[bookmark: _GoBack]Supplementary Figure 1.



Supplementary Figure 2. Epigenetic in overall population
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Supplementary Figure 2 (continued)
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Supplementary Figure 3. Any mutation in CML patients in chronic phase
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Supplementary Figure 3 (continued)
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Supplementary Figure 4. Mutation in activated signaling or myeloid transcription factor in CML patients in chronic phase
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Supplementary Figure 4 (continued)
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Supplementary Figure 4 (continued)
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Supplementary Figure 5. Epigenetic mutation in CML patients in chronic phase
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Supplementary Figure 5 (continued)
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Supplementary Figure 5 (continued)
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Supplementary Figure 6. Forest plots on the impact of any mutation on molecular response, failure-free survival, progression and overall survival in overall patients






Supplementary Figure 7. Forest plots on the impact of epigenetic mutation on molecular response, failure-free survival, progression and overall survival in overall patients







Supplementary Figure 8. Forest plots on the impact of any somatic mutation on molecular response, failure-free survival, progression and overall survival in chronic phase CML patients







Supplementary Figure 9. Forest plots on the impact of mutation in activation signaling/myeloid transcription factor on molecular response, failure-free survival, progression and overall survival in chronic phase CML patients






Supplementary Figure 10. Forest plots on the impact of epigenetic mutation on molecular response, failure-free survival, progression and overall survival in chronic phase CML patients
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Supplementary Figure 6. Forest plots for the impact of any somatic mutation on molecular response, failure-free survival, progression and overall survival in overall population
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Supplementary Figure 6. Forest plots for the impact of any somatic mutation on molecular response, failure-free survival, progression and overall survival in overall population
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Supplementary Figure 6. Forest plots for the impact of any somatic mutation on molecular response, failure-free survival, progression and overall survival in overall population (continued)
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Supplementary Figure 6. Forest plots for the impact of any somatic mutation on molecular response, failure-free survival, progression and overall survival in overall population (continued)

* Abbreviation: ACA additional cytogenetic abnormalities, 2G-TKI, 2nd generation tyrosine kinase inhibitor
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Supplementary Figure 7. Forest Plots on the impact of epigenetic mutations in overall patients 
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Supplementary Figure 7. Forest Plots on the impact of epigenetic mutations in overall patients 
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TKI Type 

Epigenetic Mutation 













0.2

0.5

1

2

5

Odds Ratio

OR

0.67

0.40

1.54

0.90

95%-CI

[0.42; 1.08]

[0.19; 0.83]

[1.07; 2.22]

[0.56; 1.43]



p-value

0.1

0.015

0.02

0.65

MMR – Overall

















Variables

ACA 

CML Phase 

TKI Type 

Epigenetic Mutation 











0.5

1

2

Odds Ratio

OR

0.57

0.67

1.09

1.18

95%-CI

[0.32; 1.02]

[0.30; 1.50]

[0.76; 1.56]

[0.76; 1.83]

p-value

0.058

0.33

0.64

0.45

MR4 – Overall

















Variables

ACA 

CML Phase 

Epigenetic Mutation 











0.5

1

2

Odds Ratio

OR

0.40

0.65

0.98

95%-CI

[0.23; 0.69]

[0.30; 1.41]

[0.53; 1.83]

p-value

0.0011

0.27

0.96

MR2 – Imatinib













Variables

ACA 

CML Phase 

Epigenetic Mutation 















1

2

10

Odds Ratio

OR

0.25

0.16

0.61

95%-CI

[0.09; 0.75]

[0.03; 0.90]

[0.20; 1.86]

0.1

0.5

p-value

0.0028

0.027

0.83

MMR – Imatinib













Variables

ACA 

CML Phase 

Epigenetic Mutation 















0.2

0.5

1

2

5

Odds Ratio

OR

0.35

0.65

1.21

95%-CI

[0.16; 0.74]

[0.26; 1.61]

[0.70; 2.08]

p-value

0.0058

0.35

0.49

MR4 – Imatinib













Variables

ACA 

CML Phase 

Epigenetic Mutation 















0.2

0.5

1

2

5

Odds Ratio

HR

1.75

0.26

0.70

95%-CI

[0.94; 3.26]

[0.13; 0.51]

