Additional Files
Additional file 1: Fig. S1 Forest plot of PTA at different time points with the combination therapy compared with traditional therapy. Compared with the traditional therapy group, PTA in the combination therapy group was significantly higher at 12, 24, 36, and 48 weeks (P<0.05). No significant heterogeneity was observed, and a fixed-effects model was used for statistical analysis. In the plane rectangular coordinate system, the forest plot takes a vertical invalid line (scale of abscissa is 0) as the center, describes the effect quantity and 95% CI of each study by using multiple line segments parallel to the horizontal axis, and describes the effect quantity and confidence interval of multiple studies by using a diamond. PTA, prothrombin time activity; CI, confidence interval; WMD, weighted mean difference.
[bookmark: OLE_LINK191][bookmark: OLE_LINK190][bookmark: OLE_LINK390][bookmark: OLE_LINK391][bookmark: OLE_LINK290][bookmark: OLE_LINK291]Additional file 2: Fig. S2 Forest plot of PT at different time points with the combination therapy compared with traditional therapy. Compared with the traditional therapy group, PT in the combination therapy group was nonsignificantly lower at 1 week (P>0.05), significantly lower at 2, 4, 12, 24, and 48 weeks (P<0.05). Since significant heterogeneity was observed in one group (I2=87%), a random-effects model was used. In the plane rectangular coordinate system, the forest plot takes a vertical invalid line (scale of abscissa is 0) as the center, describes the effect quantity and 95% CI of each study by using multiple line segments parallel to the horizontal axis, and describes the effect quantity and confidence interval of multiple studies by using a diamond. PT, prothrombin time; CI, confidence interval. WMD, weighted mean difference.
[bookmark: OLE_LINK294][bookmark: OLE_LINK295][bookmark: OLE_LINK302][bookmark: OLE_LINK303][bookmark: OLE_LINK298][bookmark: OLE_LINK299][bookmark: OLE_LINK300][bookmark: OLE_LINK301][bookmark: OLE_LINK306][bookmark: OLE_LINK307][bookmark: OLE_LINK304][bookmark: OLE_LINK305]Additional file 3: Fig. S3 Forest plot of the subgroup analysis of the 6-month clinical performance according to the number of stem cell injection cycles. (A) TBIL; (B) ALB; (C) ALT. The level of TBIL, and ALB in patients who received single-injection of stem cells were significantly different as compared to those in the patients who received two-injections of stem cells (P<0.05), nonsignificantly difference for the level of ALT (P>0.05). No significant heterogeneity was observed, and a fixed-effects model was used for statistical analysis. In the plane rectangular coordinate system, the forest plot takes a vertical invalid line (scale of abscissa is 0) as the center, describes the effect quantity and 95% CI of each study by using multiple line segments parallel to the horizontal axis, and describes the effect quantity and confidence interval of multiple studies by using a diamond. TBIL, total bilirubin; ALB, albumin; ALT, alanine aminotransferase; CI, confidence interval; SMD, standardized mean difference.
[bookmark: OLE_LINK192][bookmark: OLE_LINK193][bookmark: OLE_LINK392][bookmark: OLE_LINK393]Additional file 4: Fig. S4 Forest plot of the subgroup analysis of the 6-month clinical performance according to the number of stem cell injection cycles. (A) AST; (B) CTP; (C) MELD. The level of CTP, and MELD in patients who received single-injection of stem cells were significantly different as compared to those in the patients who received two-injections of stem cells (P<0.05), nonsignificantly difference for the level of AST (P>0.05). Since no significant heterogeneity was observed in the figure A and B, a fixed-effect model was used. However, significant heterogeneity was observed in figure C (I2=85%), therefore, a random-effects model was used. In the plane rectangular coordinate system, the forest plot takes a vertical invalid line (scale of abscissa is 0) as the center, describes the effect quantity and 95% CI of each study by using multiple line segments parallel to the horizontal axis, and describes the effect quantity and confidence interval of multiple studies by using a diamond. AST, aspartate aminotransferase; CTP, Child-Pugh score; MELD, Model for end-stage liver disease; CI, confidence interval; SMD, standardized mean difference.
[bookmark: OLE_LINK308][bookmark: OLE_LINK309]Additional file 5: Fig. S5 Forest plot of the subgroup analysis of the 6-month clinical performance according to the species of adult stem cells. (A) TBIL; (B) ALB. The level of TBIL decreased considerably in the studies transplanting MNCs (P<0.05), nonsignificantly different in the studies transplanting CD34+APBSC or ABMMSC (P>0.05). In addition, the level of ALB in patients who received CD34+APBSC or MNCs were significantly different (P<0.05), nonsignificantly different in patients who received ABMMSC (P>0.05). No significant heterogeneity was observed, and a fixed-effects model was used for statistical analysis. In the plane rectangular coordinate system, the forest plot takes a vertical invalid line (scale of abscissa is 0) as the center, describes the effect quantity and 95% CI of each study by using multiple line segments parallel to the horizontal axis, and describes the effect quantity and confidence interval of multiple studies by using a diamond. TBIL, total bilirubin; ALB, albumin; CI, confidence interval; SMD, standardized mean difference.
[bookmark: OLE_LINK197][bookmark: OLE_LINK196][bookmark: OLE_LINK195][bookmark: OLE_LINK194][bookmark: OLE_LINK310][bookmark: OLE_LINK311]Additional file 6: Fig. S6 Forest plot of subgroup analysis. (A) Subgroup analysis of the use of G-CSF in terms of TBIL at twelve weeks. (B) Subgroup analysis of the use of G-CSF in terms of TBIL at twenty-four weeks. (C) Subgroup analysis of the use of G-CSF in terms of ALB at twelve weeks. (D) Subgroup analysis of the use of G-CSF in terms of ALB at twenty-four weeks. The level of TBIL at 12, and 24 weeks in patients who received G-CSF mobilized stem cells were nonsignificantly different (P>0.05). The rest of the subgroups were significantly different (P<0.05). No significant heterogeneity was observed, and a fixed-effects model was used for statistical analysis. In the plane rectangular coordinate system, the forest plot takes a vertical invalid line (scale of abscissa is 0) as the center, describes the effect quantity and 95% CI of each study by using multiple line segments parallel to the horizontal axis, and describes the effect quantity and confidence interval of multiple studies by using a diamond. TBIL, total bilirubin; ALB, albumin; G-CSF, granulocyte colony-stimulating factor; CI, confidence interval; SMD, standardized mean difference.
[bookmark: OLE_LINK314][bookmark: OLE_LINK315][bookmark: OLE_LINK312][bookmark: OLE_LINK313]Additional file 7: Fig. S7 Forest plot of subgroup analysis. (A) Subgroup analysis of the use of G-CSF in terms of ALT at twelve weeks. (B) Subgroup analysis of the use of G-CSF in terms of ALT at twenty-four weeks. (C) Subgroup analysis of the use of G-CSF in terms of AST at twenty-four weeks. The level of ALT at 12 weeks in patients who received stem cells collected directly were significantly different (P<0.05). The rest of the subgroups were nonsignificantly different (P>0.05). No significant heterogeneity was observed in the figure B, and C, therefore, a fixed-effect model was used. Since significant heterogeneity was observed in figure A (I2=89%), a random-effects model rather was used. In the plane rectangular coordinate system, the forest plot takes a vertical invalid line (scale of abscissa is 0) as the center, describes the effect quantity and 95% CI of each study by using multiple line segments parallel to the horizontal axis, and describes the effect quantity and confidence interval of multiple studies by using a diamond. ALT: alanine aminotransferase; AST: aspartate aminotransferase; G-CSF, granulocyte colony-stimulating factor; CI, confidence interval; SMD, standardized mean difference.

