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SUPPLEMENTARY APPENDIX

Online Supplementary Figure S1. Event-free survival and overall survival for the whole
cohort of patients (A) and for patients with CML-CP (B).



On
lin

e 
Su

pp
le

m
en

ta
ry

 T
ab

le
 S

1.
Re

sp
on

se
 to

 ty
ro

si
ne

 k
in

as
e 

in
hi

bi
to

r t
he

ra
py

 o
f p

at
ie

nt
s 

wi
th

 m
or

e 
th

an
 o

ne
 B

CR
-A

BL
1

m
ut

at
io

n.
 O

f n
ot

e,
 in

 5
 o

f 6
 e

va
lu

ab
le

 p
at

ie
nt

s 
(p

at
ie

nt
s 

2,
 3

, 4
, 5

, 6
, a

nd
 7

), 
th

er
ap

y 
wi

th
 s

ec
-

on
d 

ge
ne

ra
tio

n 
TK

I (
2nd

TK
I) 

re
su

lte
d 

in
 th

e 
el

im
in

at
io

n 
of

 o
ne

 o
f t

he
 m

ut
at

io
ns

 p
re

se
nt

 a
fte

r i
m

at
in

ib
 fa

ilu
re

. I
n 

4 
of

 th
os

e 
5 

ca
se

s 
(3

, 4
, 5

, a
nd

 6
) 

th
e 

re
m

ai
ni

ng
 m

ut
at

io
n 

wa
s 

th
e 

on
e 

wi
th

 th
e 

hi
gh

es
t I

C5
0 

fo
r t

he
 T

KI
us

ed
 in

 e
ac

h 
pa

tie
nt

, s
ug

ge
st

in
g 

th
at

 re
si

st
an

ce
 a

nd
, t

he
re

fo
re

, a
 p

oo
r p

ro
gn

os
is

 in
 p

at
ie

nt
s 

wi
th

 m
or

e 
th

an
 o

ne
 m

ut
at

io
n 

m
ay

 b
e 

pr
im

ar
ily

 d
riv

en
 b

y 
th

e 
pr

es
en

ce
 o

f a
 le

ss
 s

en
si

tiv
e 

m
ut

at
io

n 
to

 2
nd

ge
ne

ra
tio

n 
TK

I. 
Pt

 N
o

CM
L 

ph
as

e
Ag

e
Im

at
in

ib
Im

at
in

ib
Re

as
on

 o
ff

M
ut

at
io

n
2nd

TK
I

Du
ra

tio
n

Be
st

M
ut

at
io

n
Re

sp
on

se
Re

as
on

3r
dT

KI
Be

st
 re

sp
on

se
(yr

)
Du

ra
tio

n
Be

st
Im

at
in

ib
pr

io
r t

o
2n

d T
KI

re
sp

on
se

on
 2

nd
TK

I
Du

ra
tio

n
Of

f 2
nd

TK
I

3r
d T

KI
(m

os
)

re
sp

on
se

2nd
TK

I
(m

os
)

2n
dT

KI
(m

os
)

1
2ND

CP
67

44
CC

yR
Re

si
st

an
ce

M
35

1T
, E

25
5V

Ni
lo

tin
ib

5
CH

R
No

t a
va

ila
bl

e
3+

Pt
’s 

ch
oi

ce
Im

at
in

ib
NA

2
CP

84
77

CH
R

Re
si

st
an

ce
 

M
35

1T
, F

35
9V

Bo
su

tin
ib

24
m

Cy
R

M
35

1T
, F

35
9V

8
Re

si
st

Ni
lo

tin
ib

CH
R

&
 T

ox
ic

ity
3

CP
56

22
m

Cy
R

Re
si

st
an

ce
M

35
1T

, F
31

7L
Da

sa
tin

ib
11

No
ne

F3
17

L
-

Re
si

st
Bo

su
tin

ib
Re

si
st

4
CP

54
37

PC
yR

Pr
og

re
ss

io
n 

(C
E)

M
35

1T
, G

25
0E

Ni
lo

tin
ib

34
CC

yR
G2

50
E

6
Re

si
st

Bo
su

tin
ib

CC
yR

5
CP

61
48

CH
R

Re
si

st
an

ce
G2

50
E,

 Y
25

3H
Da

sa
tin

ib
17

CC
yR

Y2
53

H
1+

To
xi

ci
ty

IN
NO

-4
06

Re
si

st
6

CP
54

54
CH

R
Re

si
st

an
ce

M
35

1T
, T

31
5I

Da
sa

tin
ib

2
No

ne
T3

15
I

-
Re

si
st

M
K0

45
7

Re
si

st
7

CP
26

14
CH

R
Pr

og
re

ss
io

n 
(C

E)
E2

55
K,

 E
45

9K
Bo

su
tin

ib
2

No
ne

No
ne

-
Re

si
st

Ni
lo

tin
ib

Re
si

st