[0.42; 1.19]

p-value

0.078

<0.0001

0.19

MR2 – 2G-TKI













Variables

ACA 

CML Phase 

Epigenetic Mutation 















0.2

0.5

1

2

5

Odds Ratio

OR

2.35

0.28

0.61

95%-CI

[1.33; 4.16]

[0.16; 0.50]

[0.30; 1.25]

p-value

0.0034

<0.0001

0.18

MMR – 2G-TKI













Variables

ACA 

CML Phase 

Epigenetic Mutation 











0.5

1

2

Odds Ratio

OR

1.71

0.94

1.06

95%-CI

[0.84; 3.48]

[0.46; 1.94]

[0.51; 2.22]

MR4 – 2G-TKI

p-value

0.14

0.87

0.87
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Supplementary Figure 7. Forest Plots on the impact of epigenetic mutations in overall patients continued 

Variables

ACA 

CML Phase 

Epigenetic Mutation 

0.2 0.5 1 2 5

Odds Ratio OR

1.11

3.85

0.96

95%-CI

[0.54; 2.30]

[1.73; 8.56]

[0.45; 2.04]

FFS – Imatinib

p-value

0.7765

0.001

0.9234

Variables

ACA 

CML Phase 

Epigenetic Mutation 

0.2 0.5 1 2 5

Odds Ratio OR

1.44

2.99

0.71

95%-CI

[0.66; 3.15]

[1.24; 7.20]

[0.27; 1.84]

p-value

0.358

0.0147

0.4751

OS – Imatinib

Variables

ACA 

CML Phase 

TKI Type 

Epigenetic Mutation 

0.2 0.5 1 2 5

Odds Ratio OR

0.97

3.68

0.32

1.02

95%-CI

[0.47; 1.99]

[1.66; 8.14]

[0.15; 0.72]

[0.50; 2.05]

FFS – Overall

p-value

0.9277

0.0013

0.0053

0.9641

Variables

ACA 

CML Phase 

TKI Type 

Epigenetic Mutation 

0.5 1 2 10

Odds Ratio

OR

1.34

2.95

0.14

0.84

95%-CI

[0.62; 2.93]

[1.22; 7.11]

[0.03; 0.57]

[0.35; 2.04]

0.1

OS – Overall

p-value

0.4606

0.0161

0.0064

0.7032

Variables

ACA 

CML Phase 

Epigenetic Mutation 

Odds Ratio OR

7.5x10-5

0.38

5.1x10-5

95%-CI

[7.1x10-6; 8.2x10-4]

[0.05; 2.72]

[5.9x10-6; 4.4x10-4]

0.1 1 10 1000 0.001

p-value

<0.0001

0.34

<0.0001

Progression – 2G-TKI

Variables

ACA 

CML Phase 

Epigenetic Mutation 

0.01 0.1 1 10 100

Odds Ratio OR

7.19

95%-CI

[0.45; 115.1]

OS – 2G-TKI

p-value

0.1634

1.36 [0.00; inf]

1

4.3x109 [0.00; inf] 0.9993

Variables

ACA 

CML Phase 

Epigenetic Mutation 

0.2 0.5 1 2 5

Odds Ratio OR

1.14

95%-CI

[0.14; 9.49]

FFS – 2G-TKI

p-value

0.9027

0.38 [0.00; inf] 1

1.2x108 [0.00; inf] 0.9986

Variables

Epigenetic Mutation

ACA

CML Phase

TKI Type

0.1 0.5 1 2 10

Odds Ratio OR

3.95

3.51

7.78

0.22

95%-CI

[0.53; 29.50]

[1.42;  8.67]

[3.34; 18.10]

[0.03;  1.77]

p-value

0.18

0.0066

<0.0001

0.16

Progression – Overall

Variables

Epigenetic Mutation

ACA

CML Phase

0.2 0.5 1 2 5

Odds Ratio OR

1.04

1.11

3.85

95%-CI

[0.49; 2.20]

[0.54; 2.30]

[1.73; 8.56]

p-value

0.923

0.777

0.001

Progression – Imatinib
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Supplementary Figure 7. Forest Plots on the impact of epigenetic mutations in overall patients continued 

Variables

ACA 

CML Phase 

Epigenetic Mutation 















0.2

0.5

1

2

5

Odds Ratio

OR

1.11

3.85

0.96

95%-CI

[0.54; 2.30]

