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Supplementary Material 4 (A) a. Trace plots and density plots of total blood loss after TKA in intra-
articular and intravenous (g or mg/kg) administrations of TXA and EACA.
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Supplementary Material 4 (A) b. Trace plots and density plots of HB drop after TKA in intra-

articular and intravenous (g or mg/kg) administrations of TXA and EACA.
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Supplementary Material 4 (A) c. Trace plots and density plots of transfusion rates after TKA in intra-articular and
intravenous (a or ma/ka) administrations of TXA and EACA.
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Supplementary Material 4 (A) d. Trace plots and density plots of drainage volume after TKA in intra-articular and
intravenous (g or mg/kg) administrations of TXA and EACA.
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Supplementary Material 4 (B) a. Brooks-Gelman-Rubin plots of total blood loss after
TKA in intra-articular and intravenous (g or mg/kg) administrations of TXA and EACA.
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Supplementary Material 4 (B) b. Brooks-Gelman-Rubin plots of HB drop after TKA in
intra-articular and intravenous (g or mg/kg) administrations of TXA and EACA.
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Supplementary Material 4 (C) a. Heterogeneity for total blood loss after TKA in intra-articular and
Intravenous (g or mg/kg) administrations of TXA and EACA.
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Supplementary Material 4 (C) b. Heterogeneity for HB drop after TKA in intra-
articular and intravenous (g or mg/kg) administrations of TXA and EACA.
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Study "2
Placebo vs 2.0gTXA IA

11

36

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 3.0gTXAIA

26

36

Paoled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 5,0gEACA IA

43

45

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Mean Difference (95% Crl)

- W
—_—
—_—

JR—

1.1(0.45, 1.8)
0.70(0.29, 1.1)
0.85 (0.31, 1.4)
0.84 (0.49,1.2)
NA
0.84(0.48,1.2)

0.20 (-0.67,0.27)
-0.19 (-0.74, 0.35)
0.19 (-0.30, 0.67)

0.019 (-0.34, 0.39)

10.099 (-0.60, 0.40)
-0.095 (-0.68, 0.49)
0.22 (-0.30, 0.73)

0.078 (-0.31, 0.46)

Mean Difference (95% Crl)

0.80 (0.40, 1.2)
0.90 (0.42, 1.4)
0.84 (0.47,1.2)
NA

0.95(0.62, 1.3)

0.86 (0.30, 1.4)
0.80 (0.28, 1.3)
0.83(0.39, 1.3)
NA

0.89(0.54, 1.2)

0.45(0.11,0.79)
0.25 (-0.15, 0.65)
0.36 (0.0286, 0.70)
NA

0.36 (0.0022, 0.71)

Study "2
Placebo vs 1.0gTXA IA

16

17

27

32

36

Pooled (pair-wise) 8.4%
Indirect (back-calculated)

Pooled (network) 18.7%
Placebo vs 1.5gTXA IA

5

30

Pooled (pair-wise) 38.0%
Indirect (back-calculated)

Pooled (network) 37.9%
3.0gTXAIAvs 20gTXAIA

36

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (netwark) 0.0%
Study "2

1.0gTXA IV vs 10.0gEACA IV
22

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 10.0gEACA IV

22

44

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 1LOgTXAIV

22

27

28

32

45

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
2.0gTXA IV vs 14.0gEACAIV
21

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

Mean Difference (95% Crl)

0.83 (0.30, 1.4)
1.0(0.52, 1.5)
1.3(0.97,1.7)
1.0 (0.48, 1.5)
0.70 (0.11, 1.3)
1.0 (0.77,1.3)
NA

0.97(0.72,1.2)

1.3(0.72,1.9)
0.80 (0.28, 1.3)
1.0 (0.59, 1.5)
NA

1.0 (0.57, 1.5)

0.10 (-0.31, 0.51)
0.10 (-0.41, 0.61)
-0.019 (-0.69, 0.65)
0.058 (-0.35, 0.46)

Mean Difference (95% Crl)

-0.20 (-0.40, -0.0046)
-0.20 (-0.60, 0.20)
-0.25 (-0.66, 0.17)
-0.22 (-0.51, 0.062)

0.40 (0.27, 0.53)
0.50 (0.26, 0.74)
0.43 (0.18, 0.72)
NA

0.45 (0.21, 0.72)

0.60 (0.44, 0.76)
0.69 (0.27, 1.1)

0.70 (0.20, 1.2)
0.95 (0.59, 1.3)
0.67 (0.47, 0.91)
NA

0.67 (0.48, 0.90)

A7 (-0.17, 0.51)
.18 (-0.31, 0.65)
NA

0.1
0.1
0.17 (-0.30, 0.64)

0

——
P —
o
—_—
T—=—= 0.50(-0.062, 1.1)
—
—
R a—
1

1



Study "2
5,0gEACA IV vs 2.0gTXA IV
33

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

Placebo vs 2.0gTXA IV

16

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

Mean Difference (95% Crl)

0.20 (-0.078, 0.48)
0.20 (-0.24, 0.64)
NA

0.20 (-0.23, 0.63)

