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Fig 1. Funnel plot: MMR at 12 months
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NG-TKI imatinib Risk Ratio Risk Ratio

Study or Subagroup _ Events Total Events Total Weight M-H. Fixed, 95% ClI M-H. Fixed. 95% ClI
Cortes2012 179 208 146 223 15.2% 1.31[1.18, 1.47] -
Cortes2017 185 246 138 241 15.0% 1.31[1.15, 1.50] -
Hjorth-Hansen2015 21 22 16 23  1.7% 1.37[1.03, 1.83] -
Kantarjian2010 218 259 166 260 17.8% 1.32[1.19, 1.47] -
kwak2015 137 158 55 78 7.9% 1.23[1.05, 1.44] -
Lipton2014 103 109 77 114 8.1% 1.40[1.22, 1.60] -
Saglio2010 466 518 176 264 251%  1.35[1.23, 1.48] *
Wang2015 105 128 86 129 9.2% 1.23[1.06, 1.42] -
Total (95% CI) 1648 1332 100.0% 1.32[1.26, 1.38] ’
Total events 1414 860 | | |

Heterogeneity: Chiz = 2.70, df = 7 (P = 0.91); I2= 0% ' ' '

0.2 0.5 1 2
Test for overall effect: Z = 12.07 (P < 0.00001) Favours imatinib  Favours NG-TKI

Fig 2. Forest Plot of the Early Molecular Response in Patients with Chronic Myeloid Leukemia
Treated with NG-TKIs vs Imatinib. The square represents point estimate, the size reflects the
weight in the pooled analysis, and the horizontal bar represent the 95% CI. Diamond represent

the pooled point estimate. NG-TKI, new generation of tyrosine kinase inhibitor.



NG-TKI imatinib Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M-H. Fixed, 95% CI
1.7.1 CML-related death at 12 month
Cortes2012 3 250 8 252 32.8% 0.38[0.10, 1.41] — &
Cortes2017 0 246 3 241 145% 0.14 [0.01, 2.70] ¢ b
Hjorth-Hansen2015 0 22 0 24 Not estimable
Kantarjian2010 2 161 0 81 2.7% 2.53[0.12, 52.11]
Lipton2014 0 154 0 152 Not estimable
Radich2012 0 123 1 123 6.2% 0.33[0.01, 8.10] -
Saglio2010 3 563 8 283 43.8% 0.19 [0.05, 0.71] — &
Subtotal (95% ClI) 1519 1156 100.0% 0.32[0.15, 0.69] ’
Total events 8 20
Heterogeneity: Chi2 = 2.77, df = 4 (P = 0.60); 12 = 0%
Test for overall effect: Z = 2.92 (P = 0.004)
1.7.2 CML-related death at 24 month
Cortes2012 6 250 10 252 27.1% 0.60 [0.22, 1.64] — &
Kantarjian2010 8 259 10 260 27.2% 0.80[0.32, 2.00] — &
Radich2012 0 123 2 123 6.8% 0.20[0.01, 4.12] ¢ "
Saglio2010 8 563 10 283 36.2% 0.40[0.16, 1.01] — &
Wang2015 1 134 1 133 2.7% 0.99 [0.06, 15.70]
Subtotal (95% ClI) 1329 1051 100.0% 0.57 [0.34, 0.95] ‘
Total events 23 33
Heterogeneity: Chi2 = 1.72, df =4 (P = 0.79); I = 0%
Test for overall effect: Z = 2.14 (P = 0.03)
1.7.3 CML-related death at 5-y
Kantarjian2010 9 259 17 260 44.3% 0.53[0.24, 1.17] —&
Saglio2010 10 563 16 283 55.7% 0.31 [0.14, 0.68] _._
Subtotal (95% CI) 822 543 100.0% 0.41[0.24, 0.71] ‘
Total events 19 33
Heterogeneity: Chi2 = 0.87, df =1 (P = 0.35); I = 0%
Test for overall effect: Z = 3.18 (P = 0.001)
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Test for subaroun differences: Chiz = 1.69. df =2 (P = 0.43). 12= 0%

Favours NG-TKIs Favours Imatinib

Fig 3. Forest Plots of the CML-related death in Patients with Chronic Myeloid Leukemia Treated

with NG-TKIs vs Imatinib. The squares represent point estimate, their sizes reflect the weight in

the pooled analysis, and the horizontal bars represent the 95% CI. Diamonds represent the

pooled point estimate. NG-TKI, new generation of tyrosine kinase inhibitor.