[1.73; 8.56]

[0.45; 2.04]

FFS – Imatinib

p-value

0.7765

0.001

0.9234

Variables

ACA 

CML Phase 

Epigenetic Mutation 















0.2

0.5

1

2

5

Odds Ratio

OR

1.44

2.99

0.71

95%-CI

[0.66; 3.15]

[1.24; 7.20]

[0.27; 1.84]

p-value

0.358

0.0147

0.4751

OS – Imatinib

Variables

ACA 

CML Phase 

TKI Type 

Epigenetic Mutation 















0.2

0.5

1

2

5

Odds Ratio

OR

0.97

3.68

0.32

1.02

95%-CI

[0.47; 1.99]

[1.66; 8.14]

[0.15; 0.72]

[0.50; 2.05]

FFS – Overall

p-value

0.9277

0.0013

0.0053

0.9641



















Variables

ACA 

CML Phase 

TKI Type 

Epigenetic Mutation 















0.5

1

2

10

Odds Ratio

OR

1.34

2.95

0.14

0.84

95%-CI

[0.62; 2.93]

[1.22; 7.11]

[0.03; 0.57]

[0.35; 2.04]

0.1

OS – Overall

p-value

0.4606

0.0161

0.0064

0.7032







































Variables

ACA 

CML Phase 

Epigenetic Mutation 

Odds Ratio

OR

7.5x10-5

0.38

5.1x10-5

95%-CI

[7.1x10-6; 8.2x10-4]

[0.05; 2.72]

[5.9x10-6; 4.4x10-4]















0.1

1

10

1000

0.001

p-value

<0.0001

0.34

<0.0001

Progression – 2G-TKI













Variables

ACA 

CML Phase 

Epigenetic Mutation 















0.01

0.1

1

10

100

Odds Ratio

OR

7.19

95%-CI

[0.45; 115.1]

OS – 2G-TKI

p-value

0.1634

1.36

[0.00; inf]

1

4.3x109

[0.00; inf]

0.9993





Variables

ACA 

CML Phase 

Epigenetic Mutation 















0.2

0.5

1

2

5

Odds Ratio

OR

1.14

95%-CI

[0.14; 9.49]

FFS – 2G-TKI

p-value

0.9027

0.38

[0.00; inf]

1

1.2x108

[0.00; inf]

0.9986





Variables

Epigenetic Mutation

ACA

CML Phase

TKI Type















0.1

0.5

1

2

10

Odds Ratio

OR

3.95

3.51

7.78

0.22

95%-CI

[0.53; 29.50]

[1.42;  8.67]

[3.34; 18.10]

[0.03;  1.77]

p-value

0.18

0.0066

<0.0001

0.16

Progression – Overall

















Variables

Epigenetic Mutation

ACA

CML Phase















0.2

0.5

1

2

5

Odds Ratio

OR

1.04

1.11

3.85

95%-CI

[0.49; 2.20]

[0.54; 2.30]

[1.73; 8.56]

p-value

0.923

0.777

0.001

Progression – Imatinib
























image7.emf
92.9% (78.3%-97.8%)

88.9% (21.4%-99.1%)

P=0.53

3 years

0.0

0.2

0.4

0.6

0.8

1.0

52 19 5 3 0 0

9 3 2 1 1 0

Number at risk

Absent (n=52)

Present (n=9)

Years

Presence of epigenetic mutations from 

2GTKI-treated patients (n=61)

Cumulative incidence of 

MMR

achievement

0 1 2 3 4 5


image102.emf
Supplementary Figure 8. Forest Plots on the impact of any somatic mutation in chronic phase 

Variables

Any Mutation

ACA

Sokal

TKI Type

0.5 1 2

Odds Ratio

OR

0.75

0.66

0.78

2.02

95%-CI

[0.50; 1.13]

[0.41; 1.08]

[0.63; 0.96]

[1.35; 3.03]

p-value

0.17

0.1

0.018

0.0006

MR2 – Overall

Variables

Any Mutation

ACA

Sokal

TKI Type

0.5 1 2

Odds Ratio

OR

0.83

0.71

0.85

1.50

95%-CI

[0.54; 1.27]

[0.43; 1.18]

