Supplementary

Appendix 1 Search strategies

PubMed

Search Query

#1 leukemia, myelogenous, chronic, bcr-abl positive [MeSH]

#2 CML [Title-Abstract] OR “chronic myelocytic leukemia*” [Title-Abstract] OR “chronic myelogenous leukemia*” [Title-Abstract] OR “chronic myeloid
leukemia*” [Title-Abstract] OR “ph1 positive myeloid leukemia*” [Title-Abstract] OR “philadelphia positive myeloid leukemia*” [Title-Abstract] OR
“chronic granulocytic leukemia*” [Title-Abstract]

#3 #1 OR #2

#4 Imatinib Mesylate [MeSH]

#5 Imatinib [Title-Abstract] OR STI571 [Title-Abstract] OR CGP57148 [Title-Abstract] OR Glivec [Title-Abstract] OR Gleevec [Title-Abstract]

#6 Dasatinib [MeSH]

#7 Dasatinib [Title-Abstract] OR BMS354825 [Title-Abstract] OR SPRYCEL [Title-Abstract]

#8 nilotinib [Supplementary Concept]

#9 nilotinib [Title-Abstract] OR AMN107 [Title-Abstract] OR Tasigna [Title-Abstract]

#10 flumatinib [Supplementary Concept]

#11 Flumatinib [Title-Abstract] OR HHGV678 [Title-Abstract] OR SPRYCEL [Title-Abstract]

#12 bosutinib [Supplementary Concept]

#13 bosutinib [Title-Abstract] OR SKI606 [Title-Abstract] OR Bosulif [Title-Abstract]

#14 radotinib [Title-Abstract] OR iy5511[Title-Abstract]

#15 #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14

#16 randomized controlled trial [Publication Type] OR controlled clinical trial [Publication Type] OR random*[Title-Abstract] OR RCT [Title-Abstract]

#17 Animals [Mesh] NOT Humans [Mesh]

#18 #3 AND #15 AND #16 NOT #17

Cochrane Library

Search Query

#1 MeSH descriptor: [leukemia, myelogenous, chronic, bcr-abl positive] explode all trees

#2 (CML):ti, ab, kw OR (chronic myelocytic leukemia®):ti, ab, kw OR (chronic myelogenous leukemia®):ti, ab, kw OR (chronic myeloid leukemia®):ti, ab,
kw OR (ph1 positive myeloid leukemia®):ti, ab, kw OR (philadelphia positive myeloid leukemia®):ti, ab, kw OR (chronic granulocytic leukemia®):ti,
ab, kw

#3 #1 OR #2

#4 MeSH descriptor: [Imatinib Mesylate] explode all trees

#5 (Imatinib):ti, ab, kw OR (STI571):ti, ab, kw OR (CGP57148):ti, ab, kw OR (Glivec):ti, ab, kw OR (Gleevec):ti, ab, kw

#6 MeSH descriptor: [Dasatinib] explode all trees

#7 (Dasatinib):ti, ab, kw OR (BMS354825):ti, ab, kw OR (SPRYCEL):ti, ab, kw

#8 (nilotinib):ti, ab, kw OR (AMN107):ti, ab, kw OR (Tasigna):ti, ab, kw

#9 (Flumatinib):ti, ab, kw OR (HHGV678):ti, ab, kw

#10 (Bosutinib):ti, ab, kw OR (SKI606):ti, ab, kw OR(Bosulif):ti, ab, kw

#11 (Radotinib):ti, ab, kw OR (iy5511):ti, ab, kw

#12 #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12

#13 (Controlled clinical trial):pt

#14 (Randomised controlled trial):pt

#15 #13 OR #14

#16 #3 AND #12 AND #15
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NIL 300 vs. IM 400