Fig.S1
[image: ]


Fig.S2
[image: ]






Fig.S3
[image: ]












Fig.S4
[image: ]














Fig.S5
[image: ]



















Fig.S6
[image: ]






Fig.S7
[image: ]
image7.emf
A.

The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, d 95% ClI v, d 95% CI
4.5.1 G-CSF
Al Tayeb et al 2015 35.333 14.334 10 70 20.137 10 17.3% -1.90[-3.00, -0.80] —_—
Cai et al 2015 38.39 22.31 23 38.29 15.6 28  29.5% 0.01 [-0.55, 0.56] —
Subtotal (95% CI) 33 38 46.9% -0.89[-2.75,0.98] e ——
Heterogeneity: Tau? = 1.62; Chi® = 9.27, df = 1 (P = 0.002); I = 89%
Test for overall effect: Z = 0.93 (P = 0.35)
4.5.2 non-G-CSF
Fang et al 2018 32.06 16.1 50 37.97 20.06 53  33.6% -0.32[-0.71, 0.07] —
Peng et al 2011 32.83 9.91 6 42.87 14.68 15 19.6% -0.71[-1.69, 0.27] —
Subtotal (95% CI) 56 68 53.1% -0.37[-0.74,-0.01] i
Heterogeneity: Tau? = 0.00; Chi? = 0.52, df = 1 (P = 0.47); I> = 0%
Test for overall effect: Z = 2.03 (P = 0.04)
Total (95% CI) 89 106 100.0% -0.57 [-1.19, 0.04] —
Heterogeneity: Tau? = 0.25; Chi? = 9.79, df = 3 (P = 0.02); I> = 69% ) + + +

Test for overall effect: Z = 1.84 (P = 0.07)
Test for subgroup differences: Chi? = 0.28, df = 1 (P = 0.60), I> = 0%

B.

- -1 1 2
Favours [The combination therapy] Favours [Traditional therapy]

The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.6.1 G-CSF
Al Tayeb et al 2015 48.667 37.882 10  59.6 21.801 10 8.5% -0.34 [-1.22, 0.55]
Cai et al 2015 37.52 24.26 23 38.29 13.98 28 21.7% -0.04 [-0.59, 0.51] ——
Subtotal (95% CI) 33 38 30.2% -0.12 [-0.59, 0.34] e

Heterogeneity: Chi? = 0.32, df = 1 (P = 0.57); I* = 0%
Test for overall effect: Z = 0.52 (P = 0.61)

