
HA 
36

28

72

95

130

72
95

95

55

HBO1 

5%
 IN

PU
T*

M
TM

h
M

TM
Th

Ve
ct

or

IP:HA

M
TM

Th
-E

LL
´´

M
TM

h-
AF

6´

M
TM

h-
EL

L´
´

[kDa] M
TM

Th
-A

F6
´

M
TM

Th
-A

F1
0´

M
TM

h-
AF

10
´

PHF16

Figure 2

Xpress

HBO

fG fG
-M

LL
 8

69
/1

12
4

5%
 IN

P
U

T

xAF4++

IP:FLAG

FLAG 
95

28

55

35

250

17

130

B

C

[kDa]

Xpress

HBO

FLAG 

95

28

55

35

250

17

130

72

95

130

95

HA 
36

28

72
95

55

HBO1 

PHF16

Figure 3

35

250

130

P
ar

en
t

Δ
M

LL
 c

3

Δ
M

LL
 c

7

MLL-C

GAPDH

HEK293TD

250

130 MLL-C
35

GAPDH



Figure 4

10% INPUT IP:FLAG

xAF4

EAF1h
fG-ELL´

fG-ELL´´- + - + - + - + - + - + - + - +
+ - + - + - + - + - + - + - + -

- +- + - +- + - +- + - +- +

-- -- + + + + -- -- + + + +

[kDa]

250

130

55

36

28
FLAG

Xpress
(AF4)

HA
(EAF1)

D

72

55

36

28

130

HA

M
TM

Th
-E

LL
´*

M
TM

Th
-E

LL
´´

M
TM

Th
-E

LL
´ Δ

N

M
TM

Th
-E

LL
´ Δ

C

5%
 IN

PU
T*

Ve
ct

or

M
TM

Th

AF4 

IP:HAB

[kDa]

*

*
*

*
*

AF4 

Degraded 
AF4

72

55

36

28
HA

*

*
*

*
*

130

AF4 

AF4 

Degraded 
AF4

36

28
FLAG

250

130 Xpress
(AF4)

55 HA
(EAF1)



95

Figure 5

fG
A

L4
-E

A
F1

fG
A

L4
*

fG
A

L4
-E

A
F1

-N
fG

A
L4

-E
A

F1
-C

fG
A

L4
-E

LL
´

fG
A

L4
-A

F4
-2

N
&

C

fG
A

L4
-A

F4
-2

C
-b

c
fG

A
L4

-A
F4

-2
C

-a
bc

V
ec

to
r

+

+

+

+ -

+ ++ ++ + +

IN
P

U
T*

70
100

+ ++ ++ ++ + +
55

55

72

36

72

130

130

250

28

17

[kDa]

FLAG
(GAL4-X)

TAF1C

AF4

AF5Q31

ENL

hMED26

C

HA
(MED26)

72

95

ELL

72
95

+ ++ ++ ++ + +

EAF1h

HA
(EAF1)

ELL

ELLh

HA
(ELLh)

55
72

IP:FLAG

++ -
55

72

36

28

17

FLAG
(GAL4-X)

95
TAF1C

130

250

AF4

130
AF5Q31

72
ENL

72

95

ELL

70
100

HA
(MED26)

55

72
95

HA
(EAF1)

ELL

HA
(ELLh)

55
72



V
ec

to
r

fG
A

L4

130

95

55

72

17

[kDa]