MMR 3
NIL 300 IM 400 Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fixed. 95% CI
Han 2022 7 34 3 34 429%  2.33[0.66,8.28) -
Saglio 2010 25 282 3 283 428% 8.36[2.55,627.39] —
Wang 2016 7 32 1 32 143% 7.00[0.91,53.68] |
Total (95% CI) 348 349 100.0% 5.58 [2.55,12.24] -
Total events 39 7
Heterogeneity: Chi*= 2.32, df= 2 (P = 0.31); F= 14% 0501 051 t 1[:10
Test for overall effect: Z= 4.29 (P < 0.0001) Favours IM 400 Favours NIL 300
MMR6
NIL 300 IM 400 Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Fixed.95% Cl M-H. Fixed. 95% CI
Han 2022 16 34 8 34 17.8% 2.00[0.99, 4.04] .
Saglio 2010 93 282 34 283 755%  2.74[(1.92,3.92) E 3
Wang 2016 9 32 3 32  6.7% 3.00[0.89,10.07] 0T -
Total (95% CI) 348 349 100.0%  2.63[1.93,3.58] L 4
Total events 118 45
Heterogeneity: Chi*= 0.68, df = 2 (P = 0.71); F= 0% e 55 v o0
Test for overall effect: Z=6.15 (P < 0.00001) Favours IM 400 Favours NIL 300
MMR12
NIL 300 IM 400 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed.95% Cl M_-H. Fixed. 95% CI
Han 2022 2 34 9 34 88% 2.33[1.26,4.34]
Saglio 2010 161 282 86 283 84.3% 1.88[1.53,2.30] E
Wang 2016 19 32 7 32 6.9% 2.71[1.33,5.59]
Total (95% CI) 348 349 100.0%  1.98[1.64,2.38] L d
Total events 201 102
Heterogeneity: Chi#=1.27, df= 2 (P = 0.53); F= 0% t + + T t b +
e 01 02 05 1 2 5 10
Test for overall effect: Z=7.16 (P < 0.00001) Favours IM 400 Favours NIL 300
CCyR3
NIL 300 IM 400 Risk Ratio Risk Ratio
Weight M-H. Random. 95% CI M-H. Random. 95% CI
Han 2022 26 34 24 34 61.8% 1.08[0.81,1.44]
Wang 2016 18 32 10 32 38.2% 1.80(0.99,3.27]
Total (95% CI) 66 66 100.0% 1.32[0.78, 2.22]
Total events 44 34

Heterogeneity: Tau®= 0.09; Chi*= 2.65, df=1 (P=0.10); F=62%

02 05

0.1 12 5 10
Test for overall effect: Z=1.02 (P=0.31) Favours IM 400 Favours NIL 300
CCyR 6
NIL 300 IM 400 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random. 95% CI
Han 2022 29 34 25 34 339% 1.16[0.91,1.48] N i
Saglio 2010 189 282 128 283 51.4% 1.48[1.27,1.73) -
Wang 2016 23 32 14 32 147% 1.64 [1.05, 2.57]
Total (95% CI) 348 349 100.0% 1.38[1.14, 1.68] -
Total events 241 167
Heterogeneity: Tau*= 0.01, Chi*=3.52, df=2 (P=0.17), F= 43% 055 057 135 é

Test for overall effect: Z= 3.32 (P = 0.0009)

Favours IM 400 Favours NIL 300

CCyR 12
NIL 300 IM 400 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed.95% Cl M-H. Fixed. 95% CI
Han 2022 30 34 27 34 11.7%  1.11[0.90,1.37] A
Saglio 2010 226 282 184 283 79.6%  1.23[1.11,1.37] L 3
Wang 2016 28 32 20 32 87%  1.40[1.04,1.89 == -
Total (95% CI) 348 349 100.0% 1.23[1.13,1.35] <
Total events 284 231
i ChiF= - = cR= y + t t
Heterogeneity: Chi*=1.63, df= 2 (P = 0.44); F= 0% 05 07 15

Testfor overall effect: Z= 4.57 (P < 0.00001)

