














Figure 6

C Kifé Atf3 Pmaip1 Btg2

N

ke

204 * F
Kkk  dkkk Baladad
10— N o .
“

| ﬁ,_ﬁ|_.

@ VavCre; Jak2Y0"7F- Cdk6 - [] VavCre; Jak2™*; Cdk6 **
O vavCre; Jak2V0"7F: Cdk6 ** VavCre; Jak2"*; Cdk6 7

=y

o
9402S-2

relative mRNA expression in LSKs
w

D NF«Biz Prkcb Socs3
N
()] *
=15 e s
< T
7
» 104
o
Q- *k
x
[0) R kK )
< 5
[
s I
g 0 T T
@©
© [ Vavcre; yak2"®'"; cdke ** [ VavCre; Jak2""; Cdk6 */*

O vavcre; Jak2"®"""; cak6 " [l VavCre; Jak2"*; Cdk6 ™"

m

IFNy IL-1B IL-5 IL-6 IL-13 IL-18 TNF-a
© 800 f
600 %
£ 400 -
S 2004 : |II
Q L il
£ 307 .
E 20 =
% o nel L
onzzh Teza [IIIH T {lacd [0 Aed
O VavCre; Jak2Ve'7F: Cdk6™* [ VavCre; Jak2"*: Cdk6™*
O VavCre; Jak2"°'"F; Cdk6™ B VavCre; Jak2**; Cdk6™
VavCre; VavCre; VavCre; VavCre; F
Jak2**; Jak2Ve17F: jak2V617F; Jak2*/*;
Cdk6 ** Ccdk6 /- Cdk6** Cdk6 7
VavCre; Jak2"®"""; Cdk6** - e o O

e o © 06 0 0 O

B TNF-a signaling via NF«B Vet ek o™ .... o000

-a signaling via NFk e & W 8 B W & R - &

up||N|ES |!H!£!\|WV|H\H|N l\”@\\lﬂlﬂlﬂ L Y YRREY TR
=7, <0 > &

Apoptosis Q/Cb‘ & @ ((oéo 5\\,60 ((,Cb{béb‘%

o |1 AL ETER 111 -+ 0@

NES=1.77 FDR<0.001 0110 50 100



http://www.bloodjournal.org/
http://www.bloodjournal.org/site/subscriptions/ToS.xhtml

>

# of colonies
(with IL-3, IL-6, SCF, EPO)

E

DAPI

bone marrow
600 1streplating  2nd replating  3rd replating

*

400 *

[ [l

Cdk6 +/+ -/- +H+ /- +H+ /-

Control

UPN5

VavCre;Jak2V6"7F

B cdkn2c 2

z

N

(]

N
9J102s-Z

R i 2
]

VavCre; Jak2Vé17f; Cdk6 7
VavCre; Jak2Vé17F: Cdk6 **

Hallmark Gene Sets (FDR<0.25)

2
S
'S
o
2
©
o
+
Palbociclib
vehicle 100nM 250nM 1000nM
4% 16% 5% 12% | 17% 16% | 4% 17%
1
78% 2% 799 1% 3% 759 3%
0.2% 6.8% [0.8%  14%| 12%  11.4% 103% 12.4%
" e 0
2% g:% - 22% 2.4% 1.8%

0% 4% 0.2% 4% 0.2% 3.8% 0.5%

6.3%

8% 86.8% 9% 87% 7%
By Lo SR

8.2%

AnnexinV

D

UNFOLDED PROTEIN RESPONSE 1

U
ESTROGEN RESPONSE EARLY -

KRAS
CHOLESTEROL HOMEOSTASIS A
EPITHELIAL MESENCHYMAL TRANSITION -

WNT BETA CATENIN SIGNALING -
ESTROGEN RESPONSE LATE -

Figure 7

Cdké
./.
- - 10.8%
+ C c
¥ 3 3
O O
Annexin V Annexin V

Jak2

8% 20.8%

N E 1S
g g 3
> O o
b, . .
Annexin V Annexin V

Gene Set Enrichment Analysis of
VavCre; Jak2V617F; cdk67-vs VavCre; Jak2Vé17F; Cdk6*’*
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