——s—> 0.70(0.10,1.3)
————> 0.69(0.011, 1.4)
NA

——= 0.70(0.015,1.4)

Study "2

20mg/kg TXA IV vs 150mg/kg EACA IV

3

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

Placebo vs 150mg/kg EACA IV
3

Pooled (pair-wise)

Indirect (back-calculated)
Poaoled (network)

Placebo vs 20mg/kg TXA IV
3

26

35

Pooled (pair-wise) 1.5%
Indirect (back-calculated)
Poaoled (network) 1.0%
Placebo vs 30mg/kg TXA IV
23

25

Pooled (pair-wise) 9.0%
Indirect (back-calculated)
Pooled (network) 9.5%

NERCIRRMAL

Mean Difference (95% Crl)

— -
1

0

2

0.20 (:0.41, 0.81)
0.20 (-0.85, 1.3)
NA

0.18 (-0.74,1.0)

1.0 (0.44,1.6)
1.0(-0.031,2.0)
NA

1.0(0.15, 1.9)

0.80(0.27, 1.3)
1.2(0.58, 1.9)
072(042,1.0)
0.84 (0.32, 1.5)
NA

0.84 (0.33, 1.5)

1.1(0.41,1.7)
15(1.2,1.7)

1.4(0.58, 2)
NA

1.4(059, 2)



Supplementary Material 4 (C) c. Heterogeneity for transfusion rates after TKA in intra-
articular and intravenous (g or mg/kg) administrations of TXA and EACA



Study 12
1.0gTXA IAvs 0.5gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
2.0gTXA 1A vs 0.5gTXA IA

36

Paooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
3.0gTXA IA vs 0.5gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 0.5gTXA IA

10

14

18

36

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Study 12
3.0gTXA IA vs 2.0gTXA 1A

36

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
Placebo vs 2.0gTXA IA

11

34

36

Pooled (pair-wise) 48.5%
Indirect (back-calculated)

Pooled (network) 47.6%
Placebo vs 3.0gTXA IA

5

26

28

36

Pooled (pair-wise) 0.0%
Indirect (back-calculated)

Pooled (network) 0.0%

Hazard Ratio (95% Crl)

1.0(0.13,8.1)
1.0(0.12, 8.8)
1.4 (0.47, 4.1)
1.3(0.50,3.5)
1.0(0.13,8.1)
1.0(0.12, 8.4)
0.76 (0.23, 2.5)
0.82 (0.29, 2.3)

0.82 (0.087,7.7)
0.81(0.075, 8.8)
1.3(0.44,3.9)
1.2 (0.44, 3.2)

3.1(0.71,13)

———> 7.1(1.3,38)
+——=—> 49085, 29)

2.2(0.54,9.3)
3.5(1.7,8.1)
NA
34(1.7,72)

0.05 1

Hazard Ratio (95% Crl)

@
———
- —
—
- S
—_——
—_—
R - S
&
—
L
|
—_—

0.80 (0.083,7.7)
0.83 (0.081, 9.)
1.7 (0.52,5.6)
15(0.51,4.3)

24(0.36, 16)
16.(3.1,83)
2.2 (0.53, 8.8)
47(2.,12)
NA
41(19,9.7)

30(0.49, 19)
34(0.82,14)
11012, 11)
27(0.58, 13)
25 (1.1, 6.0)

NA

2.8 (1.4,6.1)

0.05 1 20

Study "2
2.0gTXA IAvs 1.0gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
JO0gTXAIAVS 1.0gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 1.0gTXA IA

16

17

27

36

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 1.5gTXA IA

23

24

30

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
FPooled (network) 0.0%

Study "2
Placebo vs 5.0gEACA IA

43

45

Pooled (pair-wise) 13.5%

Indirect (back-calculated)
Pooled (network) 13.4%

Hazard Ratio (95% Crl)

|
0.05

1.0(0.14,7.6)
1.0(0.12, 8.5)

054 (0.17,1.7)
0.62(0.22,1.7)

0.81 (0.087, 7.6)
0.82 (0.075, 8.0)
0.93(0.32,2.7)
0.91(0.34, 2.4)

31(1.1,92)
4.(0.67, 24)
0.38 (0.020, 7.1)
2.2(0.54,9.0)
24(11,53)
NA
26(13,53)

4.7(0.79,27)
2.7(0.30,25)
28(10,7.5)
3.0(1.3,7.8)
NA
3.0(13,75)

Hazard Ratio (95% Crl)

1 20

1.1(0.34, 3.4)
22(11,4.4)
1.8(0.79,3.7)
NA

1.8(0.79,3.7)



Study "2
1.0gTXA IV vs 10.0gEACA IV
22

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
Placebo vs 10.0gEACA IV

22

44

46

Pooled (pair-wise) 41.9%
Indirect (back-calculated)

Pooled (network) 42.8%
Placebo vs 1.0gTXA IV

22

27

28

41

45

Pooled (pair-wise) 47 5%
Indirect (back-calculated)

Pooled (network) 48.5%

Study 12
15mg/kg TXA IV vs 10mg/kg TXA IV
3

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
20mg/kg TXA IV vs 10mg/kg TXA IV
9