IM 800 vs. IM 400

IM 800 IM 400 Risk Ratio

Events Total Events Total Weight M-H.Random. 95% Cl

d 2
Favours IM 400 Favours NIL 300

Risk Ratio
M-H. Random. 95% CI

Baccarani 2009 13 108 8 108 521% 1.63[0.70, 3.76)
Cortes 2010 39 319 5 157 47.9% 3.84[1.54,9.55]
Total (95% CI) 427 265 100.0% 2.45[1.04,5.79]
Total events 52 13
Heterogeneity: Tau®= 0.19; Chi*=1.93, df=1 (P = 0.16); F= 48% + + T t +
uestionoverallisfisck 2 =2.051(-=0:04) oo Fav?ﬁ]rs M 4001 Favours I:V:Jsoo 1
MMR 6
IM 800 IM 400 Risk Ratio Risk Ratio
Study or Sul Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
Baccarani 2009 34 108 27 108 31.7% 1.26(0.82,1.93) -
Cortes 2010 107 319 27 157 37.0% 1.95[1.34,2.84] -
Hehlmann 2011 59 328 26 306 31.3% 212[1.37,3.27] —-—
Total (95% CI) 755 571 100.0% 1.74[1.28,2.37] <
Total events 200 80
Heterogeneity: Tau?= 0.03; Chi*= 3.36, df= 2 (P = 0.19); F= 40% o 9 041 1=n 1on=
Test for overall effect: Z= 3.52 (P = 0.0004) : Favburs IM 400 Favours IM 800
MMR 12
IM 800 IM 400 Risk Ratio Risk Ratio
Study or Subgroup _Events Total Events Total Weight M-H.Random. 95% Cl M-H, Random, 95% CI
Baccarani 2009 43 108 36 108 17.0% 1.19([0.84,1.70) i
Cortes 2010 148 319 63 157 253% 1.16(0.92,1.45) ™=
Hehlmann 2011 180 328 94 306 27.5% 1.79[1.47,217] ——
Hehlmann 2017 222 389 137 372 302% 1.51[1.28,1.77) -
Total (95% CI) 1154 943 100.0% 1.42[1.17,1.73] <>
Total events 593 330
Heterogeneity: Tau?= 0.03; Chi*= 8.68, df= 3 (P = 0.02); F= 63% 0=2 o:s 2 5

Test for overall effect: Z=3.49 (P = 0.0005)

Favours IM 400 Favours IM 800

CCyR 3
IM 800 IM 400 Risk Ratio Risk Ratio
Study or Su Events Total Events Total M-H. Random. 95% CI M-H, Random. 95% CI
Baccarani 2009 13 108 8 108 521% 1.63[0.70,3.76]
Cortes 2010 39 319 5 157 47.9% 3.84 [1.54,9.55] ——
Total (95% CI) 427 265 100.0% 2.45[1.04,5.79]
Total events 52 13
it Tay? = - Chi= - = Bz [ + T t
Heterogeneity: Tau?= 0.19; Chi#=1.93, df= 1 (P = 0.16); F= 48% ) o 1 5 py

Testfor overall effect: Z= 2.05 (P = 0.04)

CCyR 6

Risk Ratio

IM 800

IM 400

Baccarani 2009 56 108 54 108 242% 1.04 [0.80,1.35)
Cortes 2010 181 319 70 157 29.9% 1.27 [1.04,1.55]
Hehlmann 2011 103 328 65 306 23.6% 1.48[1.13,1.93]
Petzer 2010 63 113 41 113 223% 1.68[1.27,2.24)
Total (95% CI) 868 684 100.0% 1.34[1.10,1.62]
Total events 409 230

Favours [experimental] Favours [control]

Risk Ratio
M-H. Random. 95% CI

Heterogeneity: Tau®= 0.02; Chi*=6.92, df=3 (P=0.07), F=57%
Test for overall effect: Z= 2.97 (P = 0.003)

05 1
Favours IM 400 Favours IM 800

02

Risk Ratio
M-H. Random. 95% CI

CCyR 12
IM 800 IM 400 Risk Ratio

Study or Sul
Baccarani 2009 69 108 63 108 226% 1.10[0.88, 1.36]
Cortes 2010 223 319 103 157 39.6% 1.07[0.93,1.22)
Hehlmann 2011 206 328 151 306 37.7% 1.27[1.11,1.47]
Total (95% CI) 755 571 100.0% 1.15[1.02,1.29]
Total events 498 317

Heterogeneity: Tau®= 0.00; Chi*=3.50, df=2 (P=017); F= 43%

0.2 05 2 5
Testfor overall effect Z=2.22 (P = 0.03) Favours IN400 [Favours IME00
DAS 100 vs. IM 400
MMR 12

