Appendix:

Table 2-1. Relative survival by tyrosine kinase inhibitor and cumulative response within 1 year

Group No. 5-y Absolute OS | 5-y Relative OS | 5-y OS No. 10-y Absolute OS| 10-y Relative OS | 10-y OS
at 5y [95% CI] [95% ClI] inGP | atl0y [95% ClI] [950Cl] | inGP
All TKI Group
A 312 927[90-1-953] | 948[92-1-97-4] | 978 127 835 [79-2-87-9] | 88:3[83-7-929] | 946
N 284 945[921-96:9] | 96:6[042-99-1] | 978 115 87-1[827-91:4] | 921 [87-4-96:6] | 946
N 234 96:5[94-4-98-7] | 987 [96:5-1009] | 978 01 89:0[845-93-7] | 941[89-3-99:0] | 946
MR 105 958 [92-1-99-4] | 981[94:3-1017] | 977 47 885 [81:9-95:0] | 939 [86:9-100-8] | 94-2
N 53 98:6[95:6-100] | 1009[98-1-102:4] | 97-7 21 917 [82:2-100] | 97:3[873-106:2] | 942
Imatinib Group
- 239 92:4[89-2-956] | 945[91:2-97:8] | 978 127 833[78:5-88:0] | 88:0[82:9-92:9] | 947
N 212 947[01:8-97-6] | 96:9[040-99.9] | 977 115 87-4[82:8-92:0] | 928 [87-9-97.7] | 942
MR, 176 97-3[949-99-6] | 995 [97-0-101:8] | 978 01 900 [85:2-94-6] | 951 [901-100-2] | 946
MRAS 78 97:5[94-1-100] | 1001 [96:6-102.7] | 97-4 47 897 [82:9-96°5] | 956 [884-102:9] | 938
N 33 100 1025 976 21 931 [83-7-100] | 990 [890-106:4] | 940
Dasatinib Group
. 40 976 [94-1-100] | 99-6[96:0-102] | 980 0 NA NA 951
N 39 97-4[937-100] | 996 [95:8-1022] | 97-8 0 NA NA 947
NN 30 987 [961-100] | 1009 [98:3-102-2] | 97-8 0 NA NA 947
N 12 100 1021 97-9 0 NA NA 94:9
CMR 9 100 1022 97-8 0 NA NA 947
N=27
Nilotinib Group
A s 33 876 [785-967] | 89-6[80:3-989] | 978 0 NA NA 946
cOR 33 808 [81:0-98:6] | 919 [82:9-1009] | 977 0 NA NA 943
MR 28 900 [820-99-9] | 930[83:9-1022] | 977 0 NA NA 94-4
MRS 15 856 [70:2-100] | 877 [719-102:5] | 976 0 NA NA 941
N 11 941[82.9-100] | 964 [84-9-1025] | 976 0 NA NA 942

Abbreviations: OS, overall survival; GP, general population; CI, confidence interval; CCyR, complete cytogenetic
response; MMR, major molecular response; MR4-5, molecular response with 4:5 log reduction by international
scale; CMR, complete molecular response; NA, not applicable.




Table 3-1. Cause of death by cumulative response within 1 year in age 15-44

Age 15-4 No197 | Ness | Nt | Nees | news
Number of death, (%) 12 (6) 4(2) 3(2) 1(1) 0
Progression to AP/BP, (%) 5 (42) 0 0 0 0
SCT complications, (%) 3 (25) 1(25) 1(33) 0 0
Cardiovascular events, (%) 1(8) 1(25) 0 0 0
Car accident, No. (%) 2(17) 1(25) 1(33) 0 0
Other, No. (%) 1(8) 1(25) 1(33) 1 (100) 0
Type of TKI, No. (%)
Imatinib 12 (100) 4 (100) 3 (100) 1 (100) 0
Dasatinib 0 0 0 0 0
Nilotinib 0 0 0 0 0
Overall cumulative response, No. (%)
CCyR 4 (33) 4 (100) 3(100) 1 (100) 0
MMR 3(25) 3(75) 3(100) 1 (100) 0
MR4-5 2(17) 2 (50) 2(67) 1 (100) 0
CMR 1(8) 1(25) 1(33) 1 (100) 0
Disease status** at the time of death, No. (%)
CML-AP/BP 3 (25) 0 0 0 0
CHR 1(8) 0 0 0 0
CCyR 1(8) 0 0 0 0
MMR 1(8) 1(25) 1(33) 0 0
MR4-5 1(8) 1(25) 1(33) 1 (100) 0
CMR 3(25) 2 (50) 1(33) 0 0
Unknown 2 (17) 0 0 0 0