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
30mg/kg TXA IV vs 10mg/kg TXA IV
9

Pooled (pair-wise)

Indirect {back-calculated)

Pooled (network) 0.0%
Placebo vs 10mg/kg TXA IV
9

31

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Hazard Ratio (25% Crl)

15(0.44, 4.9)
15(0.16, 13)
2.(0.33,12)
1.8(0.52, 8.4)

4.1(26,66)
9.4(3.9,22)
8.1(15, 45)
58(1.9, 22)
NA

59(2., 20)

25(1.8,44)

0.37 (0.019, 7.2)

1.1(0.12,10.)
37 (0.84, 16))

13. (35, 46)
32(1.0,81)
NA

3.3(1.1,83)

Hazard Ratio (9

0.88 (0.40, 1.9)
0.87 (0.26, 2.9)
0.93(0.18, 4.9)
0.89 (0.35, 2.5)

0.61(0.19, 2)
0.60 (0.14,2.7)
0.45 (0.10, 2.0)
0.52(0.18,1.5)

0.40 (0.053, 3.0)
0.39 (0.045, 3.6)
0.25 (0.065, 0.93
0.28 (0.096, 0.94

1.2(0.34,4.1)
1.8(1.0,3.3)
1.7 (0.65, 3.8)
NA

1.7(0.74, 4)

Study )
2.0gTXA IV vs 14.0gEACA IV
21

Pooled (pair-wise)
Indirect (back-calculated)
Pooled (network)

5.0gEACA IV vs 2.0gTXA IV
33

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

Placebo vs 2.0gTXA IV

16

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

Study "2
20mg/kg TXA IV vs 150mg/kg TXA IV

Hazard Ratio (95% Crl)

0.07

3 o

Pooled (pair-wise)
Indirect (back-calculated)

Pooled (network) —

Placebo vs 150mg/kg TXA IV
3

Pooled (pair-wise)
Indirect (back-calculated)
Pooled (network)

30mg/kg TXA IV vs 15mg/kg TXA IV

38

Pooled (pair-wise)

Indirect (back-calculated) e e

Pooled (network) 0.0%
Placebo vs 15mg/kg TXA IV

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Hazard Ratio (95% Crl)

0.21 (6.7€-05, 6.5e+02)
0.18 (5.3e-05, 7.2e+02)

NA
1.3(0.23,7.7)

6.1(1.6, 23)
6.1(1.2, 30)
NA

4.3(0.82,24)

0.35(0.012, 10.)
0.37 (0.011, 13

0.31(0.098, 0.97)

0.31(0.11, 0.96)

2.0(0.27, 15.)
21(11, 4)

0.38 (0.013, 11)

21(13,33)
2.(0.93,3.7)
NA

1.9(0.88, 3.8)

20

6.0 (0.40, 91)
52(0.33, 2.1e+02)
NA

55 (0.33, 2.5e+02)

0.38 (0.020,7.2)
0.44 (0.0092, 10.)
NA

0.41 (0.0087, 9.3)

96(1.8, 51)
9.1(0.93, 1.3e+02)
NA

9.2 (0.92, 1.3e+02)



Study "2

30mg/kg TXA IV vs 20mg/kg TXA IV

9

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (netwark) 0.0%

Placebo vs 20mg/kg TXA IV

3

9

26

35

Pooled (pair-wise)
Indirect (back-calculated)
Pooled (network) 46.0%

Placebo vs 30mg/kg TXA IV

42.1%

Pooled (pair-wise) 0.0%
Indirect (back-calculated)

Pooled (network) 11.1%

Hazard Ratio (95% Crl)

0.66 (0.11, 4.1)
0.67 (0.086, 5.1)
0.49(0.12,1.9)
0.54(0.18,1.8)

29.(2.,4.2e+02)
1.9(0.64,5.9)
32(0.77,13)

0.37 (0.019, 7.)
25(1.0,64)
NA

33(15,7.5)

——s——— 3(0.44, 20)

T 4.7(0.82, 27)

—=> 12.(5.0, 30)

1.1 (0.0050, 2.2e+02)
—— 7.3(26, 17)

NA
e 61(24,14)

20



Supplementary Material 4 (C) d. Heterogeneity for drainage volume after TKA in
intra-articular and intravenous (g or mg/kg) administrations of TXA and EACA.