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup __Events _ Total Events Total Weight M-H, Fixed. 95% CI M-H, Fixed, 95% CI
Cortes 2020 50 174 11 86 156%  2.25([1.23,4.09 ——
NCTD0481247 119 259 73 260 77.0%  1.64[1.29,2.07] ]
Wang 2016 16 32 732 74%  229[1.08,479 ==
Total (95% CI) 465 378 100.0%  1.78[1.44,2.20] *
Total events 185 91
Heterogeneity: Chi*= 1.51, df= 2 (P = 0.47); F= 0% o 5 0:1 1=u 100:

Test for overall effect: Z=5.32 (P < 0.00001)

CCyR 6

Experimental Control Risk Ratio

Favours IM 400 Favours DAS 100

Risk Ratio
M-H. Random. 95% CI

Hjorth-Hansen 2015 17 19 18 17 552% 1.01[0.80,1.28]
Wang 2016 27 32 20 32 448% 1.35[0.99,1.84]
Total (95% CI) 51 49 100.0% 1.15[0.85, 1.57]
Total events 44 35

Heterogeneity: Tau®= 0.03; Chi*= 2.60, df=1 (P =0.11); F=62%
Test for overall effect: Z= 0.90 (P = 0.37)

0.2

05 1
Favours IM 400 Favours DAS 100

5

CCyR 12
DAS 100 IM 400 Risk Ratio Risk Ratio
Study or Sul Events Total Events Total Weight M-H. Random. 95% CI M-H. Random. 95% CI
Geng 2018 39 44 25 43 137% 1.52[1.16, 2.01] =
Hjorth-Hansen 2015 20 20 pal 22 226% 1.04[0.92,1.19] "
Lu 2016 16 20 10 20 6.5% 1.60[0.98, 2.61] T
NCT00481247 216 259 186 260 24.5% 1.17[1.06,1.28] -
Radich 2012 59 123 42 122 122% 1.39[1.03,1.89) =
Wang 2016 27 32 20 32 122% 1.35[0.99, 1.84] =
Wang 2017 9 10 3 10 2.0% 3.00[1.14,7.91]
Zheng 2013 10 13 8 12 6.4% 1.15[0.70,1.90] -
Total (95% ClI) 521 521 100.0% 1.28[1.11,1.47] <
Total events 396 315
ity: Tau?= 0.02: Chir= =7 (P=001): F= t t ¢ t t +
?et?;ﬁgeneﬂvl,l T;u l--Zﬂlilg, §3hlp—-1g7i35080.:f— 7(P=0.01), F=60% 01 02 05 3 : 10
estioroyeraliienisctZ =13:33(=(0.0009) Favours IM 400 Favours DAS 100
IM 800 vs. IM 400
Anemia of grade 3 or 4
IM 800 IM 400 Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Fixed.95% Cl M-H. Fixed. 95% CI
Cortes 2010 22 319 6 157 616%  1.80(0.75, 4.36] -
Hehlmann 2011 4 323 5 321 38.4% 0.80[0.22,2.93] -
Total (95% CI) 642 478 100.0%  1.42[0.69,2.91] -
Total events 26 1"
Heterogeneity: Chi*=1.04, df=1 (P =0.31), F= 4% k + + {
o i 0.01 01 10 100
Test for overall effect: Z=0.95 (P = 0.34) Favours IM 800 Favours IM 400
Thrombocytopenia of grade 3 or 4
IM 800 IM 400 Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Fixed.95% Cl M-H. Fixed, 95% CI
Cortes 2010 57 319 16 157 81.0% 1.75[1.04, 2.95] :.-_
Hehlmann 2011 9 323 5 321 19.0% 1.79[0.61,5.28] ==
Total (95% CI) 642 478 100.0%  1.76 [1.10, 2.81] N g
Total events 66 21
Heterogeneity: Chi#= 0.00, df=1 (P = 0.97); F= 0% b y + J
o . 0.01 0.1 10 100
Testfor overall effect: Z=2.36 (P = 0.02) Favours IM 800 Favours IM 400
Neutropenia of grade 3 or 4
IM 800 IM 400 Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fixed. 95% CI
Cortes 2010 90 319 29 157 951% 1.53[1.05,2.22)
Hehlmann 2011 3 323 2 3 4.9% 1.49[0.25, 8.86] —
Total (95% CI) 642 478 100.0%  1.53[1.06, 2.20] L g
Total events 93 3
it Chit= . = Rz F + + J
Tectorovera et 22327 <000 bor o T
ELS2 2= 002) Favours IM 800 Favours IM 400
DAS 100 vs. IM 400
Adverse events
Experimental Control Risk Ratio Risk Ratio
Study or Sul Events Total Events Total Weight M-H. Random. 95% Cl M-H. Random. 95% CI
Cortes 2020 141 171 67 86 30.3% 1.06[0.93,1.21] o
Geng 2018 " 44 21 43 21.9% 0.51[0.28, 0.93] =
Lu 2016 4 20 10 20 14.6% 0.40[0.15,1.07] -
Wang 2016 18 32 26 32 271% 0.69[0.49, 0.99] e
Wang 2017 1 10 8 10 6.0% 0.13[0.02,0.82] =
Total (95% CI) 277 191 100.0% 0.61[0.37,1.03] o
Total events 175 132
i 2= - Chif= = = SRz ; + + {
Heterogeneity: Tau®= 0.22; Chi*= 22.53, df= 4 (P = 0.0002); F=82% 0.01 10 100