*. CCyR includes CCyR or better; MMR includes MMR or better; MR4-5 includes MR4-5 or better.

**: Each status represents the best category of response or disease status at the time of death.

Abbreviations: AP, accelerated phase; BP, blast phase; CP, chronic phase; CCyR, complete cytogenetic response;
MMR, major molecular response; MR4-5, molecular response by a 4-5 log reduction on the international scale;
CMR, complete molecular response; SCT, stem cell transplant; TKI, tyrosine kinase inhibitor; CML, chronic
myeloid leukemia.



Table 3-2. Cause of death by cumulative response within 1 year in age 45-64

Fge o6t Ne 222 e i sy Net0
Number of death, No. (%) 19 (9) 12 (6) 74) 3(2) 0
Progression to AP/BP, No. (%) 5 (26) 3(25) 1(14) 0 0
SCT complications, No. (%) 2(11) 0 0 0 0
Secondary malignancy, No. (%) 4 (21) 3(25) 2 (29) 1(33) 0
Cardiovascular events, No. (%) 1(5) 1(8) 1(14) 0 0
Sepsis, No. (%) 1(5) 1(8) 0 0 0
Dementia, No. (%) 1(5) 1(8) 1(14) 1(33) 0
Surgical complications, No. (%) 1(5) 1(8) 1(14) 0 0
HCV cirrhosis, No. (%) 1(5) 0 0 0 0
Unknown, No. (%) 3(16) 2(17) 1(14) 1(33) 0
Type of TKI, No. (%)
Imatinib 15 (79) 10 (83) 6 (86) 3 (100) 0
Dasatinib 1(5) 1(8) 1(14) 0 0
Nilotinib 3(16) 1(8) 0 0 0
Overall cumulative response, No. (%)
CCyR 14 (74) 12 (100) 7 (100) 3 (100) 0
MMR 11 (58) 9 (75) 7 (100) 3 (100) 0
MR4-5 5 (26) 4(33) 3(43) 3 (100) 0
CMR 3(16) 2(17) 1(14) 1(33) 0
Disease status** at the time of death, No. (%)
CML-AP/BP 5 (26) 3(25) 1(14) 0 0
CML-CP 1(5) 1(8) 0 0 0
CCyR 1(5) 1(8) 1(14) 0 0
MMR 3(16) 3(25) 2 (29) 0 0
MR4-5 2 (11) 2 (17) 2 (29) 2(67) 0
CMR 5 (26) 1(8) 0 0 0
Unknown 2 (11) 1(8) 1(14) 1(33) 0

*: CCyR includes CCyR or better; MMR includes MMR or better; MR4-5 includes MR4-5 or better.

**: Each status represents the best category of response or disease status at the time of death.

Abbreviations: AP, accelerated phase; BP, blast phase; CP, chronic phase; CCyR, complete cytogenetic response;
MMR, major molecular response; MR4-5, molecular response by a 4-5 log reduction on the international scale;
CMR, complete molecular response; SCT, stem cell transplant; TKI, tyrosine kinase inhibitor; CML, chronic
myeloid leukemia; HCV, hepatitis C virus.