Study 12
1.0gTXA IA vs 0.5gTXA 1A

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
2.0gTXA IA vs 0.5gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

3.0gTXA IA vs 0.5gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%

Placebo vs 0.5gTXA IA

14

36

Pooled (pair-wise) 0.0%

Indirect (back-calculated)

Pooled (network) 41.1%
Study 12
3.0gTXA IA vs 20gTXA IA
36

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network)

Placebo vs 20gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network)

Placebo vs 3.0gTXA IA

28

36

Pooled {pair-wise) 20.6%
Indirect (back-calculated)

Pooled (network) 20.1%

-
—&—— 0.22(0.045, 0.40)

Mean Difference (95% Crl)

-0.027 (-0.15, 0.096)
0.029 (-0.21, 0.15)
-0.12(-0.32, 0.087)
10.068 (-0.22, 0.050)

0.024 (-0.15, 0.10)
0.025 (-0.21, 0.16)
NA

0.042 (-:0.21, 0.10)

10.028 (-0.11, 0.055)
0.029 (-0.18, 0.13)
0.15(-0.47, 0.16)
0.054 (-0.21,0.071)

0.12 (-0.061, 0.29)

0.17 (0.016, 0.33)
NA
0.23 (0.090, 0.34)

Mean Difference (95% Crl)

-0.0038 (-0.066, 0.059)
-0.0041 (-0.15, 0.15)
NA
0.012(:0.17,0.13)

0.25(0.11, 0.38)
0.25 (0.060, 0.43)
NA
0.28(0.12,0.41)

0.31(0.25,0.38)
0.25(0.16, 0.34)
0.29(0.17, 0.39)
NA

0.29(0.17, 0.39)

Study "2
2.0gTXAIAvs 1.0gTXA IA

36

Pooled (pair-wise)
Indirect (back-calculated)
Pooled (network)

3.0gTXA IAvs 1.0gTXA I1A

36

Pooled (pair-wise)

Indirect (back-calculated)
Paooled (network) 0.0%

Placebo vs 1.0gTXA IA

16

27

36

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Placebo vs 1.5gTXA IA

23

Pooled (pair-wise)
Indirect (back-calculated)
Pooled (network)

Study "2
Placebo vs 10.0gEACA IV

46

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network)

2.0gTXAIV vs 1.0gTXA IV

13

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
Placebo vs 1.0gTXA IV

13

28

Pooled (pair-wise) 56.1%
Indirect (back-calculated)

Pooled (network) 56.6%
5.0gEACA IV vs 2.0gTXA IV

33

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network)

Mean Difference (95% Crl)

- 0.0028 (-0.089, 0.095)
- 0.0041 (-0.16, 0.16)

NA

in— 0.026 (-0.11,0.18)

-0.0010 (-0.063, 0.061)

A -0.00063 (-0.15, 0.15)

------------ 0.046 (-0.18, 0.27)

- 0.014 (-0.11,0.14)

—a> .34 (0.24, 0.43)

—— 0.33(0.27, 0.38)

—— 0.25(0.12, 0.38)

—=> (.32 (0.22, 0.40)
NA

—=— 0.30(0.21, 0.39)

——  0.28(0.21,0.35)

——=—> (.28 (0.13, 0.44)
NA

——=—> (.28 (0.12, 0.45)

-0.4

Mean Difference (95% Crl)

0.26 (0.15, 0.36)
0.26 (-0.15, 0.66)
NA

0.26 (-0.11, 0.63)

015 (-0.27,-0.032)
-0.15 (-0.55, 0.26)
.0.19 (-0.65, 0.27)
0.17 (-0.47,0.14)

0.34(0.17, 0.50)
0.20(0.12, 0.28)
0.25(-0.021, 0.55)
NA

0.25 (0.0054, 0.52)

0.16(0.12, 0.21)
0.16 (-0.23, 0.55)
NA

0.16 (-0.20, 0.53)



Study 2 Mean Difference (95% Crl)

Placebo vs 2.0gTXA IV

13 —= (.49 (0.33,064)

16 —&— 0.39(0.30,0.48)

Pooled (pair-wise) 9.5% —=> (0.43(0.15,072)

Indirect (back-calculated) NA

Pooled (network) 2.8% | | —-%l 0.41(0.17,0.68)

05 0 05
Study "2 Mean Difference (95% Crl)
Placebo vs 15mg/kg TXA IV
3 —o— 0.053 (0.0095, 0.096)
40 —&— 0.10 (0.062, 0.15)
Pooled (pair-wise) 63.7% - 0.078(-0.025,0.18)
Indirect (back-calculated) NA
Paoled (network) 64.0% —— 0.076 (-0.034, 0.19)
30mg/kg TXA IV vs 20mg/kg TXA IV
9 ot -0.052 (-0.12, 0.017)
Pooled (pair-wise) — -0.052 (-0.21,0.10)
Indirect (back-calculated) seeereeeneee @i ()26 (-0.11, 0.62)
Pooled (network) 73.2% S E— -0.0058 (-0.13,0.15)
Placebo vs 20mg/kg TXA IV
9 —_— 0.15(0.050,0.24)
19 —== 0.25(0.15, 0.36)
Pooled (pair-wise) 55.9% —=—= (.20(0.079, 0.32)
Indirect (back-calculated) NA
Pooled (network) 64.9% ———— (.17 (0.060, 0.30)
Placebo vs 30mg/kg TXA IV
9 —=—> 0.20(0.092, 0.30)
23 —e— 0.11(0.035,0.19)
Pooled (pair-wise) 41.4% —=—  0.15(0.036, 0.26)
Indirect (back-calculated) NA
Pooled (network) 62.1% : —'—I 0.17 (0.055, 0.29)
0.3 0 03

Study 12
15mg/kg TXA IV vs 10mg/kg TXA IV
31

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
20mg/kg TXA IV vs 10mg/kg TXA IV
9