NG-TKI imatinib Risk Ratio Risk Ratio

Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.6.1 Progression to AP/BC at 12 month
Cortes2012 4 250 10 252 20.3% 0.40[0.13, 1.27] - T
Cortes2017 4 246 6 241 12.3% 0.65[0.19, 2.29] - 1
Hjorth-Hansen2015 0 22 1 24 2.9% 0.36 [0.02, 8.46] i
Kantarjian2010 5 259 9 260 18.3% 0.56 [0.19, 1.64] —
kwak2015 0 160 0 81 Not estimable
O'Brien2014 6 406 8 406 16.3% 0.75[0.26, 2.14] — T
Saglio2010 3 563 11 283 29.8% 0.14 [0.04, 0.49] - &
Subtotal (95% CI) 1906 1547 100.0% 0.44[0.27, 0.71] ‘
Total events 22 45
Heterogeneity: Chiz = 4.85, df = 5 (P = 0.43); 12 = 0%
Test for overall effect: Z = 3.32 (P = 0.0009)
1.6.2 Progression to AP/BC at 24 month
Cortes2012 4 250 14 252 27.4% 0.29[0.10, 0.86] &
Kantarjian2010 9 259 15 260 29.4% 0.60 [0.27, 1.35] — &
Saglio2010 5 563 12 283 31.4% 0.21[0.07, 0.59] —
Wang2015 6 134 6 133 11.8% 0.99 [0.33, 3.00] D
Subtotal (95% CI) 1206 928 100.0% 0.44[0.27, 0.71] ‘
Total events 24 47
Heterogeneity: Chiz = 5.22, df = 3 (P = 0.16); 1> = 42%
Test for overall effect: Z = 3.40 (P = 0.0007)
1.6.3 Progression to AP/BC at 36 month
Kantarjian2010 11 259 16 260 36.9% 0.69 [0.33, 1.46] —&
Radich2012 1 123 2 123 4.6% 0.50 [0.05, 5.44] "
Saglio2010 15 563 19 283 58.5% 0.40 [0.20, 0.77] _._
Subtotal (95% CI) 945 666 100.0% 0.51[0.32, 0.83] ‘
Total events 27 37
Heterogeneity: Chiz = 1.18, df = 2 (P = 0.55); 12 = 0%
Test for overall effect: Z = 2.74 (P = 0.006)
1.6.4 Progression to AP/BC at 5-y
Kantarjian2010 11 259 18 260 39.1% 0.61 [0.30, 1.27] —&r
Saglio2010 16 563 21 283 60.9% 0.38[0.20, 0.72] _._
Subtotal (95% Cl) 822 543 100.0%  0.47[0.29, 0.76] ‘
Total events 27 39
Heterogeneity: Chiz2=0.91, df =1 (P = 0.34); 12= 0%
Test for overall effect: Z = 3.08 (P = 0.002)
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Test for subaroun differences: Chiz2 = 0.26. df =3 (P = 0.97). 2= 0%

Fig 4. Forest Plots of Progression to AP/BC in Patients with Chronic Myeloid Leukemia Treated
with NG-TKIs vs Imatinib. The squares represent point estimate, their sizes reflect the weight in

the pooled analysis, and the horizontal bars represent the 95% CI. Diamonds represent the



pooled point estimate. NG-TKI, new generation of tyrosine kinase inhibitor.



NG-TKI imatinib Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI

1.8.1 PFS at 12 months
Hjorth-Hansen2015 1 22 2 24 7.4% 0.55 [0.05, 5.60] )
Kantarjian2010 10 259 8 260 30.9% 1.25[0.50, 3.13] —
kwak2015 3 160 1 81 51% 1.52[0.16, 14.37] v
Saglio2010 5 563 11 283 56.6% 0.23[0.08, 0.65] ——
Subtotal (95% CI) 1004 648 100.0% 0.63[0.35, 1.14] "
Total events 19 22
Heterogeneity: Chiz = 6.39, df = 3 (P = 0.09); 12 = 53%
Test for overall effect: Z =1.52 (P = 0.13)
1.8.2 PFS at 24 months
Kantarjian2010 16 259 21 260 56.8% 0.76 [0.41, 1.43] _'_
Saglio2010 9 563 12 283 43.2% 0.38[0.16, 0.88] —&—
Subtotal (95% CI) 822 543 100.0% 0.60 [0.36, 0.98] ‘
Total events 25 33
Heterogeneity: Chiz2 =1.72, df = 1 (P = 0.19); 12 = 42%
Test for overall effect: Z = 2.03 (P = 0.04)
1.8.3 PFS at 3-y
Kantarjian2010 23 259 23 260 40.8% 1.00[0.58, 1.74] —
kwak2015 1 79 4 81 7.0% 0.26 [0.03, 2.24] .
Radich2012 9 123 12 123 21.3% 0.75[0.33, 1.72] - n
Saglio2010 10 563 13 283 30.8% 0.39[0.17, 0.87] — &
Subtotal (95% CI) 1024 747 100.0% 0.71[0.48, 1.04] ’
Total events 43 52
Heterogeneity: Chi2z = 4.53, df = 3 (P = 0.21); I12= 34%
Test for overall effect: Z =1.77 (P = 0.08)
1.8.4 PFS at 5y
Kantarjian2010 39 259 36 260 52.9% 1.09[0.72, 1.65]
Saglio2010 33 563 24 283 47.1% 0.69 [0.42, 1.15]
Subtotal (95% CI) 822 543 100.0% 0.90 [0.65, 1.24]
Total events 72 60
Heterogeneity: Chiz = 1.83, df = 1 (P = 0.18); I12= 45%
Test for overall effect: Z = 0.64 (P = 0.52)
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Test for subaroun differences: Chiz2 = 2.46. df =3 (P = 0.48). 2= 0%

Fig 5. Forest Plots of the PFS in Patients with Chronic Myeloid Leukemia Treated with NG-TKIs
vs Imatinib. The squares represent point estimate, their sizes reflect the weight in the pooled
analysis, and the horizontal bars represent the 95% CI. Diamonds represent the pooled point

estimate. NG-TKI, new generation of tyrosine kinase inhibitor; PFS, progression-free survival.