4.6.2 non-G-CSF

Fang et al 2018 31.11 11.6 50 36.15 28.65 53  44.0% -0.23 [-0.61, 0.16] —
Peng et al 2011 32.5 6.78 6 36.13 10.2 15 7.3%  -0.37[-1.32,0.58]
Suk et al 2016 23.5 11.432 34 27 17 16 18.6%  -0.26 [-0.85, 0.34] —_— ]
Subtotal (95% Cl) 920 84 69.8% -0.25[-0.56, 0.06] el
Heterogeneity: Chi? = 0.08, df = 2 (P = 0.96); I> = 0%
Test for overall effect: Z = 1.59 (P = 0.11)
Total (95% CI) 123 122 100.0% -0.21[-0.47, 0.05] . B
Heterogeneity: Chi? = 0.59, df = 4 (P = 0.96); I* = 0% + + + +
Test f Il effect: Z = 1.61 (P = 0.11) - 05 0 03 !
est for overall e ec.t. - P Favours [The combination therapy] Favours [Traditional therapy]
Test for subgroup differences: Chi2 = 0.20, df = 1 (P = 0.66), 1> = 0%
C .
The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
4.7.1 G-CSF
Al Tayeb et al 2015 78.167  35.645 10 82.4 23.093 10 9.3%  -0.13[-1.01, 0.74]
Cai et al 2015 66.7  74.06 23 67.75 28.6 28 23.5%  -0.02[-0.57,0.53] . E—
Subtotal (95% CI) 33 38 32.7% -0.05[-0.52, 0.42] —ecostiIRNNS—-—
Heterogeneity: Chi? = 0.05, df = 1 (P = 0.83); I> = 0%
Test for overall effect: Z = 0.22 (P = 0.83)
4.7.2 non-G-CSF
Fang et al 2018 33.57 10.39 50 389 17.57 53  47.0% -0.36 [-0.75, 0.03] —
Suk et al 2016 415  24.423 34 42 19 16 20.2%  -0.02 [-0.62, 0.57] —
Subtotal (95% Cl) 84 69 67.3% -0.26 [-0.59, 0.06] et
Heterogeneity: Chi? = 0.89, df = 1 (P = 0.34); I> = 0%
Test for overall effect: Z = 1.57 (P = 0.12)
Total (95% CI) 117 107 100.0% -0.19 [-0.46, 0.07] el
Heterogeneity: Chi? = 1.46, df = 3 (P = 0.69); I* = 0% _'1 _0' S 0'5 i

Test for overall effect: Z = 1.41 (P = 0.16)

- > 5 Favours [The combination therapy] Favours [Traditional therapy]
Test for subgroup differences: Chi’ = 0.52, df = 1 (P = 0.47), I> = 0%
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The combination therapy

Traditional therapy

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI

1.7.1 PTA at 12 weeks

Bai et al 2014 84.3 14.3 32 744 17.8 15 2.0% 9.90[-0.38, 20.18]

Cai et al 2015 53 9 23 48 8 28 9.5% 5.00 [0.28, 9.72]

Deng et al 2015 53.39 9.2 33 48.09 10.87 35 9.3% 5.30[0.52, 10.08] —_—
Subtotal (95% CI) 88 78 20.8% 5.61[2.41, 8.80] i
Heterogeneity: Chi? = 0.75, df = 2 (P = 0.69); I> = 0%

Test for overall effect: Z = 3.44 (P = 0.0006)

1.7.2 PTA at 24 weeks

Bai et al 2014 87.2 13.3 32 759 182 15 2.0% 11.30[1.00, 21.60]

Cai et al 2015 56 9 23 48 7 28 10.5% 8.00 [3.50, 12.50] I —
Deng et al 2015 55.58 9.53 33 4829 10.78 35 9.1% 7.29[2.46, 12.12] _—
Subtotal (95% CI) 88 78 21.6% 8.01[4.87,11.14] et
Heterogeneity: Chi? = 0.48, df = 2 (P = 0.79); 1> = 0%

Test for overall effect: Z = 5.00 (P < 0.00001)

1.7.3 PTA at 36 weeks

Cai et al 2015 57 7 23 52 7 28 14.3% 5.00 [1.14, 8.86] —_—
Deng et al 2015 57.39 7.44 33 50.34 7.91 35 16.0% 7.05 [3.40, 10.70] e —
Subtotal (95% Cl) 56 63 30.2%  6.08 [3.43, 8.73] il
Heterogeneity: Chi? = 0.57, df = 1 (P = 0.45); 1> = 0%

Test for overall effect: Z = 4.50 (P < 0.00001)

1.7.4 PTA at 48 weeks

Bai et al 2014 86.9 13.5 32 77.4 182 15 2.0% 9.50[-0.83, 19.83]

Cai et al 2015 58 8 23 53 8 28 10.9% 5.00 [0.59, 9.41] L —
Deng et al 2015 58.15 8.11 33 50.09 8.01 35 14.5% 8.06 [4.23,11.89] —_—
Subtotal (95% CI) 88 78 27.4%  6.94 [4.16, 9.73] il
Heterogeneity: Chi? = 1.31, df = 2 (P = 0.52); I> = 0%

Test for overall effect: Z = 4.88 (P < 0.00001)

Total (95% CI) 320 297 100.0% 6.63 [5.18, 8.09] 0

Heterogeneity: Chi? = 4.45, df = 10 (P = 0.92); I = 0%

Test for overall effect: Z = 8.92 (P < 0.00001)

Test for subgroup differences: Chi? = 1.35, df = 3 (P = 0.72), I> = 0%
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The combination therapy Traditional therapy

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.8.1 PT at 1 week

Bai et al 2014 16.8 2.5 32 16.2 2.8 15 6.0% 0.60 [-1.06, 2.26] I—
Peng et al 2011 22.07 4.32 53 22.56 4.55 105 6.6% -0.49 [-1.94, 0.96] e
Subtotal (95% CI) 85 120 12.5% -0.02 [-1.11, 1.08] il
Heterogeneity: Tau? = 0.00; Chi? = 0.94, df = 1 (P = 0.33); I = 0%