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
30mg/kg TXA IV vs 10mg/kg TXA IV
9

Pooled (pair-wise)

Indirect (back-calculated)
Pooaled (network) 0.0%
Placebo vs 10mg/kg TXA IV
9

31

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Mean Difference (95% Crl)

- -0.0051 (-0.037, 0.027)
-0.0053 (-0.15, 0.14)
0 073 (-0.42, 0.28)
— -0.015 (-0.15, 0.12)

-
................. & oed
—at -0.080 (-0.17, 0.0045)
e -0.080 (-0.24, 0.078)
T -0.18 (-0.45, 0.099)
- -0.10 (-0.25,0.023)

—— -0.13(-0.23,-0.038)
— -0.13 (-0.30, 0.032)
[ S— T N -0.061 (-0.31, 0.19)

R -0.11(-0.24, 0.030)

—_T 0.065 (-0.067, 0.20)
—o— 0.047 (0.0067, 0.088)
- 0.051(-0.057,0.17)
NA
E— 0.061(-0.046,0.17)




Supplementary Material 4 (C) e. Heterogeneity for PE/DVT rates after TKA in intra-articular and
intravenous (g or mg/kg) administrations of TXA and EACA.



Study "2
1.0gTXA IA vs 0.5gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
2.0gTXA 1A vs 0.5gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
3.0gTXA IA vs 0.5gTXA IA

38

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
Placebo vs 0.5gTXA IA

14

36

Pooled (pair-wise) 19.9%

Indirect (back-calculated)
Pooled (network) 53.2%

Study "2
Placebo vs 1.5gTXA IA

15

23

24

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Paooled (network) 0.0%
3.0gTXA IA vs 2.0gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 2.0gTXA IA

8

34

36

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Hazard Ratio (95% Crl)

0.38 (0.053, 2.7)

0.38 (0.048, 3.0)

*+ 1.0(0.22,4.5)

0.72(0.22, 2.5)

0.38 (0.054, 2.7)

0.39(0.046, 3.1)

2 0.97(0.20,4.7)

0.70(0.20, 2.5)

0.38 (0.054, 2.7)

0.39(0.047, 3.1)

» 1.0(0.24, 4.4)

0.74(0.23, 2.5)

1.6(0.32,8.1)

0.38(0.053,2.7)

0.88 (0.23, 3.3)

NA
0.49 (0.18, 1.4)

Hazard Ratio (95% Crl)

0.45(0.069,2.9)

0.38 (0.021,6.9)

0.61(0.039,9.4)

0.56(0.14, 2)
NA

Study "2
2.0gTXA 1A vs 20gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
3.0gTXA 1A vs 1.0gTXA IA

36

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
4,0gEACAIA vs 1.0gTXA IA
39

Pooled (pair-wise)

05

0.57 (0.14, 1.9)

0.99(0.043, 23)

1.0 (0.043, 29))
1.1(0.29, 4.0)
1.1(0.32,3.7)

0.38 (0.021,7.0)
0.56 (0.12, 2.6)
0.98 (0.044, 22))
0.60 (0.16, 2.0)
NA

0.71(0.27, 1.9)

Hazard Ratio (95% Crl)

1.0 (0.042, 25)
1.1(0.037, 25)
> 0.95(0.25,3.6)
0.97(0.28,33)

1.0 (0.043, 23)
1.1(0.038, 26))

= 1.0(0.28,3.7)
1.0 (0.32, 3.5)

0.39 (0.022, 7.0)
0.4 (0.014, 6.3)
NA

0.44 (0.016, 5.8)

0.38 (0.021, 7.1)
0.39(0.021,7.2)
0.39(0.022,72)
0.38 (0,021, 7.)
1.0 (0.044, 23)
0.55 (0.16,1.8)

NA

| 0.69(027,18)

0.5 1 2

Hazard Ratio (95% Crl)

0.39(0.021,7.3)

0.40 (0.022, 7.2)

0.42(0.024, 7.5)

0.38 (0.021, 7.)

1.0(0.043,23)

0.55 (0.16, 1.7)
NA

0.67 (0.27,1.7)

Indirect (back-calculated)
Pooled (network)
Placebo vs 1.0gTXA IA
16
17
20
27
36
Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Study "2

Placebo vs 3.0gTXA IA

9

26

28

29

36

Pooled (pair-wise) 0.0%

Indirect (back-calculated)

Pooled (network) 0.0%

Placebo vs 5,0gEACA IA

43

0.76(0.041, 14)

Pooled (pair-wise)
Indirect (back-calculated)

0.88 (0.034, 12)
NA

Pooled (network)

0.86 (0.035, 11))

0.5




Study "2
Placebo vs 100gEACAIV
44

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

20gTXA IV vs 1.0gTXA IV
13

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 1.0gTXA IV

13

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
20gTXA IV vs 14.0gEACAIV
21

Pooled (pair-wise)

Indirect (back-calculated)
Pooled {network)

Study 12
15mg/kg TXA IV vs 10mg/kg TXA IV
31

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
20mg/kg TXA IV vs 10mg/kg TXA IV
9

