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Western Blot

JAK1 F958V is resistant to JAK inhibitor I



0

20

40

60

80

100

120

0.001 0.01 0.1 1

INCB018424 (M)

P
ro

lif
e
ra

ti
o
n
 (

%
 o

f 
c
o
n
tr

o
l)

M-RAS

Aut(V658F)

Aut(V658F)

M-RAS

H3-Thymidine incorporation



0

20

40

60

80

100

120

0.001 0.01 0.1 1

INCB018424 (M)

P
ro

lif
e
ra

ti
o
n
 (

%
 o

f 
c
o
n
tr

o
l)

M-RAS

Aut(V658F)

Aut(F958V)

Aut(F958V)

Aut(V658F)

M-RAS

H3-Thymidine incorporation

JAK1 F958V is resistant to INC424



     P960T/ S
   F958V/ C/ S/ L ( JAK i nhi bi t or s)

            JAK1 925 KLIMEFLPSGSLKEYLPK-NKN    973
      .:|.||:..|:|.:||.: |:.

            ABL1 312 YIITEFMTYGNLLDYLRECNRQ    333
 T315I / A/ S ( I mat i ni b)
  E316D
   F317L/ I
    M318A
       G321V

Alignment of the human JAK1 and ABL protein sequences around hinge region 
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BaF3 cells - H3-Thymidine incorporation
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The JAK2  Y931C mutation – autonomous proliferation



0

0.2

0.4

0.6

0.8

0 1 2 3 4

Days without IL-3

A
u
to

n
o
m

o
u
s
 p

ro
lif

e
ra

ti
o
n
 (

c
e
lls

 x
1
0

6
)

CT

WT

V617F

Y931C
V617F

WT

Y931C

The JAK2  Y931C mutation – autonomous proliferation

BaF3 cells - H3-Thymidine incorporation



0

0.2

0.4

0.6

0.8

0 1 2 3 4

Days without IL-3

A
u
to

n
o
m

o
u
s
 p

ro
lif

e
ra

ti
o
n
 (

c
e
lls

 x
1
0

6
)

CT

WT

V617F

Y931C

V617F/Y931C

V617F

WT

Y931C

V617F/Y931

C

The JAK2  Y931C mutation – autonomous proliferation

BaF3 cells - H3-Thymidine incorporation



0

20

40

60

80

100

120

0.001 0.01 0.1 1 10

INCB018424 (uM)

P
ro

lif
e
ra

ti
o
n
 (

in
 %

 o
f 
c
o
n
tr

o
l)

V617F

The JAK2  Y931C mutation – INC424 response

BaF3 cells - H3-Thymidine incorporation



0

20

40

60

80

100

120

0.001 0.01 0.1 1 10

INCB018424 (uM)

P
ro

lif
e
ra

ti
o
n
 (

in
 %

 o
f 
c
o
n
tr

o
l)

V617F

Y931C

BaF3 cells - H3-Thymidine incorporation

The JAK2  Y931C mutation – INC424 response



0

20

40

60

80

100

120

0.001 0.01 0.1 1 10

INCB018424 (uM)

P
ro

lif
e
ra

ti
o
n
 (

in
 %

 o
f 
c
o
n
tr

o
l)

V617F/

Y931C

V617F

Y931C

BaF3 cells - H3-Thymidine incorporation

The JAK2  Y931C mutation – INC424 response



Perrine

Laurent

Muriel

Emilie

Laure
Magali

Lorraine Thomas Astrid
Isabelle(s)

Reece
Monique

Jacques

Tekla

Jean-Christophe

+ SN Constantinescu