Test for overall effect: Z = 0.03 (P = 0.97)

1.8.2 PT at 2 weeks

Fang et al 2018 20.18 2.45 50 21.6 2.15 53 8.3% -1.42[-2.31,-0.53] e

Peng et al 2011 20.54 4.97 53 22.2 5.45 105 5.9% -1.66 [-3.36, 0.04] - ]
Subtotal (95% CI) 103 158 14.1% -1.47 [-2.26, -0.68] i
Heterogeneity: Tau? = 0.00; Chi? = 0.06, df = 1 (P = 0.81); I = 0%

Test for overall effect: Z = 3.65 (P = 0.0003)

1.8.3 PT at 4 weeks

Bai et al 2014 15.5 2.5 32 16.3 2.8 15 6.0% -0.80 [-2.46, 0.86] e E—
Fang et al 2018 18.08 1.78 50 19.71 2.6 53 8.4% -1.63[-2.49,-0.77] I —

Liu et al 2014 19 2.2 40 23.4 2.1 37 8.1% -4.40 [-5.36, -3.44] e —

Peng et al 2011 17.85 5.67 53 19.86 6.37 105 5.2% -2.01[-3.96, -0.06] e —
Subtotal (95% CI) 175 210 27.6% -2.27 [-4.00, -0.55] et
Heterogeneity: Tau? = 2.61; Chi? = 23.24, df = 3 (P < 0.0001); I> = 87%

Test for overall effect: Z = 2.58 (P = 0.010)

1.8.4 PT at 12 weeks

Bai et al 2014 14.4 2.3 32 15.9 2.8 15 6.1% -1.50[-3.13,0.13] e
Fang et al 2018 15.84 1.72 50 18.59 1.69 53 8.9% -2.75[-3.41,-2.09] E—

Peng et al 2011 14.82 2.53 6 19.25 3.66 15 3.6% -4.43[-7.17,-1.69]

Subtotal (95% Cl) 88 83 18.5% -2.62[-3.77, -1.48] .
Heterogeneity: Tau? = 0.49; Chi? = 3.63, df = 2 (P = 0.16); I = 45%

Test for overall effect: Z = 4.49 (P < 0.00001)

1.8.5 PT at 24 weeks

Bai et al 2014 13.9 2.1 32 157 29 15 6.0% -1.80[-3.44, -0.16] _—

Fang et al 2018 16.2 2.86 50 17.26 2.15 53 8.0% -1.06 [-2.04, -0.08] e —

Peng et al 2011 16.23 2.56 6 17.53 3.31 15 3.7% -1.30[-3.95, 1.35]

Subtotal (95% CI) 88 83 17.8% -1.26 [-2.06, -0.46] e
Heterogeneity: Tau? = 0.00; Chi? = 0.58, df = 2 (P = 0.75); I = 0%

Test for overall effect: Z = 3.08 (P = 0.002)

1.8.6 PT at 48 weeks

Bai et al 2014 14 2.1 32 15.5 2.9 15 6.0% -1.50[-3.14, 0.14] — T
Peng et al 2011 16.32 2.97 6 17.75 3.14 15 3.4% -1.43[-4.29, 1.43]

Subtotal (95% CI) 38 30  9.4% -1.48 [-2.90, -0.06] oot
Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 0.97); I = 0%

Test for overall effect: Z = 2.04 (P = 0.04)

Total (95% CI) 577 684 100.0% -1.73 [-2.38, -1.08] e
Heterogeneity: Tau? = 1.12; Chi? = 54.70, df = 15 (P < 0.00001); I> = 73% 754 752 2# j‘

Test for overall effect: Z = 5.22 (P < 0.00001)
Test for subgroup differences: Chi? = 11.66, df = 5 (P = 0.04), I = 57.1%

Favours [The combination therapy] Favours [Traditional therapythe combination therapy]
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A.

The combination therapy Traditional therapy

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI

2.1.1 one-time injection

Al Tayeb et al 2015 33 1.889 10 4.76 1.494 10 5.0% -0.82 [-1.74, 0.10]

Bai et al 2014 32.2 10.6 32 43 20.8 15 10.7% -0.73 [-1.36, -0.10]

Cai et al 2015 57.48 33.48 23 55.35 37.36 28  14.1% 0.06 [-0.49, 0.61] —
Deng et al 2015 53.31 36.93 33 55.89 36.07 35 18.9% -0.07 [-0.55, 0.41] —_— T

Peng et al 2011 22.17 4.62 6 25.7 10.54 15 4.7% -0.36 [-1.32, 0.59]

Suk et al 2016 1.6 1 17 1.9 1 16 9.1% -0.29 [-0.98, 0.39] e E—

Subtotal (95% CI) 121 119 62.5% -0.27[-0.53,-0.01] el

Heterogeneity: Chi? = 5.49, df = 5 (P = 0.36); I> = 9%

Test for overall effect: Z = 2.01 (P = 0.04)