fG
A

L4
-E

LL
´´

fG
A

L4
-E

LL
´´

 S
A

/K
T

fG
A

L4
-E

LL
´´

++ +- +

FLAG 

Xpress

xAF4++ +- +
++ +- + EAF1h++ +- +

V
ec

to
r

fG
A

L4

fG
A

L4
-E

LL
´´

fG
A

L4
-E

LL
´´

 S
A

/K
T

fG
A

L4
-E

LL
´´

HA

28

36

Figure 6

A
SA/KT: S600A&K606T

INPUT IP : FLAG

5%
 IN

PU
T*

M
TM

h
M

TM
Th

Ve
ct

or

IP:HA

M
TM

Th
-E

LL
´´

M
TM

h-
EL

L´
´ S

A/
KT

HA

M
TM

h-
EL

L´
´

36

28

130

72

72
55

55

[kDa] M
TM

Th
-E

LL
´´ 

SA
/K

T

AF4

ENL

p53

E

95

72 HBO1

17 FLAG 

28

36

130

95

72

Xpress

55

HA

HA

36

28

72
55

55
p53

130 AF4

72 ENL

95

72 HBO1



Figure 7

fN
U

P
98

-H
B

O
1*

fN
UP

98
-IN

G
5

fN
UP

98
-M

EA
F6

fN
U

P
98

-H
B

O
1 

E
Q

V
ec

to
r

fN
UP

98
-M

EN
IN

fN
U

P
98

Δ
FP

5%
 In

pu
t*

NU
P9

8-
PH

F1
6

NU
P9

8-
p7

5d
HT

H2
NU

P9
8-

p5
2

55

35
250

70

130
100

250

FLAG

MLLC

B

IP:FLAG

D

[kDa]

250

MLLC

fN
UP

98
Δ

FP

fH
BO

1

1%
IN

PU
T*

IP:FLAG
fN

UP
98

-H
BO

1

Ve
ct

or
*

130
100

70
55

FLAG

[kDa]