[0.69; 1.05]

[1.03; 2.19]

p-value

0.39

0.19

0.13

0.036

MMR – Overall

Variables

Any Mutation

ACA

Sokal

TKI Type

1 2

Odds Ratio OR

0.88

0.61

0.83

1.00

95%-CI

[0.58; 1.32]

[0.31; 1.17]

[0.68; 1.01]

[0.68; 1.47]

0.5

p-value

0.52

0.13

0.061

0.98

MR4 – Overall

Variables

Any Mutation

ACA

Sokal

0.2 0.5 1 2 5

Odds Ratio OR

0.88

0.37

0.80

95%-CI

[0.55; 1.42]

[0.17; 0.82]

[0.64; 1.01]

p-value

0.61

0.015

0.061

MR4 – Imatinib

Variables

Any Mutation

ACA

Sokal

1 2

Odds Ratio OR

0.80

0.50

0.89

95%-CI

[0.48; 1.33]

[0.30; 0.84]

[0.70; 1.15]

0.5

p-value

0.4

0.0083

0.39

MMR - Imatinib

Variables

Any Mutation

ACA

Sokal

1 2

Odds Ratio OR

0.64

0.46

0.86

95%-CI

[0.37; 1.11]

[0.28; 0.78]

[0.68; 1.08]

0.5

p-value

0.11

0.0037

0.2

MR2 - Imatinib

Variables

Any Mutation

ACA

Sokal

0.2 0.5 1 2 5

Odds Ratio OR

0.69

2.90

0.63

95%-CI

[0.34; 1.41]

[0.99; 8.47]

[0.42; 0.94]

p-value

0.31

0.052

0.024

MR2 – 2G-TKI

Variables

Any Mutation

ACA

Sokal

0.2 0.5 1 2 5

Odds Ratio

OR

0.67

3.28

0.71

95%-CI

[0.28; 1.60]

[1.17; 9.21]

[0.50; 1.00]

p-value

0.37

0.024

0.05

MMR – 2G-TKI

Variables

Any Mutation

ACA

Sokal

0.2 0.5 1 2 5

Odds Ratio OR

0.69

3.27

0.77

95%-CI

[0.30; 1.56]

[1.19; 8.98]

[0.50; 1.19]

p-value

0.37

0.021

0.24

MR4 – 2G-TKI


Microsoft_PowerPoint_Slide5.sldx
Supplementary Figure 8. Forest Plots on the impact of any somatic mutation in chronic phase 

Variables

Any Mutation

ACA

Sokal

TKI Type











0.5

1

2

Odds Ratio

OR

0.75

0.66

0.78

2.02

95%-CI

[0.50; 1.13]

[0.41; 1.08]

[0.63; 0.96]

[1.35; 3.03]

p-value

0.17

0.1

0.018

0.0006

MR2 – Overall

















Variables

Any Mutation

ACA

Sokal

TKI Type











0.5

1

2

Odds Ratio

OR

0.83

0.71

0.85

1.50

95%-CI

[0.54; 1.27]

[0.43; 1.18]

[0.69; 1.05]

[1.03; 2.19]

p-value

0.39

0.19

0.13

0.036

MMR – Overall

















Variables

Any Mutation

ACA

Sokal

TKI Type











1

2

Odds Ratio

OR

0.88

0.61

0.83

1.00

95%-CI

[0.58; 1.32]

[0.31; 1.17]

[0.68; 1.01]

[0.68; 1.47]

0.5

p-value

0.52

0.13

0.061

0.98

MR4 – Overall

















Variables

Any Mutation

ACA

Sokal















0.2

0.5

1

2

5

Odds Ratio

OR

0.88

0.37

0.80

95%-CI

[0.55; 1.42]

[0.17; 0.82]

[0.64; 1.01]

p-value

0.61

0.015

0.061

MR4 – Imatinib













Variables

Any Mutation

ACA

Sokal











1

2

Odds Ratio

OR

0.80

0.50

0.89

95%-CI

[0.48; 1.33]

[0.30; 0.84]

[0.70; 1.15]

0.5

p-value

0.4

0.0083

0.39

MMR - Imatinib













Variables

Any Mutation

ACA

Sokal











1

2

Odds Ratio

OR

0.64

0.46

0.86

95%-CI

[0.37; 1.11]