2.1.2 two-time injection

Fang et al 2018 25.92 11.16 50 30.23 15.23 53 28.3% -0.32[-0.71, 0.07] I —

Suk et al 2016 2.2 1.8 17 1.9 1 16 9.1% 0.20 [-0.49, 0.88] T
Subtotal (95% CI) 67 69 37.5% -0.19[-0.53,0.15] et
Heterogeneity: Chi? = 1.66, df = 1 (P = 0.20); I> = 40%

Test for overall effect: Z = 1.12 (P = 0.26)

Total (95% Cl) 188 188 100.0% -0.24 [-0.45, -0.03] -~

Heterogeneity: Chi2 = 7.27, df = 7 (P = 0.40); 12 = 4% " 3 ) H

Test for overall effect: Z = 2.28 (P = 0.02)
Test for subgroup differences: Chi* = 0.12, df = 1 (P = 0.73), I = 0%

The combination therapy Traditional therapy

Std. Mean Difference

. 0.5
Favours [The combination therapy] Favours [Traditional therapy]

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl 1V, Fixed, 95% CI
2.2.1 one-time injection
Al Tayeb et al 2015 2.467 0.388 10 2.18 0.39 10 5.4% 0.71[-0.20, 1.62]
Bai et al 2014 33.9 3.5 32 304 33 15 10.6% 1.00 [0.35, 1.65] _—
Cai et al 2015 33.29 5.5 23 2846 3.88 28 12.8% 1.02 [0.43, 1.61] —_—
Deng et al 2015 32.82 5.1 33 29.16 6.13 35 18.7% 0.64 [0.15, 1.13] _—
Peng et al 2011 36.93 2.43 6 3433 261 15 4.4%  0.97[-0.03, 1.98]
Suk et al 2016 3.8 0.6 17 35 07 16 9.3%  0.45([-0.24, 1.14] R
Subtotal (95% CI) 121 119 61.2% 0.78 [0.51, 1.05]
Heterogeneity: Chi? = 2.42, df = 5 (P = 0.79); I = 0%
Test for overall effect: Z = 5.69 (P < 0.00001)
2.2.2 two-time injection
Fang et al 2018 35.52 6.49 50 33.45 4.67 53  29.3% 0.37 [-0.02, 0.75] T
Suk et al 2016 3.6 0.7 17 3.5 0.7 16 9.5% 0.14 [-0.54, 0.82] R
Subtotal (95% CI) 67 69 38.8% 0.31[-0.03, 0.65] e
Heterogeneity: Chi? = 0.32, df = 1 (P = 0.57); I = 0%
Test for overall effect: Z = 1.79 (P = 0.07)
Total (95% CI) 188 188 100.0% 0.60 [0.39, 0.81] i
itv: ChiZ = _ _ T ' + ; N
Heterogeneity: Chi® = 7.32, df = 7 (P = 0.40); I° = 4% "y i ) o5 T

Test for overall effect: Z = 5.57 (P < 0.00001)
Test for subgroup differences: Chi? = 4.58, df = 1 (P = 0.03), I> = 78.2%

The combination therapy Traditional therapy

Std. Mean Difference

Favours [The combination therapy] Favours ['i'raditional therapy]

Std. Mean Difference

Study or Subgroup Mean sD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.3.1 one-time injection

Al Tayeb et al 2015 48.667 37.882 10 59.6 21.801 10 7.7% -0.34 [-1.22, 0.55] ——
Caietal 2015 37.52 24.26 23 38.29 13.98 28 19.8% -0.04 [-0.59, 0.51] . —
Peng et al 2011 32.5 6.78 6 36.13 10.2 15 6.6% -0.37[-1.32, 0.58] — ]

Suk et al 2016 24 10 17 27 17 16 12.9% -0.21[-0.90, 0.47] A
Subtotal (95% CI) 56 69 47.0% -0.18 [-0.54, 0.18] .
Heterogeneity: Chi? = 0.53, df = 3 (P = 0.91); I = 0%

Test for overall effect: Z = 1.00 (P = 0.32)

2.3.2 two-time injection

Fang et al 2018 31.11 11.6 50 36.15 28.65 53  40.1% -0.23[-0.61, 0.16] —

Suk et al 2016 23 13 17 27 17 16 12.8% -0.26 [-0.94, 0.43] N
Subtotal (95% CI) 67 69 53.0% -0.23[-0.57,0.10] i
Heterogeneity: Chi? = 0.01, df = 1 (P = 0.94); I> = 0%

Test for overall effect: Z = 1.36 (P = 0.17)

Total (95% CI) 123 138 100.0% -0.21 [-0.46, 0.04] -~
Heterogeneity: Chi? = 0.58, df = 5 (P = 0.99); I = 0% t t ) t t

Test for overall effect: Z = 1.67 (P = 0.09)
Test for subgroup differences: Chi? = 0.04, df = 1 (P = 0.84), I = 0%
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A.

