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−10

0

10

−15 −10 −5 0 5 10
umap_1

um
ap

_2 G1
G2M
S

C
ytoTR

A
C

E
S

core
C

ytoTR
A

C
E

S
core

UMAP1

U
M

A
P

2

CB D

A
C

ytoTR
A

C
E

S
core

UMAP1

U
M

A
P

2

Asxl1Δ/Δ

Asxl1WT

S Phase
G2/M Phase
G1 Phase

0 24 48
0

5

10
100
80
60
40
20
0

Time (h) GR-1 PE

C
D

11
b

P
E

-C
y7

C
el

lC
ou

nt
(x

10
5 ) ASXL1WT

ASXL1
W

T

Asxl1WT

ASXL1Δ/Δ

ASXL1
Δ/Δ

Asxl1Δ/Δ

Asxl1WT Asxl1Δ/Δ

ASXL1WT

ASXL1Δ/Δ

0 12 24 60
0

10
20
30
40

Time (h)

W
BC

/K
m

m
-3

*

**

FE

1.0

0.5

0.0

-0.5

Irf8
Gfi1
Myc

Mxd1
Cebpa
Cebpe

Mpo
Elane

S100a8
Camp
Lcn2

Ltf
Mmp9
Mmp8

IMPHSC Gran/
MonoP GranP Neu1 Neu2

Expression

0

2000

4000

6000

GR-1 PE

C
D

11
b

P
E

-C
y7

Em
pty Vector

M
yc

H

0-10 3 10 3 10 4 10 5

Comp-561-1-A :: PE-GR1

0

-10 3

10 3

10 4

10 5

C
om

p-
56

1-
4-

A
::

PE
-C

y7
-C

D
11

b

0

-10 3

10 3

10 4

10 5

C
om

p-
56

1-
4-

A
::

PE
-C

y7
-C

D
11

b

0-10 3 10 3 10 4 10 5

Comp-561-1-A :: PE-GR1

0

-10 3

10 3

10 4

10 5

C
om

p-
56

1-
4-

A
::

PE
-C

y7
-C

D
11

b

0-10 3 10 3 10 4 10 5

Comp-561-1-A :: PE-GR1

0

-10 3

10 3

10 4

10 5

C
om

p-
56

1-
4-

A
::

PE
-C

y7
-C

D
11

b

20211109_MYC D1_016.fcs

C
D

11
b

M
FI

%
C

el
ls

G



HSC
IMP
Ery/MkP
EryP
Ery1
Ery2
Ery3N

fkb1

M
yb

E
p300

H
if1a

A
rnt

Jun

R
ela

A
tm

M
ax

N
fya

S
p3

N
fyb

R
unx3

S
irt1

S
rebf1

E
rcc2

S
p1

U
sf2

Y
y1

E
2f3

M
yc

P
olr2f

Tfdp2

B
rca1

C
rebbp

0

25

50

75

Tfdp1

N
fyc

E
2f1

S
srp1

Increased Expression
Decreased Expression
Increases Expression
Decreases Expression

HSC

IMP

Ery/MkP

EryP

Ery1

Ery2

4 Wk
6 Mo
4 Wk
6 Mo
4 Wk
6 Mo
4 Wk
6 Mo
4 Wk
6 Mo
4 Wk
6 Mo

Ery3 4 Wk
6 Mo

Network Edges

0 50 100

150
1,400

1,600

1,500

Figure S3

ASXL1WT

Erythroid Lineage

ASXL1Δ/Δ

A

E

F

C DB
0 5 10 15 20 25 30

4 Weeks

1

3
2

Tx
CITE

Kit
Mpo

Tal1
Cell Cycle

CytoTRACE

Klf1

Pseudo-time
0 5 10 15 20 25 30

Pseudo-time

> 6 Mo

M
ea

n
M
yc

E
xp

re
ss
io
n ASXL1WT

ASXL1Δ/Δ

Pseudotime
20 25 30151050

0.0
0.2
0.4
0.6
0.8
1.0
1.2

ASXL1WT

ASXL1Δ/Δ

G
en
ot
yp
e HSC

MPP
PreGM
PreMegE
GMP
PreCFU-E

C
IT
E-
Se

q
C
lu
st
er

G
en
e

Ex
pr
es
si
on

-21

10

C
yt
oT
R
A
C
E

Sc
or
e

0

1

HSC
IMP
Ery/MkP
EryP
pDC
Ery1
Ery2
Ery3
Bcell2
PC

Tr
an
sc
rip

to
m
e

C
lu
st
er

C
el
lC

yc
le

Ph
as
e G1

G2M
S



Figure S4
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