Table 3-3. Cause of death by cumulative response within 1 year in age 65-84

Number of death, No. (%) 22 (34) 20 (34) 13 (25) 8 (17) 3(9)
Progression to AP/BP, No. (%) 2(9) 1(5) 0 0 0
Secondary malignancy, No. (%) 5(23) 5 (25) 3(23) 2 (25) 1(33)
Cardiovascular events, No. (%) 7(32) 7 (35) 4 (31) 3(6) 0
Sepsis, No. (%) 1(5) 1(5) 1(8) 1(13) 1(33)
Dementia, No. (%) 1(5) 1(5) 1(8) 0 0
Surgical complications, No. (%) 1(5) 1(5) 1(8) 0 0
Bowel obstruction, No. (%) 1(5) 0 0 0 0
Gastrointestinal bleeding, No. (%) 1(5) 1(5) 0 0 0
Parkinson disease, No. (%) 1(5) 1(5) 1(8) 0 0
Unknown, No. (%) 2(9) 2 (10) 2 (15) 2(25) 1(33)

Type of TKI, No. (%)

Imatinib 16 (73) 14 (70) 8 (62) 5 (63) 2 (67)
Dasatinib 2(9) 2 (10) 1(8) 0 0
Nilotinib 4 (18) 4 (20) 4 (31) 3(38) 1(33)
Overall cumulative response, No. (%)
CCyR 20 (91) 20 (100) 13 (100) 8 (100) 3(100)
MMR 14 (64) 14 (70) 13 (100) 8 (100) 3(100)
MR4-5 12 (55) 12 (60) 11 (85) 8 (100) 3(100)
CMR 8 (36) 8 (40) 7 (54) 5 (63) 3(100)
Disease status** at the time of death, No. (%)
CML-AP/BP 1(5) 0 0 0 0
CML-CP 2(9) 2 (10) 0 0 0
CHR 2(9) 1(5) 0 0 0
CCyR 1(5) 1(5) 0 0 0
MMR 3(14) 3(15) 2 (15) 1(13) 1(33)
MR4-5 4 (18) 4 (20) 4 (31) 3(38) 0
CMR 5 (23) 5 (25) 4 (31) 2(25) 1(33)
Unknown 3(14) 4 (20) 3(23) 2 (25) 1(33)

*. CCyR includes CCyR or better; MMR includes MMR or better; MR4-5 includes MR4-5 or better.

**: Each status represents the best category of response or disease status at the time of death.

Abbreviations: AP, accelerated phase; BP, blast phase; CP, chronic phase; CCyR, complete cytogenetic response;
MMR, major molecular response; MR4-5, molecular response by a 4-5 log reduction on the international scale;
CMR, complete molecular response; SCT, stem cell transplant; TKI, tyrosine kinase inhibitor; CML, chronic
myeloid leukemia.



Table 4. Multivariate Cox proportional hazards analysis of overall survival

Univariate Multivariate Analysis
Variable
P P HR 95% ClI
Age at diagnosis <0-0001 <0-0001 1-045 1-026-1-065
Clonal evolution at diagnosis 0-031 0-028 2-841 1-121-7-149
Sokal risk Score 0-15
Type of TKIs 0-45
Time from diagnosis to TKI 0-26

Cumulative response with a time dependent variable*

CCyR <0-0001 <0-0001 6-250 3-367-11-494
MMR <0-0001 <0-0001 6-579 3-745-11-628
MR4-5 <0-0001 <0-0001 5-154 2:841-9-346
CMR <0-0001 0-0013 3-003 1-538-5-882

*: Each variable was compared to the counterpart no response category and calculated for multivariate analysis
separately.

Abbreviations: TKI, tyrosine kinase inhibitor; HR, hazard ratio; Cl, confidence interval; CCyR, complete
cytogenetic response; MMR, major molecular response; MR4-5, molecular response with 45 log reduction by
international scale; CMR, complete molecular response; OS, overall survival.