The combination therapy

Traditional therapy

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.4.1 one-time injection

Al Tayeb et al 2015 78.167  35.645 10 82.4 23.093 10 8.4% -0.13 [-1.01, 0.74]

Cai etal 2015 66.7 74.06 23 67.75 28.6 28  21.3% -0.02 [-0.57, 0.53] —

Suk et al 2016 39 16 17 42 19 16 13.8% -0.17 [-0.85, 0.52] I
Subtotal (95% CI) 50 54 43.5% -0.09[-0.47, 0.30] -~
Heterogeneity: Chi? = 0.12, df = 2 (P = 0.94); I = 0%

Test for overall effect: Z = 0.45 (P = 0.65)

2.4.2 two-time injection

Fang et al 2018 33.57 10.39 50 389 17.57 53  42.6% -0.36 [-0.75, 0.03] —

Suk et al 2016 44 31 17 42 19 16 13.9% 0.08 [-0.61, 0.76] e e —
Subtotal (95% CI) 67 69 56.5% -0.26 [-0.59, 0.08] el
Heterogeneity: Chi* = 1.20, df = 1 (P = 0.27); I’ = 17%

Test for overall effect: Z = 1.48 (P = 0.14)

Total (95% CI) 117 123 100.0% -0.18 [-0.44, 0.07] -~
Heterogeneity: Chi? = 1.73, df = 4 (P = 0.79); 1> = 0% 3 " ) +

Test for overall effect: Z = 1.41 (P = 0.16)
Test for subgroup differences: Chi? = 0.41, df = 1 (P = 0.52), 12 = 0%

B.

The combination therapy

Traditional therapy

Mean Difference

Favours [The combination

therapy] Favours [Traditional therapy]

Mean Difference

C.

Study or Subgroup Mean sD Total Mean SD _Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
2.5.1 one-time injection
Al Tayeb et al 2015 10.833 1.169 10 12.6 2.302 10 7.5% -1.77[-3.37,-0.17]
Suk et al 2016 6.3 13 18 7.4 15 18 22.8% -1.10[-2.02,-0.18] —_—
Subtotal (95% CI) 28 28 30.2% -1.26 [-2.06, -0.47] et
Heterogeneity: Chi? = 0.50, df = 1 (P = 0.48); I> = 0%
Test for overall effect: Z = 3.12 (P = 0.002)
2.5.2 two-time injection
Fang et al 2018 7.74 1.64 50 8.64 1.54 53 50.6% -0.90[-1.52,-0.28] ——
Suk et al 2016 6.8 1.6 19 7.4 1.5 18 19.2% -0.60[-1.60, 0.40] —_—
Subtotal (95% CI) 69 71 69.8% -0.82[-1.34, -0.29] -
Heterogeneity: Chi? = 0.25, df = 1 (P = 0.62); I> = 0%
Test for overall effect: Z = 3.06 (P = 0.002)
Total (95% CI) 97 99 100.0% -0.95 [-1.39, -0.52] >
Heterogeneity: Chi? = 1.60, df = 3 (P = 0.66); I> = 0% 752 —:1 51 é
Test for overall effec.t: Z=4.27 (P_f 0.0001) 2 Favours [The combination therapy] Favours [Traditional therapy]
Test for subgroup differences: Chi* = 0.85, df = 1 (P = 0.36), I* = 0%

The combination therapy Traditional therapy Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD _Total Weight 1V, Random, 95% CI v, | 95% CI
2.6.1 one-time injection
Deng et al 2015 12.12 3.41 33 13.43 3.24 35 22.4% -1.31[-2.89,0.27] e
Peng et al 2011 14.67 2.89 6 18.37 291 15 14.6% -3.70[-6.44, -0.96]
Suk et al 2016 4.2 2.5 18 6 3.4 18 19.7% -1.80[-3.75,0.15] e —
Subtotal (95% CI) 57 68 56.7% -1.90 [-3.09, -0.71] el
Heterogeneity: Tau? = 0.11; Chi? = 2.20, df = 2 (P = 0.33); 1> = 9%
Test for overall effect: Z = 3.13 (P = 0.002)
2.6.2 two-time injection
Fang et al 2018 14.48 1.64 50 18.47 3.77 53  25.9% -3.99[-5.10, -2.88] —_—
Suk et al 2016 5.4 3.7 19 6 3.4 18 17.3% -0.60[-2.89, 1.69] E——
Subtotal (95% CI) 69 71 43.3% -2.45[-5.76, 0.86] ———eeet S ——
Heterogeneity: Tau? = 4.90; Chi® = 6.82, df = 1 (P = 0.009); I> = 85%
Test for overall effect: Z = 1.45 (P = 0.15)
Total (95% CI) 126 139 100.0% -2.33 [-3.77,-0.88] ettt
Heterogeneity: Tau? = 1.78; Chi® = 12.70, df = 4 (P = 0.01); I> = 68% 754 752 t j‘

Test for overall effect: Z = 3.15 (P = 0.002)
Test for subgroup differences: Chi? = 0.09, df = 1 (P = 0.76), I = 0%

Favours [The combination

0 2
therapy] Favours [Traditional therapy]
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A.

The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.1.1 CD34 "APBSC
Cai et al 2015 57.48 33.48 23 55.35 37.36 28 21.5% 0.06 [-0.49, 0.61] L —
Deng et al 2015 53.31 36.93 33 55.89 36.07 35  28.9% -0.07 [-0.55, 0.41] e —
Subtotal (95% CI) 56 63 50.3% -0.02[-0.38,0.35] e

Heterogeneity: Chi> = 0.12, df = 1 (P = 0.73); 1> = 0%
Test for overall effect: Z = 0.08 (P = 0.93)

3.1.2 ABMMSC

Peng et al 2011 22.17 4.62 6 257 10.54 15 7.2% -0.36[-1.32,0.59]

Suk et al 2016 1.9 1.466 34 1.9 1 16 18.5%  0.00[-0.59, 0.59] —
Subtotal (95% Cl) 40 31 25.7% -0.10 [-0.61, 0.40] et

