somatostatin
Bagarani 1987 0 25 1] 24 Mot estimable
Cho 2006 4 13 1 15 29% 4.62 [0.59, 36.27) -1
Jenkins 1985 2 12 0 10 1.6% 4.23[0.23, 79.10]
Kravetz 1984 23 &]| 3 0 T.3% 7.42[2.49, 22.14] -
Lee 2003 10 23 6 20 9.9% 1.45[0.64, 3.28] T
Saari 1990 3 22 0 32 1.6% 10.04 [0.54, 185.28]
Subtotal (95% CI) 126 131 23.3% 3.71[1.42,9.70] i
Total events 42 10
Heterogeneity: Tau? = 0.48; Chi? = 7.21, df = 4 (P = 0.13); 17 = 45%
Test for overall effect: Z = 2,67 (P = 0.008)
f t + +
00z 04 10 50

i ] Higherin O -5 HigherinT-V
Test for subaroup differences: Chi® = 1.56, df = 3 (P = 0.67). F = 0%



Supplementary Table 5. Summary of the meta-analyses of adverse events according to

the doses of vasoactive agents.

Subgroup N° T-V 0O-S Heterogeneity Meta-analysis
Studies | (Events | (Events test results
[Total) | /Total) | p-value | I? (%) RR p-
(95% CI) | value

Recommended dose 5 42/101 | 10/107 0.13 45 3.71 0.01
Vasopressin vs (1.42to
Recommended dose 9.70)
Somatostatin
Recommended dose
Vasopressin vs Low- 2* 11/45 3/44 NA NA 3.67 0.03
dose Octreotide (1.17to

11.52)
Recommended dose 2 31/133 | 22/134 0.10 63 0.74 0.80
Terlipressin vs (0.07to
Recommended dose 7.48)
Somatostatin
Low-dose 3 421326 | 12/327 0.71 0 3.31 <0.01
Terlipressin vs (1.79to
Recommended dose 6.13)
Somatostatin
Recommended dose 1 18/30 8/30 NA NA 2.25 0.02
Terlipressin vs (1.16to
Recommended dose 4.36)
Octreotide
Low-dose 2 62/297 | 31/297 | 0.0002 90 2.07 0.23
Terlipressin vs Low- (0.64 to
dose Octreotide 6.75)

No.: Number, T: terlipressin, V: vasopressin, O: octreotide, S: somatostatin, RR: Risk

Ratio, NA: Not applicable

*Huang 1992 reported no adverse events in each group.




Supplementary Figure 19. Funnel Plot for adverse events.
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Supplementary Figure 20. Egger’s test for adverse events.
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Sensitivity Analysis
Supplementary Figure 21. Mortality: Sensitivity analysis for risk of bias (low risk of
bias).
TV 0-5 Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG

1.1.1 With endoscopic therapy

Abid 2008 o 163 7161 10.1% 1.27 [0.48, 3.33) — 92000022

Cho 2006 & 43 8 45 99% 0.78 [0.30, 2.08] —_— @272008

Seo 2014 21 261 46 519 384% 0.91 [0.55, 1.49] t 972720000

Subtotal (95% CI) 467 725 58.4% 0.94 [0.63, 1.40]

Total events 36 61

Heterogeneity: Tau® = 0.00; Chi* = 0.53, df =2 (P =0.77); F= 0%
Test for overall effect: Z = 0.31 (P = 0.76)

1.1.2 Without endoscopic therapy

Feu 1996 13 80 13 81 189%
Pedretti 1994 4 30 3 30 4. 7%
Walker 1996 11 53 12 53 17.9%
Subtotal (95% Cl) 163 164 41.6%
Total events 28 28

Heterogeneity: Tauw® = 0.00; Chi* = 0.22, df =2 (P = 0.90); F= 0%
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% CI) 630 889 100.0%
Total evants 64 89

Heterogeneity: Tau? = 0.00; Chi* = 0.78, df = 5 (P = 0.98); I*= 0%
Test for overall effect: Z=0.23 (P =0.81)

1.01 [0.50, 2.05]
1.33 [0.33, 5.45]
0.92 [0.44, 1.89]
1.00 [0.62, 1.61]

0.96 [0.71,1.31]

Test for subgroup differences: Chi* = 0.04, df = 1 (P = 0.84), F= 0%

Risk of bias legand

{A) Random sequence generation (selection bias)

{B) Allocation concealment (selection bias)

{C) Blinding of participants and personnel (performance bias)
(D) Blinding of cutcome assessment (detection bias)

{E) Incomplete outcome data {atfrition bias)

(F) Selective reporting (reporting bias)

{G) Other bias

05 1

2 5

Lower in T-V  Lower in O-5
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