Test for overall effect: Z=1.85 (P = 0.06)

Anemia of grade 3 or 4

Experimental Control Risk Ratio
Total Events Total Weight M-H. Fixed. 95% CI

Study or Sul

01
Favours DAS 100 Favours IM 400

Risk Ratio
M-H. Fixed. 95% CI

Cortes 2020 " 171 3 86 18.2% 1.84[0.53,6.44]
Hjorth-Hansen 2015 1) 22 0 24 Not estimahble
NCT00481247 26 258 18 258 81.8% 1.44[0.81,2.57]
Total (95% CI) 451 368 100.0%  1.52[0.90, 2.56]
Total events 37 2
Heterogeneity: Chi*= 012, df=1 (P = 0.73); F= 0% b t ' + i
0.01 0.1 ] 10 100
Test for overall effect Z=1.56 (P=0.12) Favours DAS 100 Favours IM 400
Thrombocytopenia of grade 3 or 4
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H.Fixed. 95%Cl M-H, Fixed. 95% CI
Cortes 2020 18 171 9 86 30.8% 1.01[0.47,2.14) —
Hjorth-Hansen 2015 3 22 1 24 25% 3.27[0.37,29.18] ]
NCT00481247 49 258 26 258 66.8% 1.88[1.21,2.94] -
Total (95% CI) 451 368 100.0%  1.65[1.14, 2.39] &
Total events 70 36
Heterogeneity: Chi*= 2.36, df= 2 (P = 0.31); F= 15% koT oi 5 700

Test for overall effect: Z= 2.63 (P = 0.009)

Neutropenia of grade 3 or 4

Favours DAS 100 Favours IM 400

Risk Ratio
M-H. Fixed. 95% CI

Experimental Control Risk Ratio
Study or Sul M-H, Fixed. 95% CI
Cortes 2020 21 171 14 86 24.7% 0.75[0.40,1.41]
Hjorth-Hansen 2015 3 22 5 24 6.3% 0.65(0.18,2.42)
NCT00481247 54 258 52 258 69.0% 1.04[0.74,1.46]
Total (95% CI) 451 368 100.0%  0.94[0.71,1.26]
Total events 78 7

Heterogeneity: Chi*=1.10, df = 2 (P = 0.58); IF= 0%

0.01 [iX] 10 100
Testfor overall effect: Z= 0.39 (P = 0.70) Favours DAS 100 Favours IM 400
IM 400 vs. DAS 100
ALT elevation of all grade
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI
Geng 2018 4 43 1) 43 33.3% 9.00[0.50,162.22] -
Lu 2016 2 20 1] 20 33.3% 5.00(0.26,98.00] — T
Wang 2017 2 10 1) 10 333% 5.00[0.27,92.62] — T
Total (95% CI) 73 73 100.0% 6.33[1.17, 34.20] i
Total events 8 1)

ity Chiz= = = R + + + +
Heterogeneity: Chi*=0.11, df= 2 (P = 0.95), F=0% 0.002 01 10 500