[0.28; 0.78]

[0.68; 1.08]

0.5

p-value

0.11

0.0037

0.2

MR2 - Imatinib













Variables

Any Mutation

ACA

Sokal















0.2

0.5

1

2

5

Odds Ratio

OR

0.69

2.90

0.63

95%-CI

[0.34; 1.41]

[0.99; 8.47]

[0.42; 0.94]

p-value

0.31

0.052

0.024

MR2 – 2G-TKI













Variables

Any Mutation

ACA

Sokal















0.2

0.5

1

2

5

Odds Ratio

OR

0.67

3.28

0.71

95%-CI

[0.28; 1.60]

[1.17; 9.21]

[0.50; 1.00]

p-value

0.37

0.024

0.05

MMR – 2G-TKI













Variables

Any Mutation

ACA

Sokal















0.2

0.5

1

2

5

Odds Ratio

OR

0.69

3.27

0.77

95%-CI

[0.30; 1.56]

[1.19; 8.98]

[0.50; 1.19]

p-value

0.37

0.021

0.24

MR4 – 2G-TKI
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Supplementary Figure 8. Forest Plots on the impact of any somatic mutation in chronic phase continued 

Variables

Any Mutation

ACA

Sokal

TKI Type

0.2 0.5 1 2 5

Odds Ratio

OR

1.93

0.80

1.30

0.40

95%-CI

[1.06; 3.53]

[0.32; 2.05]

[0.91; 1.86]

[0.18; 0.88]

p-value

0.0328

0.6486

0.1512

0.0239

FFS – Overall

Variables

Any Mutation

ACA

Sokal

TKI Type

0.5 1 2

Odds Ratio

OR

1.42

0.74

1.26

0.55

95%-CI

[0.77; 2.61]

[0.29; 1.89]

[0.90; 1.77]

[0.24; 1.25]

p-value

0.2677

0.5358

0.1733

0.1529

OS - Overall

Variables

Any Mutation

ACA

Sokal

1 2

Odds Ratio OR

1.07

0.80

1.08

95%-CI

[0.54; 2.13]

[0.31; 2.07]

[0.75; 1.55]

0.5

p-value

0.8359

0.6518

0.6924

OS – Imatinib

Variables

Any Mutation

ACA

Sokal

1 2

Odds Ratio OR

1.54

0.96

1.07

95%-CI

[0.78; 3.02]

[0.37; 2.45]

[0.73; 1.58]

0.5

p-value

0.2132

0.9263

0.7195

FFS – Imatinib

Variables

Any Mutation

ACA

Sokal

0.5 1 2 10

Odds Ratio

OR

2.92

5.3x10-9

8.20

95%-CI

[0.62; 13.77]

[1.13; 59.31]

0.1

p-value

0.1755

0.9986

0.0372

FFS – 2G-TKI

[0.00; inf]

Variables

Any Mutation

ACA

Sokal

0.1 1 10 1000

Odds Ratio OR

7.7x10-6

2.6x10-5

7.3x104

95%-CI

[9.3x10-7; 6.4x10-5]

[1.8x10-6; 3.6x10-4]

[1.1x104; 4.8x105]

0.001

p-value

0.00

<0.0001

Progression – 2G-TKI

0.00

Variables

Any Mutation

ACA

Sokal

0.51 2 10

Odds Ratio OR

9.27

2.3x10-9

5.53

95%-CI

[0.96; 89.48]

[0.72; 42.15]

0.1

p-value

0.0543

0.999

0.0991

OS – 2G-TKI

[0.00; inf]

Variables

Any Mutation

ACA

Sokal

TKI Type

0.1 0.5 1 2 10

Odds Ratio OR

1.79

1.40

0.65

0.45

95%-CI

[0.31; 10.20]

[0.23;  8.67]

[0.25;  1.72]

[0.05;  3.73]

p-value

0.51

0.72

0.39

0.46

Progression – Overall

Variables

Any Mutation

ACA

Sokal

0.2 0.5 1 2 5

Odds Ratio OR

1.63

1.54

0.42

95%-CI

[0.31; 8.70]

[0.25; 9.58]

[0.16; 1.06]

p-value

0.57

0.64

0.065

Progression – Imatinib
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Supplementary Figure 8. Forest Plots on the impact of any somatic mutation in chronic phase continued 