Table 5. One-year landmark by cumulative response within one year

Group No. 5-y Absolute OS 5-y Relative OS 5-y OS No. 10-y Absolute OS 10-y Relative OS |10-y OS
at 5y [95% CI] [95% CI] inGP | at10y [95% CI] [95% Cl] in GP
Age 15-84
32465 312 93-5[91-0-95-9] 95-1 [92-6-97-6] 98-3 127 84-2 [79-9-88-6] 88-4 [83-9-93-1] 95-2
ESZ& 284 95-2 [92-8-97-5] 97-0 [94-6-99-4] 98-1 115 87-7 [83-4-92-0] 92-3 [87-8-96-8] 95-0
’,:l/lzl\ggs 234 97-3 [954-99-3] 99-1[97-1-101-1] 98-2 91 89-9 [85-3-94-4] 94-6 [89-8-99-4] 95-0
'\N/Ifli')g 105 95-8 [92-1-99-4] 97-8 [94-0-101-4] 98-0 47 88-5 [81-9-95-0] 93-5 [86-5-100-3] 94-7
ﬁ,:lsl?[ 53 98-6 [95-8-100] 100-5 [97-7-101-9] 98-1 21 91-7 [82-2-100] 96-8 [86-8-105-6] 94-7
Age 15-44
ﬁ!189 131 96-2 [93-2-99-2] 96-9 [93-9-99-9] 99-3 48 90-0 [84-4-95-6] 91-6 [85-9-97-4] 98-2
ES{GRO 117 99-2 [97-7-100] 99-9 [98-4-100-7] 99-3 42 95-5 [90-9-100] 97-3[92-6-101-8] 98-2
'\N/I:'\gl_gl 95 99-1 [97-2-100] 99-8 [97-9-100-7] 99-3 34 96-0 [91-4-100] 97-9 [93-2-101-9] 981
mfégf) 41 100 100-7 99-3 19 97-0 [91-1-100] 99-0 [93-0-102-0] 98-0
’C\ZIIL/IB’RZ 21 100 100-7 99-3 10 100 102-1 979
Age 45-64
32214 140 94-4 [90-9-97-8] 97-0 [93-4-100-5] 97-3 58 88-0 [82-4-93-6] 94-7 [88:7-100-8] 929
EI(:::)LlQRG 130 96-1 [93-0-99-2] 98-8 [95-6-102-0] 97-3 54 92-0 [87-0-97-0] 99-0 [93-6-104-4] 929
’l:l/l=’\{IL§4 110 98-5 [96-5-100] 101-2 [99-2-102-8] 97-3 43 94-6 [89-7-99-4] 101-8 [96-6-107-0] 929
’,:I/IE;ZS 49 98-2 [94-8-100] 100-7 [97-2-102-6] 975 20 92-8 [84:7-100] 99-5 [90-8-107-2] 93-3
ﬁ':ls% 24 100 102-8 97-3 7 100 107-6 929
Age 65-84
ﬁ!& 41 82-7 [72:4-93-0] 92-4 [80-9-103-9] 89-5 21 60-9 [46-2-75-5] 83-4 [63-6-104-0] 726
ES%/7R 37 81-3[70-2-92-3] 90-8 [78-4-103-1] 89-5 19 59-5 [44-0-74-9] 82-0 [60-6-103-2] 72:6
'\N/Izl\flg 29 88-3 [77-5-99-1] 99-7 [87-5-111-9] 88.6 14 61-9 [43-6-80-3] 889 [62-6-115-4] 69-6
'\N/I52455 15 80-0 [62-5-97-5] 885 [69-1-107-9] 90-4 8 61-7 [38-9-94-5] 82-6 [52-1-126-5] 747
,c\:l'l/ll% 8 88-9 [68-4-100] 98-6 [75-8-110-9] 90-2 4 61-0 [25-6-96-3] 82-3 [34-5-130-0] 741

Abbreviations: OS, overall survival; GP, general population; CI, confidence interval; CCyR, complete cytogenetic
response; MMR, major molecular response; MR4-5, molecular response with 4-5 log reduction by international
scale; CMR, complete molecular response.