250

130
100

70
55

FLAG

55

35

70

130
100

250

FLAG

250
MLLC



A

B
5% INPUT FLAG (M2) -IP

100
70
55

35

35

25

100

25

70
55

35
25

HA 

FLAG

fMLL 
869-1124

HBO1-Nh

HBO1h

HBO1-Ch

xPHF16

xMEAF6
xING5

Xpress

2.
5%

-IN
P

U
T

fM
LL

-8
69

-1
12

4 
+ 

V
ec

to
r

fM
LL

-8
69

-1
12

4 
+ 

xH
B

O
1

fM
LL

-8
69

-1
12

4 
+ 

xP
H

F1
6

fM
LL

-8
69

-1
12

4 
+ 

xM
E

A
F6

fM
LL

-8
69

-1
12

4 
+ 

xN
G

5
fM

LL
-8

69
-1

12
4 

+ 
H

B
O

1 
co

m
pl

ex
V

ec
to

r +
 a

ll

FLAG

35

130
100
70
55

35

FLAG (M2) -IP

xPHF16
xHBO1

xMEAF6
xING5

Xpress

fMLL 
869-1124

xPHF16
HBO1h

xMEAF6+

+
+

-

+

+
+

+

+

N
+

+

+

C
+

+

+

+
-

+

-

+
+

+

+

+
+

+
xING5+ + + + + + -

+

-
+

+
+

+

+
+

-

+

+
+

+

+

N
+

+

+

C
+

+

+

+
-

+

-

+
+

+

+

+
+

+
+ + + + + + -

+

-
+

+
+

C

Figure 8

1% INPUT IP: FLAG

xI
N

G
5

xI
N

G
5 

81
-2

40
xI

N
G

5 
Y

18
8A

xI
N

G
5 

W
21

1A
xI

N
G

4

35
FLAG

fMLL 
869-1124

xPHF16
xHBO1

xMEAF6
xING4/5

Xpress

xI
N

G
5

Ve
ct

or

fMLL 
869-1124
xPHF16
xHBO1
xMEAF6+

+
+
-

+
+
+
+

+
+
+
+

+
+
+
+

+
+
+
+

+
+
+
+

+
+
+
+

+
+
+
-

+
+
+
+

+
+
+
+

+
+
+
+

+
+
+
+

+
+
+
+

+
+
+
+

xI
N

G
5

xI
N

G
5 

81
-2

40
xI

N
G

5 
Y

18
8A

xI
N

G
5 

W
21

1A
xI

N
G

4

xI
N

G
5

Ve
ct

or

FLAG35
35

130
100
70
55

xPHF16
xHBO1

xMEAF6
xING5

Xpress

35
FLAG

fMLL 
869-1124

100
70
55

35
2525 HA 

FLAG

HBO1-Nh

HBO1h

HBO1-Ch

100
70
55

35
25

xPHF16

xMEAF6
xING5

Xpress

35
FLAG

fMLL 
869-1124

100100
70
55

35
25

xPHF16
xHBO1

xMEAF6
xING4/5

Xpress

100100
70
55

35
25



72

55

36

28

[kDa] ve
ct

or

M
TM

Th
-E

LL
´´

M
TM

Th

M
TM

h

M
TM

h-
EL

L´
´

72

55

36

95
130

72

55

36

95
130

M
TM

Th
-A

F1
0´

M
TM

h-
AF

10
´

P
´6

41
/1

26
7 
Δ

TR
X

2-
A

F6
´

M
TM

Th
-A

F6
´

P
´6

41
/1

26
7-

A
F6

´

M
TM

h-
A

F6
´

Ve
ct

or

M
TM

Th
-E

NL
´

M
TM

h-
EN

L´

HA
HA HA

250

130

M
LL
Δ

FP
Ve

ct
or

M
LL
Δ

FP
Δ

TR
X2

M
LL

-E
NL

M
LL

EN
L 
Δ

TR
X2

M
LL

-E
LL

M
LL

-E
LL

 Δ
TR

X2

M
LL

AF
6´

M
LL

-A
F6

´ Δ
TR

X2

M
LL

-A
F1

0

M
LL

-A
F1

0 
Δ

TR
X2

MLL-N

A

Figure 1-figure supplement 1

[kDa] [kDa] [kDa]

*

* *

*

* *
*

*
*

*

*

*

250

130 MLL-N

72

55

36

28
HA

*

* *

*

72

55

36

95
130

HA

* *
*

*
*

*

72

55

36

95
130

HA

*

*



IN
P

U
T*

V
ec

to
r

fM
LL

 8
69

/1
25

1+
37

aa

fM
LL

 8
69

/1
25

1
fM

LL
 8

69
/1

25
1+

37
aa

fM
LL

 8
69

/1
15

2+
37

aa
fM

LL
 1

00
8/

12
51

+3
7a

a
fM

LL
 1

14
5/

12
51

+3
7a

a

- + + + ++ + xAF5q31

fM
LL

 1
14

5/
12

51

+

fG
A

L4

+

fG
A

L4
+3

7a
a

+

Xpress

FLAG

130

36

28

17

55

A

IP:FLAG

Figure 2-figure supplement 1

[kDa]

95

72

55

35

250

130

FLAG

Xpress

95

72

55

250

35

250

fM
LL

 8
69

/1
15

2+
37

aa

fM
LL

D
FP

´*

fM
LL

D
FP

D
86

9/
11

44

fM
LL

D
FP

D
TH

D
2

fM
LL

D
FP

D
C

X
X

C

M
LL

 D
FP

V
ec

to
r

IN
P

U
T

xAF4+ + ++ + +-

130

130

IP:FLAG

Xpress

FLAG

[kDa]

250

130 Xpress

FLAG

36

28

17

55
Xpress130



B

25

FLAG

HBO170
100

PHF16100
130

100

200

fG fG
-M

LL
-1

05
2-

11
24

1%
IN

P
U

T

IP:FLAG

fG fG
-M

LL
-1

05
2-

11
24

DNA

DNaseI+ + - -[kDa]