Test for overall effect: Z=2.15 (P = 0.03)

AST elevation of all grade

Experimental Control Risk Ratio
Events Total Events Total Weight M-H. Fixed. 95% CI

Study or Su

Brimmendorf 2022 90 268 16 265 51.6% 5.56 [3.36, 9.21)
Cortes 2018 82 268 15 265 48.4% 5.41[3.20,9.12)
Total (95% CI) 536 530 100.0%  5.49[3.82,7.89]
Total events 172 N

Heterogeneity: Chi*= 0.01, df=1 (P =0.94); F=0%
Test for overall effect: Z=9.19 (P < 0.00001)

IM 400 vs. BOS 400
AST elevation of all grade

Control
Events Total Weight

Experimental

Risk Ratio
Events Total i

M-H. Fixed. 95% CI

Study or Sul

Brimmendorf 2022 69 268 18 265 514%  3.79(2.32,6.19)
Cortes 2018 61 268 17 265 486%  3.55(2.13,591)
Total (95% Cl) 536 530 100.0%  3.67 [2.58,5.23]
Total events 130 35

Heterogeneity: Chi*= 0.03, df= 1 (P = 0.85); F= 0%
Testfor overall effect: Z= 7.22 (P < 0.00001)

Figure S1 Forest plots of the direct comparison meta-analysis.

© Translational Cancer Research. All rights reserved.

Favours IM 400 Favours DAS 100

Risk Ratio
M-H. Fixed. 95% CI

0.1 1 10
Favours IM 400 Favours DAS 100

0.01 100

Risk Ratio
M-H, Fixed. 95% CI

p——
+
<
01 02 05 1 2 5 10
Favours IM 400 Favours BOS 400
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A

M 400mg QD 445 (1.05,18.90) 4.92 (1.94,12.50) 3.11(0.91,10.60) 2.45 (0.61,9.86) 2.14 (0.68.6.70) 410 (0.41,41.28) 8.00 (0.88,72.41) 245 (1.06,5.64)
0.22 (0.05,0.95) DAS 100mg QD 1.10 (0.33,3.74) 0.70 (0.15,3.30) 0.5 (0.07,4.09) 0.48 (0.08,3.03) 0.92 (0.06,14.03) 1.80 (0.13,25.03) 055 (0.10,2.91)
020 (0.08,0.52) 091 (0.27,3.06) NIL 300mg BID 0.63(0.23,1.73) 0.50 (0.09,2.66) 0.4 (0.10,1.90) 0.83 (0.07,10.06) 1.63 (0.15,17.78) 0.50 (0.14,1.74)
032(0.09,1.09) 143 (0.30,6.76) 1.58 (0.58.4.32) NIL 400mg BID 0.79 (0.12,5.03) 0.69 (0.13,3.67) 132 (0.10,17.99) 257(0.21,31.97) 079 (0.18,3.45)
0.41 (0.10,1.64) 1.82(0.24.13.53) 2.01 (0.38.10.74) 127 (0.20.8.12) BOS 400mg QD 0.87 (0.14.5.29) 1.67 (0.11,24.83) 327(0.24.44.24) 1.00 (0.20,5.07)
047 (0.15,1.46) 208 (0.33,13.11) 230 (0.53,10.03) 145 (0.27,7.75) 1.14 (0.19.6.92) BOS 500mg QD 1.91(0.15,25.15) 373 (0.31,44.63) 1.14 (0.28,4.70)
024 (0.02.2.45) 1.09 (0.07,16.55) 120 0.10,14.47) 0.76 (0.06,10.36) 0.60 (0.04,8.85) 0.52 (0.04.6.86) RAD 300mg BID 1.95 (0.48,7.94) 0.60 (0.05.6.96)
0.12(0.01,1.13) 0.56 (0.04,7.76) 0.62 (0.06,6.73) 039 (0.03.4.84) 031(0.02.4.15) 027 (0.02.3.20) 051 (0.13.2.09) RAD 400mg BID 031 (0.03,3.23)
0.41 (0.18,0.94) 1.82 (0.34,9.63) 2.01(0.57,7.02) 1.27(0.29,5.56) 1.00 (0.20,5.07) 087 (0.21,3.59) 1.67 (0.14,19.50) 327 (031,34.44) IM 800mg QD