Variables

Any Mutation

ACA

Sokal

TKI Type















0.2

0.5

1

2

5

Odds Ratio

OR

1.93

0.80

1.30

0.40

95%-CI

[1.06; 3.53]

[0.32; 2.05]

[0.91; 1.86]

[0.18; 0.88]

p-value

0.0328

0.6486

0.1512

0.0239

FFS – Overall

















Variables

Any Mutation

ACA

Sokal

TKI Type











0.5

1

2

Odds Ratio

OR

1.42

0.74

1.26

0.55

95%-CI

[0.77; 2.61]

[0.29; 1.89]

[0.90; 1.77]

[0.24; 1.25]

p-value

0.2677

0.5358

0.1733

0.1529

OS - Overall

















Variables

Any Mutation

ACA

Sokal











1

2

Odds Ratio

OR

1.07

0.80

1.08

95%-CI

[0.54; 2.13]

[0.31; 2.07]

[0.75; 1.55]

0.5

p-value

0.8359

0.6518

0.6924

OS – Imatinib













Variables

Any Mutation

ACA

Sokal











1

2

Odds Ratio

OR

1.54

0.96

1.07

95%-CI

[0.78; 3.02]

[0.37; 2.45]

[0.73; 1.58]

0.5

p-value

0.2132

0.9263

0.7195

FFS – Imatinib













Variables

Any Mutation

ACA

Sokal















0.5

1

2

10

Odds Ratio

OR

2.92

5.3x10-9

8.20

95%-CI

[0.62; 13.77]

[1.13; 59.31]

0.1

p-value

0.1755

0.9986

0.0372

FFS – 2G-TKI

[0.00; inf]









Variables

Any Mutation
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Supplementary Figure 9. Forest plots for the impact of mutation in activation signaling/myeloid transcription factor on molecular response, failure-free survival, progression and overall survival in chronic phase CML patients

* Abbreviation: ACA additional cytogenetic abnormalities, AS, activation signaling; MyTF, ,myeloid transcription factor; 2G-TKI, 2

nd

generation tyrosine kinase inhibitor
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95%-CI
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0.84

In overall population

Variables

Mutation in AS/MyTF

ACA

Sokal risk (high)
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0.93

95%-CI

[0.14; 0.84]
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[0.71; 1.21]

p-value
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[0.62; 0.94]

[1.36; 3.00]

p-value

0.021

0.067

0.025

0.0014

In overall population
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Supplementary Figure 9. Forest plots for the impact of mutation in activation signaling/myeloid transcription factor on molecular response, failure-free survival, progression and overall survival in chronic phase CML patients

* Abbreviation: ACA additional cytogenetic abnormalities, AS, activation signaling; MyTF, ,myeloid transcription factor; 2G-TKI, 2nd generation tyrosine kinase inhibitor
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Supplementary Figure 9. Forest plots for the impact of mutation in activation signaling/myeloid transcription factor on molecular response, failure-free survival, progression and overall survival in chronic phase CML patients 

(continued)

* Abbreviation: ACA additional cytogenetic abnormalities, AS, activation signaling; MyTF, ,myeloid transcription factor; 2G-TKI, 2

nd

generation tyrosine kinase inhibitor

Variables

Mutation in AS/MyTF

ACA

Sokal risk (high)

2G-TKI (over Imatinib)

0.2 0.5 1 2 5

Odds Ratio OR

2.56

0.87

1.28

0.41

95%-CI

[1.01; 6.52]

[0.34; 2.20]

[0.89; 1.84]

[0.18; 0.91]

p-value

0.0484

0.7668

0.1805

0.0285

In overall population

Variables

Mutation in AS/MyTF

ACA

Sokal risk (high)

2G-TKI (over Imatinib)

0.1 0.5 1 2 10

Odds Ratio OR

2.87

1.19

0.63

0.51

95%-CI

[0.50; 16.36]

[0.25;  5.73]

[0.26;  1.54]

[0.06;  4.24]

p-value
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[0.01; 0.61]
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[0.38; 4.25]
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In the patients treated with Imatinib
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[0.18;  0.97]

p-value

0.13

0.78

0.042

In the patients treated with Imatinib
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p-value
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Supplementary Figure 9. Forest plots for the impact of mutation in activation signaling/myeloid transcription factor on molecular response, failure-free survival, progression and overall survival in chronic phase CML patients (continued)