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
30mg/kg TXA IV vs 10mg/kg TXA IV
9

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 10mg/kg TXA IV
9

3

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

Hazard Ratio (95% Crl)

0.56 (0.076, 4.1)
0.56 (0.049, 5.1)
NA

0.57 (0.050,5.1)

0.85(0.14, 5)
0.85(0.10,7.1)

+ 1.0(0.14,7.3)

o
e
—

0.2

0.94 (0.22, 3.9)

1.2(0.31,4.9)
0.38 (0.020, 7.3)
0.38 (0.020, 7.1)
0.40 (0.021, 7.6)
26(052, 13)
1.1(0.36, 2.8)
NA

1.0 (0.36, 2.6)

0.41 (0.062,2.7)
0.45 (0.041, 3.5)
NA

0.44 (0.037, 3.6)

Study "2
Placebo vs 1.5gTXA IV

15

24

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
5.0gEACA IV vs 2.0gTXA IV
33

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network)

Placebo vs 2.0gTXA IV

13

16

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%
Placebo vs 6.0gTXA IV

35

Pooled (pair-wise)

Indirect (back-calculated)

0.5

Hazard Ratio (95% Crl)

0.84 (0.30, 2.4)
0.85(0.19, 3.6)

= 0.99(0.31,3.2)

0.93 (0.37,2.3)

0.20(0.0054,7.2)
0.21(0.0050, 10.)

> 1.0(0.24, 4.4)
0.84(0.21,32)

0.39 (0.010, 15.)
0.41(0.010, 17
1.3(0.35, 4.7)
1.1(0.32,3.7)

0.39(0.010, 15)
12(0.50, 3)

1.1 (0.2, 3.7)
NA

- 085(0.33, 2)

Pooled (network)

Study "2
20mg/kg TXAIV vs 150mg/kg EACA IV
3

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network)

Placebo vs 150mg/kg EACA\IV
3

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network)

30mg/kg TXA IV vs 15mg/kg TXA IV
38

Pooled (pair-wise)

Indirect (back-calculated)

Pooled (network) 0.0%
Placebo vs 15mg/kg TXA IV

4

3

38

40

Pooled (pair-wise) 0.0%
Indirect (back-calculated)

Pooled (network) 0.0%

Hazard Ratio (95% CH)

1.0(0.11,9.5)

0.84 (0.044, 16.)

1.0(0.16, 6.
NA

)

1.0 (0.15, 6.4)

0.23(0.014,3.7)

0.27 (0.0082, 3.6)
NA

0.27 (0.0085, 3.4)

1.5(0.37,5.7)

0.38 (0.020, 7.2)

1.0(0.23,4.5)
NA

1.1(0.27,4.0)

0.37 (0.019,7.3)

0.43(0.012, 6.9)
NA

0.41(0.012, 6.8)

02

Hazard Ratio (95% Crl)

0.36 (0.013,10))
0.38 (0,012, 12))
NA

0.35 (0.030, 3.6)

0.21 (0.0081, 5.6)
0.21(0.0070, 5.8)
NA

0.35(0.032, 3.4)

0.97 (0.17,5.5)
1.0(0.13,72)

= 1.3(0.37,4.8)

1.2 (0.40, 3.5)

0.43 (0.024, 8)
1.4 (0.55,3.8)
0.73(0.097, 5.5)
0.44 (0.075, 2.6)
0.91(0.34,2.2)
NA

. 0.91(0.42,1.8)



Study 12
30mg/kg TXA IV vs 20mg/kg TXA IV

9

Pooled (pair-wise)

Indirect (back-calculated)
Pooled (network) 0.0%

Placebo vs 20mg/kg TXA IV

3

Q

26

35

Pooled (pair-wise) 0.0%
Indirect (pack-calculated)
Pooled (network) 0.0%

Placebo vs 30mg/kg TXA IV

Pooled (pair-wise) 0.0%
Indirect (back-calculated)
Pooled (network) 0.0%

1]

/e

A

Y

I

WO

i

M

0.5

Hazard Ratio (95% Crl)

2. (0.0060, 6.5e+02)
1.8 (0.0061, 6.8e+02)
13(0.31,5.6)
1.4(0.33,5.5)

0.59 (0.0035, 99.)
2.(0.0064, 6.1e+02)
0.38 (0.021, 6.9)
0.99 (0.18, 5.6)
0.81(0.18, 3.4)

NA

1.0 (0.33,3.1)

1.0 (0.0029, 3.5e+02)
0.39(0.021,7.1)
0.39 (0.028, 5.3)
0.76 (0.10, 5.7)

0.63 (0.15, 2.3)

NA

0.74(0.28, 2



Study P.value Mean Difference (95% Crl)

2.0gTXAIA vs 1.0gTXAIA

direct — T -0.042 (-0.23,0.15)

indirect 0.211625 S a— -0.20 (-0.38, -0.020)

network —— -0.12 (-0.24, 0.0044)

3.0gTXAIA vs 1.0gTXAIA

direct —— -0.017 (-0.20, 0.16)

indirect 0.71515 — -0.057 (-0.21,0.11)

network —&T -0.044 (-0.15, 0.063)