Table 6. One-year landmark by tyrosine kinase inhibitor and cumulative response within 1 year

Group No. 5-y Absolute OS | 5-y Relative OS | 5-y OS No. 10-y Absolute OS| 10-y Relative OS | 10-y OS
at 5y [95% CI] [95% CI] in GP at 10y [95% CI] [95% CI] in GP
All TKI Group
32465 312 93-5[91-0-95-9] 95-1 [92-6-97-6] 98-3 127 84-2 [79-9-88-6] | 88-4 [83-9-93-1] 95-2
ESZ?S 284 95-2 [92-8-97-5] 97-0 [94-6-99-4] 98-1 115 87-7 [83-4-92:0] | 92-3 [87-8-96-8] 95-0
'\Nﬂzl\ggs 234 97-3[95-4-99-3] | 99-1[97-1-101-1] 98-2 91 89-9 [85-3-94-4] | 94-6 [89-8-99-4] 95-0
'\N/IEL%S 105 95-8[92:1-99-4] | 97-8 [94-0-101-4] 98-0 47 88-5[81-9-95-0] | 93-5 [86-5-100-3] | 94-7
ﬁ'l";i 53 98-6 [95-8-100] | 1005 [97-7-1019] | 981 21 91-7 [82:2-100] | 968 [86:8-1056] | 947
Imatinib Group
QEZGG 239 93-1[90-0-96-2] 94-7 [91-6-97-9] 98-3 127 839 [79-2-88-6] | 88-1[83-2-93-1] 95-2
lc\:l(::gZRS 212 95-1[92-3-97-9] 96-9 [94-1-99-8] 98-1 115 87-8 [83:2-92-3] | 926 [87-8-97-4] 94-8
m:'\;I.EF;S 176 97-8 [95-7-99-9] | 99-6 [97-5-101-7] 98-2 91 90-5 [85-8-95-2] | 95-3[90-3-100-2] | 95-0
m§841.5 78 97-5[94-1-100] 99-6 [96-1-102-5] 979 47 89-7 [82:9-96-5] | 95-2 [88-0-102-4] | 94-2
ﬁ':l; 33 100 1020 98-0 21 93-1[83-7-100] | 98-5[88-6-105-8] | 94-5
Dasatinib Group
ﬁl\!lOl 40 98-5[95-6-100] |100-1[97-2-101-6] | 984 0 NA NA 95-4
ﬁgg? 39 98-4 [95-3-100] | 100-0 [96-8-101-6] | 984 0 NA NA 95-4
'\N/Izl\gg 30 100 1019 981 0 NA NA 94-7
'\N/IE3475 12 100 101-8 98-2 0 NA NA 95-1
ﬁ,:lzRg 9 100 101-8 98-2 0 NA NA 94-9
Nilotinib Group
QEQS 33 885 [79-4-97-5] 90-1 [80-9-99-3] 98-2 0 NA NA 95-0
,c\:l(::glR 33 90-7 [82:0-99-5] | 92-5[83-6-101-4] 98-1 0 NA NA 94-7
NN 28 92:0[83:3-100] | 937 [848-101.8] | 982 0 NA NA 948
',:l/'f441'5 15 856 [70-2-100] | 87-3[71-6-102:0] | 980 0 NA NA 94-6
ﬁ':lzq 11 94-1 [82-9-100] 95-9 [84-5-101-9] 98-1 0 NA NA 94-7

Abbreviations: OS, overall survival; GP, general population; CI, confidence interval; CCyR, complete cytogenetic
response; MMR, major molecular response; MR4-5, molecular response with 4-5 log reduction by international
scale; CMR, complete molecular response; NA, not applicable.




Figure 2-1. One-year landmark: Relative survival in patients with chronic myeloid leukemia by cumulative

response within 1 year
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Abbreviations: CCyR, complete cytogenetic response; MMR, major molecular response; MR4-5, molecular
response by a 4-5 log reduction on the international scale; CMR, complete molecular response.