B

IM 400mg QD 1.19 (0.91,1.56) 1.33 (1.08,1.64) 1.31(0.98,1.75) 1.25 (0.60,2.58) 1.43 (1.03,1.98) 1.20 (0.76,1.90) / 1.22 (0.89.1.68) 1.27(0.89.1.80) 1.17 (0.81,1.68) 133 (1.11,1.61) 1.37 (0.92,2.04)
024 (0.12,0.49) DAS 100mg QD 1.12 (0.83,1.51) 1.10 (0.76,1.60) 1.05 (0.48,2.29) 1.20 (0.79,1.85) 1.01 (0.70,1.46) / 1.03 (0.68,1.56) 1.06 (0.68,1.66) 0.98 (0.63,1.55) 1.12(0.81,1.56) 1.15 (0.71,1.87)
039 (0.27.0.55) 1.61 (0.83.3.13) NIL 300mg BID 0.99 (0.75.1.30) 0.94 (0.44.2.00) 1.08 (0.73.1.58) 0.90 (0.56,1.45) / 0.92 (0.63.1.34) 0.95 (0.63,1.44) 0.8 (0.58.1.34) 1.00 (0.76.1.33) 1.03 (0.66.1.62)
0.42 (0.28,0.62) 1.74 (0.84,3.60) 1.08 (0.78,1.49) NIL 400mg BID 0.95 (0.43,2.08) 1.09 (0.71,1.69) 091 (0.54,1.55) / 0.93 (0.61,1.43) 0.96 (0.61,1.52) 0.89 (0.56,1.42) 1.02 (0.72,1.43) 1.05 (0.64,1.71)
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0.19(0.13,0.28) 0.03 (0.00,0.17) 1.45 (0.85,2.49) 2.06 (1.19,3.56) 0.36 (0.19,0.68) 0.22(0.01,7.03) 146 (0.84,2.55) BOS 500mg QD 0.77 (0.45,1.33) 1.73 (0.76,3.92) 2.93(1.25,6.84)
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0.06 (0.03,0.13) 0.01 (0.00.0.06) 0.46 (0.19,1.09) 0.65(0.27,1.55) 0.11 0.05,0.29) 0.07 (0.00.2.36) 0.46 (0.19.1.10) 031(0.13.0.75) 0.83 (0.38.1.80) RAD 400mg BID 1.69 (0.85,3.39)
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Figure S2 Pooled estimates of the network meta-analysis. (A) Pooled risk ratio (95% confidence intervals) for MMR 3. (B) Pooled risk ratio (95% confidence intervals) for CCyR 6 (upper triangle) and MMR 6 (lower
triangle). (C) Pooled risk ratio (95% confidence intervals) for neutropenia of grade 3 or 4 (upper triangle) and thrombocytopenia of grade 3 or 4 (lower triangle). (D) Pooled risk ratio (95% confidence intervals) for AST
elevation of all grade (upper triangle) and ALT elevation of all grade (lower triangle). Data in each cell are risk ratio (95% confidence intervals) for the comparison of column-defining treatment versus row-defining
treatment. Results were considered statistically significant if the relative risk value's 95% confidence interval did not include 1.0. IM, imatinib; DAS, dasatinib; NIL, nilotinib; FLU, flumatinib; BOS, bosutinib; RAD,
radotinib; MMR, major molecular response; CCyR, complete cytogenic response; ALT, alanine aminotransferase; AST, aspartate aminotransferase.
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Figure S3 Funnel plots for publication bias. (A) MMR 6; (B) MMR 12; (C) CCyR 6; (D) CCyR 12; (E) ALT elevation of all grade. IM,
imatinib; DAS, dasatinib; NIL, nilotinib; FLU, flumatinib; BOS, bosutinib; RAD, radotinib; MMR, major molecular response; CCyR,
complete cytogenic response; ALT, Alanine Aminotransferase; QD, quaque die.
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