Heterogeneity: Chi? = 0.40, df = 1 (P = 0.53); I = 0%
Test for overall effect: Z = 0.39 (P = 0.69)

3.1.3 MNC

Al Tayeb et al 2015 3.3 1.889 10 4.76 1.494 10 7.7% -0.82 [-1.74, 0.10]

Bai et al 2014 32.2 10.6 32 43 20.8 15 16.3% -0.73[-1.36, -0.10] e —
Subtotal (95% CI) 42 25 24.0% -0.76 [-1.28, -0.24] —ecostiRNN-

Heterogeneity: Chi® = 0.03, df = 1 (P = 0.87); I = 0%
Test for overall effect: Z = 2.85 (P = 0.004)

Total (95% CI) 138 119 100.0% -0.22 [-0.47, 0.04] e

-1 -0.5 0.5 1
Favours [The combination therapy] Favours [Traditional therapy]

Heterogeneity: Chi? = 6.10, df = 5 (P = 0.30); I> = 18%
Test for overall effect: Z = 1.66 (P = 0.10)
Test for subgroup differences: Chi2 = 5.56, df = 2 (P = 0.06), I* = 64.0%

B.

The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.2.1 CD34 "APBSC
Cai et al 2015 33.29 5.5 23 28.46 3.88 28 20.0% 1.02 [0.43, 1.61] _—
Deng et al 2015 32.82 5.1 33 29.16 6.13 35  29.0% 0.64[0.15, 1.13] I
Subtotal (95% CI) 56 63 49.0% 0.79 [0.42, 1.17] -~
Heterogeneity: Chi* = 0.93, df = 1 (P = 0.33); I = 0%
Test for overall effect: Z = 4.14 (P < 0.0001)
3.2.2 ABMMSC
Peng et al 2011 36.93 2.43 6 3433 2.61 15 6.9% 0.97 [-0.03, 1.98] —
Suk et al 2016 3.7 0.65 34 3.5 0.7 16 19.4% 0.30 [-0.30, 0.89] I e —
Subtotal (95% CI) 40 31 26.3% 0.47 [-0.04, 0.99] e
Heterogeneity: Chi? = 1.30, df = 1 (P = 0.25); I> = 23%
Test for overall effect: Z = 1.81 (P = 0.07)
3.2.3 MNC
Al Tayeb et al 2015 2.467 0.388 10 2.18 0.39 10 8.3% 0.71[-0.20, 1.62] T/
Bai et al 2014 33.9 3.5 32 30.4 3.3 15 16.4% 1.00 [0.35, 1.65] -
Subtotal (95% CI) 42 25 24.8% 0.90 [0.37, 1.43] et
Heterogeneity: Chi? = 0.27, df = 1 (P = 0.61); I> = 0%
Test for overall effect: Z = 3.35 (P = 0.0008)
Total (95% CI) 138 119 100.0% 0.74 [0.47, 1.00] -
Heterogeneity: Chi? = 3.97, df = 5 (P = 0.55); I> = 0% _=2 _=1 1 2

Test for overall effect: Z = 5.49 (P < 0.00001)

Favours [The combination thera Favours [Traditional thera
Test for subgroup differences: Chi? = 1.47, df = 2 (P = 0.48), I’ = 0% (! pyl [T pyl









A.
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A The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
@ Study or Subgroup

Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
4.1.1 G-CSF
Al Tayeb et al 2015 3.333 1.487 10 3.34 0.586 10 6.9% -0.01 [-0.88, 0.87]
Cai et al 2015 57.39 36.83 23 54.4 26.16 28 17.3% 0.09 [-0.46, 0.65]
Deng et al 2015 54.33 34.34 33 56.63 30.44 35 23.3% -0.07 [-0.55, 0.41]
Subtotal (95% CI) 66 73 47.4% -0.00[-0.33,0.33] .
Heterogeneity: Chi? = 0.19, df = 2 (P = 0.91); I = 0%
Test for overall effect: Z = 0.01 (P = 0.99)
4.1.2 non-G-CSF
Bai et al 2014 36.9 9.7 32 45.6 19.9 15 13.4% -0.62 [-1.25, 0.00]
Fang et al 2018 33.32 22.49 50 50.53 35.35 53 33.8% -0.57[-0.97,-0.18] I a—
Peng et al 2011 27.08 6.39 6 4253 21.17 15 5.4% -0.80 [-1.79, 0.18]
Subtotal (95% CI) 88 83 52.6% -0.61[-0.93,-0.29] et
Heterogeneity: Chi’ = 0.18, df = 2 (P = 0.91); I> = 0%
Test for overall effect: Z = 3.78 (P = 0.0002)
Total (95% CI) 154 156 100.0% -0.32[-0.55, -0.09] .
Heterogeneity: Chi® = 7.12, df = 5 (P = 0.21); I = 30% t +

) 2 -1 1
Test for overall effect: Z = 2.75 (P = 0.006) Favours [The combination therapy] Favours [Traditional therapy]

Test for subgroup differences: Chi? = 6.74, df = 1 (P = 0.009), 12 = 85.2%

B ° The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
4.2.1 G-CSF
Al Tayeb et al 2015 3.3 1.889 10 4.76 1.494 10 5.4% -0.82[-1.74, 0.10] *
Cai et al 2015 57.48 33.48 23 55.35 37.36 28  15.0% 0.06 [-0.49, 0.61]
Deng et al 2015 53.31 36.93 33 55.89 36.07 35 20.2%  -0.07 [-0.55, 0.41] —
Subtotal (95% CI) 66 73  40.5% -0.12 [-0.46, 0.21] oot