* Abbreviation: ACA additional cytogenetic abnormalities, AS, activation signaling; MyTF, ,myeloid transcription factor; 2G-TKI, 2nd generation tyrosine kinase inhibitor
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Supplementary Figure 10. Forest Plots on the impact of epigenetic mutation in chronic phase

Variables

Epigenetic Mutation

ACA

Sokal

TKI Type

0.5 1 2

Odds Ratio OR

1.00

0.61

0.76

2.02

95%-CI

[0.63; 1.60]

[0.36; 1.03]

[0.62; 0.94]

[1.36; 3.00]

p-value

0.99

0.066

0.0095

0.0005

MR2 – Overall

Variables

Epigenetic Mutation

ACA

Sokal

TKI Type

0.5 1 2

Odds Ratio OR

0.90

0.69

0.84

1.50

95%-CI

[0.54; 1.51]

[0.41; 1.18]

[0.68; 1.04]

[1.03; 2.19]

p-value

0.7

0.17

0.11

0.035

MMR – Overall

Variables

Epigenetic Mutation

ACA

Sokal

TKI Type

1 2

Odds Ratio OR

1.30

0.56

0.81

1.00

95%-CI

[0.82; 2.06]

[0.29; 1.09]

[0.67; 0.99]

[0.68; 1.46]

0.5

p-value

0.27

0.086

0.04

0.98

MR4 – Overall

Variables

Epigenetic Mutation

ACA

Sokal

0.2 0.5 1 2 5

Odds Ratio OR

1.30

0.35

0.79

95%-CI

[0.77; 2.19]

[0.15; 0.79]

[0.63; 0.99]

p-value

0.33

0.011

0.04

MR4 – Imatinib

Variables

Epigenetic Mutation

ACA

Sokal

1 2

Odds Ratio OR

1.10

0.47

0.87

95%-CI

[0.63; 1.93]

[0.27; 0.81]

[0.68; 1.12]

0.5

p-value

0.74

0.0071

0.28

MMR – Imatinib

Variables

Epigenetic Mutation

ACA

Sokal

0.5 1 2

Odds Ratio OR

1.03

0.42

0.82

95%-CI

[0.54; 1.97]

[0.23; 0.74]

[0.65; 1.04]

p-value

0.92

0.003

0.099

MR2 – Imatinib

Epigenetic Mutation

ACA

Sokal

0.1 0.5 1 2 10

Odds Ratio OR

0.44

4.31

0.59

95%-CI

[0.20;  0.97]

[1.46; 12.68]

[0.39;  0.89]

p-value

0.042

0.008

0.011

Variables

MR2 – 2G-TKI

Variables

Epigenetic Mutation

ACA

Sokal

0.1 0.5 1 2 10

Odds Ratio

OR

0.34

5.69

0.64

95%-CI

[0.12;  0.92]

[1.84; 17.64]

[0.45;  0.93]

p-value

0.034

0.0026

0.018

MMR – 2G-TKI

Variables

Epigenetic Mutation

ACA

Sokal

0.2 0.5 1 2 5

Odds Ratio OR

0.89

3.04

0.74

95%-CI

[0.34; 2.34]

[1.00; 9.19]

[0.49; 1.14]

p-value

0.81

0.049

0.17

MR4 – 2G-TKI


Microsoft_PowerPoint_Slide9.sldx
Supplementary Figure 10. Forest Plots on the impact of epigenetic mutation in chronic phase
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Supplementary Figure 10. Forest Plots on the impact of epigenetic mutation in chronic phase continued
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Supplementary Figure 10. Forest Plots on the impact of epigenetic mutation in chronic phase continued
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Supplementary Figure 1. Treatment failure/progression versus optimal responder in chronic phase CML 

patients
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Supplementary Figure 1. Treatment failure/progression versus optimal responder in chronic phase CML patients

Any mutation

Mutation in activated signaling/myeloid TFs
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* Abbreviation: ACA additional cytogenetic abnormalities, AS, activation signaling; MyTF, ,myeloid transcription factor; 2G-TKI, 2nd generation tyrosine kinase inhibitor
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