3.0gTXAIA vs 1.5gTXAIA

direct —— 0,088 (-0.31,0.13)

indirect 0.4691 — 0.026 (-0.23,0.28)

network — -0.033(-0.18,0.12)

3.0gTXAIAvs 2.0gTXA IA

direct — 0.028 (-0.15, 0.20)

indirect 0.35285 ——=%—— (0.15(-0.045,0.34)

network [ — | 0.074(-0.049,0.20)

04 0 04
Study P-value Mean Difference (95% Crl)
30mg/kg TXA IV vs 15mg/kg TXA IV
direct —S -0.051 (-0.50, 0.40)
indirect 0315 — -0.25(-0.82, 0.28)
network — -0.089 (-0.33,0.074)
30mg/kg TXA IV vs 20mg/kg TXA IV
direct —T -0.13(-0.55,0.28)
indirect 0.3094 — @ 0.044(-0.50,0.61)
network | —r— | -0.050 (-0.27,0.15)
09 0 0.7

Study P-value Mean Difference (95% Crl)

20gTXA IVvs 1.0gTXA IV

direct -0.33(-0.76, 0.096)

indirect 0964825 % -0.32(-0.72,0.084)

network ‘ ——— | 0.33(-0.53,-0.12)
-0.8 001

Supplementary Material 4 (D) a. Node-Splitting Method for total blood loss after TKA
in intra-articular and intravenous (g or mg/kg) administrations of TXA and EACA.



Study P-value
2.0gTXAIAvs 1.0gTXA IA

direct

indirect 0.186375
network

3.0gTXAIAvs 1.0gTXA IA
direct

indirect 0.433625
network
3.0gTXAlAvs 2.0gTXAIA

direct
indirect 0.73275
network

Supplementary Material 4 (D) b. Node-Splitting Method for HB drop after TKA
In intra-articular and intravenous (g or mg/kg) administrations of TXA and EACA.

Mean Difference (95% Crl)

-0.20 (-0.68, 0.28)

0.30(-0.33, 0.88)
0.019(-0.34, 0.38)

-0.097 (-0.58, 0.39)

0.23 (-0.49, 0.97)
0.077 (-0.30, 0.45)

0.10 (-0.44, 0.63)

-0.073 (-0.98, 0.84)
0.055 (-0.35, 0.46)

Study P-value
1.0gTXA IV vs 10.0gEACA IV
direct

indirect 0.889225
network

Mean Difference (95% Crl)

—— -0.20(-0.87, 0.49)

-0.24 (1.0, 0.58)
I -0.22 (-0.53,0.072)

0

06



Study Pvalue Odds Ratio (95% Crl)

1.0gTXA 1A vs 0.5gTXA IA

direct 12(0.22,7.1)

inairecL 0648025 fg Eggg | ;5)_) Study P-value Odds Ratio (95% Crl)

networ 6(0.50, 5.

2.0gTXA IA vs 05gTXA IA 10.0gEACA IV vs 1.0gTXAIV

::L?gct 044075 éiéo(bzg’sgss? 6) direct © 0.70(0.059,8.8)

network ’ 0.95(0.27, 3.4) indirect 0.692525 < 0.42(0.023,39)

3.0gTXA 1A vs 0.5gTXA IA network S A 0.58 (0.10, 2.5)

direct 0.99(0.17,5.9) I I

indirect 0.609025 1.9(0.28, 14) 0.02 1 9

network 13(0.39,4.5)

2.0gTXA IAvs 1.0gTXA IA

direct 1.0(0.22,4.6)

indirect 02353 0.23(0.024, 1.6)

network 0.60(0.17,2.0) Study P-value Odds Ratio (95% Cr

3.0gTXA lIAvs 1.0gTXA IA

direct 0.80 (0.14, 4.6) 15mg/kg TXA IV vs 10mg/kg TXA IV

ook o 084(025 27) direct . 0.87 (0.094,7.8)

3.0gTXA 1A vs 20gTXA IA indirect 0.9679 4 0.92 (0.068, 10.)

icllf::i?rce:ct 0.2305 —— gfgio@d;?' ff)’ network — 0.91(0.28,2.8)

network , 14(0.38, 5) 20mg/kg TXA IV vs 10mg/kg TXA IV

002 %0 direct — e 0.66 (0.094, 4.6)
indirect 0.4978 —_——T 0.29(0.031,2.9)
network —T 0.48 (0.14, 1.6)
30mg/kg TXA IV vs 10mg/kg TXA IV
direct —— 0.43(0.050, 3.3)
indirect 0.52505 —— 0.18 (0.026, 1.8)
network —— 0.25(0.073,1.1)
30mg/kg TXA IV vs 15mg/kg TXA IV
direct & 0.99(0.019,59)
indirect 0473025 —— 0.24 (0.063, 1.1)
network —e— 0.28 (0.085, 1.2)
30mg/kg TXA IV vs 20mg/kg TXA IV
direct — e 0.68(0.12, 3.4)
indirect 0.9299 —sT 0.61(0.11,4.0)
network | — 1 0.52(0.16, 2.2)
0.01 1 60

Supplementary Material 4 (D) c. Node-Splitting Method for transfusion rates after TKA in intra-
articular and intravenous (g or mg/kg) administrations of TXA and EACA.