Heterogeneity: Chi® = 2.67, df = 2 (P = 0.26); I* = 25%
Test for overall effect: Z = 0.71 (P = 0.48)

4.2.2 non-G-CSF

Bai et al 2014 32.2 10.6 32 43 20.8 15 11.4% -0.73[-1.36,-0.10] ¥————
Fang et al 2018 25.92 11.16 50 30.23 15.23 53  30.2% -0.32[-0.71, 0.07] —_—
Peng et al 2011 22.17 4.62 6 25.7 10.54 15 5.0% -0.36 [-1.32, 0.59] ¢

Suk et al 2016 1.9 1.466 34 1.9 1 16 12.9% 0.00 [-0.59, 0.59]

Subtotal (95% CI) 122 99 59.5% -0.33[-0.61, -0.06] ettt

Heterogeneity: Chi? = 2.72, df = 3 (P = 0.44); 1> = 0%
Test for overall effect: Z = 2.35 (P = 0.02)

Total (95% CI) 188 172 100.0% -0.25[-0.46, -0.03] el

Heterogeneity: Chi? = 6.29, df = 6 (P = 0.39); I* = 5% + + -
Test for overall effect: Z = 2.27 (P = 0.02)

-0.5 0 0.5
. . Favours [experimental] Favours [control]
Test for subgroup differences: Chi? = 0.90, df = 1 (P = 0.34), I> = 0%

C ° The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.3.1 G-CSF
Al Tayeb et al 2015 2.55 0.404 10 2.32 0.471 10 6.8% 0.50 [-0.39, 1.40] —
Cai et al 2015 31.74 5.5 23 2891 4.8 28  17.2% 0.54 [-0.02, 1.11]
Deng et al 2015 31.46 4.23 33 29.11 6.19 35  23.4% 0.44 [-0.05, 0.92] T
Subtotal (95% CI) 66 73 47.4% 0.48 [0.15, 0.82]

Heterogeneity: Chi® = 0.08, df = 2 (P = 0.96); I> = 0%
Test for overall effect: Z = 2.80 (P = 0.005)

4.3.2 non-G-CSF

W \

Bai et al 2014 335 3.6 32 30.3 2.2 15 13.0% 0.97[0.33, 1.62]
Fang et al 2018 36.64 5.93 50 33.56 4 53  34.7% 0.61[0.21, 1.00]
Peng et al 2011 36.75 2.27 6 33.93 1.98 15 5.0% 1.31[0.27, 2.36]
Subtotal (95% CI) 88 83 52.6% 0.76 [0.44, 1.09] -
Heterogeneity: Chi? = 2.07, df = 2 (P = 0.36); I = 3%
Test for overall effect: Z = 4.67 (P < 0.00001)
Total (95% CI) 154 156 100.0% 0.63 [0.40, 0.86] e
Heterogeneity: Chi? = 3.54, df = 5 (P = 0.62); I = 0% ) ] 1 )
Test for overall effect: Z = 5.32 (P < 0.00001) Favours [The combination therapy] Favours [Traditional therapy]
Test for subgroup differences: Chi? = 1.39, df = 1 (P = 0.24), I’ = 27.9%

D . The combination therapy Traditional therapy Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
4.4.1 G-CSF
Al Tayeb et al 2015 2.467 0.388 10 2.18 0.39 10 5.7% 0.71[-0.20, 1.62] ]
Cai et al 2015 33.29 5.5 23 28.46 3.88 28 13.7% 1.02 [0.43, 1.61] _—
Deng et al 2015 32.82 5.1 33 29.16  6.13 35 19.9% 0.64 [0.15, 1.13] _—
Subtotal (95% CI) 66 73 39.4% 0.78 [0.43, 1.13] i
Heterogeneity: Chi® = 0.96, df = 2 (P = 0.62); I = 0%
Test for overall effect: Z = 4.41 (P < 0.0001)
4.4.2 non-G-CSF
Bai et al 2014 33.9 3.5 32 30.4 3.3 15 11.3% 1.00 [0.35, 1.65] e —
Fang et al 2018 35.52 6.49 50 33.45 4.67 53  31.3% 0.37[-0.02, 0.75] e
Peng et al 2011 36.93 2.43 6 34.33 2.61 15 4.7% 0.97 [-0.03, 1.98]
Suk et al 2016 3.7 0.65 34 3.5 0.7 16 13.3% 0.30 [-0.30, 0.89] N B
Subtotal (95% CI) 122 99 60.6% 0.52 [0.24, 0.80] -~
Heterogeneity: Chi? = 4.05, df = 3 (P = 0.26); I’ = 26%
Test for overall effect: Z = 3.61 (P = 0.0003)
Total (95% CI) 188 172 100.0% 0.62 [0.40, 0.84] B
Heterogeneity: Chi? = 6.36, df = 6 (P = 0.38); I> = 6% 7'2 7'1 i

Test for overall effect: Z = 5.58 (P < 0.00001)

N ; Favours [The combination therapy] Favours [Traditional therapy]
Test for subgroup differences: Chi? = 1.36, df = 1 (P = 0.24), I’ = 26.3%
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