Figure 2-figure supplement 2
A IP:FLAG

[kDa] V
ec

to
r

fM
LL

-1
-3

23
fM

LL
-3

24
-5

53
fM

LL
-5

54
-8

68
fM

LL
-8

69
-1

12
4*

fM
LL

-1
12

5-
13

96

FLAG

1%
IN

P
U

T*

35

55

HBO1
70

100

100

130

PHF16

MEAF6
25

25

35

ING4

FLAG
35

55

HBO1
70

100

100

130

PHF16

MEAF6

25

35

ING4

25

FLAG

HBO170
100

PHF16100
130

100

200
DNA

ING425

MEAF6

25

ING425
MEAF6

25



Ig
G

an
ti-

M
LL

-N

2.
5%

IN
P

U
T*

IP

130

HB1119

fanChIP

Ig
G

an
ti-

M
LL

-N

0.
5%

IN
P

U
T*

IP

130

REH

nucfrIP

72

MLLC

HBO1

72

MLLC

HBO1

fM
LL

Δ
FP

*
V

ec
to

r

fM
LL

Δ
FP

 Δ
TH

D
2

fM
LL

-E
N

L
fM

LL
-E

N
L 
Δ

TH
D

2

0.
5%

 In
pu

t
IP:FLAG

HBOI

250

72

C

D

95
CCNT

E

[kDa]

[kDa]

[kDa]

MLL-N

250

MLL-N

HBOI72

130
MLLC

72 HBO1 95
CCNT

130
MLLC

72 HBO1

25



M
LL

-E
LL

 Δ
O

HD

M
LL

-E
LL

250

[kDa]
72

55

M
TM

Th
-E

LL
´

M
TM

Th
-E

LL
´´

M
TM

Th
-E

LL
´ Δ

N

M
TM

Th
-E

LL
´ Δ

C

HAMLL-N

[kDa]

xAF4
EAF1h

+ + + ++ + + ++ + + +
+ + + ++ + + ++ + + +[kDa]

36
28

17

130

55

FLAG

Xpress
(AF4)

HA
(EAF1)

10% INPUT IP:FLAGC

fG
A

L4
-E

LL
´

fG
A

L4
-E

LL
´´

fG
A

L4
-E

LL
´ Δ

C
fG

A
L4

-E
LL

´ Δ
N

V
ec

to
r

fG
A

L4

fG
A

L4
-E

LL
´

fG
A

L4
-E

LL
´´

fG
A

L4
-E

LL
´ Δ

C
fG

A
L4

-E
LL

´ Δ
N

V
ec

to
r

fG
A

L4

A
Figure 4-figure supplement 1

250

MLL-N

72

55
HA

36
28

17 FLAG

130
Xpress
(AF4)

55 HA
(EAF1)

A

72

55

95
130

M
TM

h-
EA

F1
-C

M
TM

h-
AF

4-
2C

-a
bc

M
TM

h-
AF

4-
2C

 a
b

M
TM

h-
E

A
F1

M
TM

Th
-E

A
F1

M
TM

Th
-E

A
F1

-N

M
TM

Th
-E

A
F1

-C

Ve
ct

or

HA

[kDa]

Figure 5-figure supplement 1

72

55

95
130

HA



M
LL

-E
LL

 S
A/

KT

M
LL

-E
LL

250

[kDa] 72

55

36

M
TM

h-
E

LL
´´

M
TM

Th
-E

LL
´´

M
TM

h-
E

LL
´´

 S
A

/K
T

M
TM

Th
-E

LL
´´

 S
A

/K
T

Ve
ct

or

HA
MLL

250
MLL

A

V
ec

to
r

fG
A

L4
fG

A
L4

-E
LL

´´

fG
A

L4
-E

LL
´´

 S
A

/K
T

V
ec

to
r

fG
A

L4

fG
A

L4
-E

LL
´´

fG
A

L4
-E

LL
´´

 S
A

/K
T

17

[kDa]

28

36

130

55

FLAG 

AF4

p53

130 AF5

IP:FLAGInput (Chr.fr.)

C

[kDa]

Figure 6-figure supplement 1

72

55

36 HA

17

28

36

FLAG 

130

AF4

130 AF5

55 p53