Mean Difference (95% Crl)

-0.15 (-0.77, 0.47)

b o

-0.19(-1.1,0.68)

Study P-value
2.0gTXAIVvs 1.0gTXA IV
Study P-value Mean Difference (95% Crl) :
1.0gTXA IA vs 05gTXA IA _d]red
direct —e— -0.026 (-0.26, 0.20) indirect 0.886225
indirect 0220525 ~ ————"— 022 (-0.53,0.10)
network —et 10,068 (:0.22, 0.049) network
3.0gTXA lAvs 05gTXA IA |
direct ——a——  .0.027(-0.29,0.23) 2
indirect 0321325 ————e—+— -0.20 (-0.60, 0.19)
network —e -0.053 (-:0.21, 0.069)
3.0gTXA IA vs 1.0gTXA IA
direct ——4——  .0.00064 (-0.25, 0.25)
indirect 0.861825 ——F———  0.016(-0.29,0.33)
network | —— | 0014(011,0414)
06 0 0.4
Study P-value Mean Difference (95% Crl)
15mg/kg TXA IV vs 10mg/kg TXA IV
direct —a— -0.0053 (-0.28,0.27)
indirect 0.812975 ———s———  0.039(-0.41,0.33)
network —a— -0.015(-0.15,0.12)
20mg/kg TXA IV vs 10mg/kg TXA IV
direct —— -0.081 (-0.30, 0.14)
indirect 0.397075 —— -0.19(-050, 0.12)
network et -0.10 (-0.25, 0.028)
30ma/kg TXA IV vs 10ma/kg TXA IV
direct — -0.13 (-0.37, 0.10)
indirect 0.511725 —— -0.050 (-0.37, 0.27) .
network — ] 011025, 0.036) Supplementary Material 4 (D) d.
30mg/kg TXA IV vs 20mg/kg TXA IV
direct —e— -0.051 (-0.24, 0.13)
indirect 0.14435 ————  0.14(-0.13,0.41) .o .
network | —4—  -00051(0:14,015) mg/kg) administrations of TXA and EACA.

0.6

0

0.5

-0.17(047,0.14)

0.7

Node-Splitting Method for
drainage volume after TKA in intra-articular and intravenous (g or



Study P-value Odds Ratio (95% Crl)
1.0gTXA IAvs 0.5gTXA IA
direct — 1 0.43(0.074,2.2) :
indirect  0.2467 —f——— 26(022,39) Study P-value Odds Ratio (95% Crl)
network e 0.68 (0.16, 2.5)
20gTXA IAvs 059TXA IA 20gTXAIVvs 1.0gTXA IV
direct e b 0.45 (0,079, 2.1) ] X
indrect 018035 — - 33(028,55) &
network —e— 0.74(0.19,2.8) _dlreCt 1 0 (01 3’ 8)
3.0gTXA 1A vs 059 TXA IA indirect 0.761075 & 1.8(0.032,92)
direct — 0.45 (0.075, 2.1
indrect 0233075 R I 5 network —F 1.2(0.23,54)
network —— 068 (0.17,25) [ |
2.0gTXA IAvs 1.0gTXA IA
direct — 0.98(0.15,6.7) 0.03 1 100
indirect 087135 —_—— 1.3(0.16, 11)
network —— 1.1(0.29,4.3)
3.0gTXA IAvs 1.0gTXA IA
direct — 0.98(0.14,7.2)
indrect 09668 —_— 0.94(0.11.8.4)
network —— 0.99(0.26, 4)
3.0gTXA l1Avs 20gTXA IA
direct —d4 0.96(0.15,6.7)
indrect 089025 ~ ———e—— 0.79(0.073,6.6)
network — 1090(023,35)
0.07 1 60
Study P.value Mean Difference (95% Crl)
15mg/kg TXA IV vs 10mg/kg TXA IV
direct —4——  0.0053(0.28,027)
indirect 0.812975 —————  0.039(:0.4%,033)
network —— -0.015(-0.15,0.12)
20mg/kg TXA IV vs 10mg/kg TXA IV
direct —e— 10.081(-0.30,0.14)
indirect 0.397075 e -0.19 (:0.50, 0.12) . o
netwark et -0.10 (-0.25, 0.028) _
T TXAN ve fomg/kg TXAN Supplementary Material 4 (D) e. Node-Splitting Method for
di —— -0.13(-0.37,0.10 ! h h h
indrect 0511725 T ecosnoan PE/DVT rates after TKA in intra-articular and intravenous (g or
network —— 0.1 (-0.25,0.036) .. ,
30mg/kg TKAIV vs 20mo/kg TXAIV mg/kg) administrations of TXA and EACA.
direct e 0.051(-0.24,0.13)
indirect 0.14435 ————  014(:013,041)
network ‘ —4— | -0.0051 (-0.14, 0.15)
06 0 05



