Hippo
YAP1

E6/E7-hTERT

3
in vitro
VIVO

YAP1  knockdown CCND1 FOXM1

YAP1

E6/E7-hTERT

YAP1

YAP1

YAP1

E6/E7-hTERT

in

YAP1

E6/E7-hTERT



1. In vitro

RNA

Orange hCD8

GFP

293T

YAP1 YAP1(S127A)
CCND1 SKP2 FOXM1 MYC
NF2-shRNA  BAP1-shRNA
GFP Kusabira

6 well

FACS
30

YAP1

YAP1 (S127A)

7.5x108

(Empty vector)

1.0x10" /1

GFP

Empty vector

2

1 4

60

A-7 B-1 B-1
D-4 D-4
A-4
1
YAP1(S127A)

Control
(Empty vector)

B ARIYAP1IE A

TEMERIYAPLEE A

HOMC-2
HOMC-2 A-7
(HOMC-3 A-4)

GFP



YAP1 YAP1

A Control
C 3
Control | 0/8 (0.0%) | 0/8 (0.0%) | 0/8 (0.0%)
YAPL | 5/8 (62.5%) | 8/8 (100%) | 4/8 (50%) 7
YAP1 | 4/8 (50.0%) | 6/8 (75%) | 6/8 (75%) 6
wv
(V]
B 8o 5
%]
g 4
Control | 1/2 (50%) | 0/2 (0.0%) | 072 (0.0%) N A
YAPL | 2/2 (100%) | 2/2 (100%) | 2/2 (100%) s E
YAPL | 2/2 (100%) | 2/2 (100%) | 2/2 (100%) £ 2
2 1
0 - e
2) YAP1 knock down Empty vector YAP1wt YAP1 (S127A)
CCND1
4
CCND1 SKP2 FOXM1 MYC 3) NF2  BAP1
RNA
MYC 3 knock down
in vitro
( 2 MYC NF2-shRNA
in BAP1-shRNA
vivo 49
= T RIBIARIEACIEE F AR
= 100
PRIE ARELMEEPRMERE 2 gg =
2 8 Y T i N
§ 100 R = Zg e i v =4 -Control
¥ o £ 50 -8-BAP1-sh1
§ 80 S 40 5
g, n = Contial - I ~#-BAP1-sh2
§52 « -=-ccnon 5 2
2 50 ~A-SKP2 g 10
H 20 “%=FOXM1 = 0 (day)
g BO.M 0 4 8 12 16 20 24
g 20
= 10
e i uuwmun , b AR BB T o BB
SRR REEALIER S4B § £5
;; u:; :‘_‘ s 50 -4 -Control
. oS 2
'§ 32 —4 -Control E 40 Lamteny s “WNF2 s:l
2w Sepen ¥ ~#~NF2-sh2
2 = “A~Myc+CCND1 3 20
@ 40 ;
.g 30 e = 20
£ & S 0 4 s 12 16 20 22
g o ]
° 0 4 8 12 16 20 24 28 (day) BAPl NF2
D-4
YAP1

in vivo NF2-shRNA



¢ 5
- :
X— K=y R GFPHE A% 2
YAP1
- Control
SR i YAPL
NF2-shi¥ AHIAEEHE  Empty vectori A#fifid (Control)
NF2-shRNA
3 BAP1
4) BAP1-shRNA
BAP1
YAP1 BAP1
YAP1 BAP1
BAP1-shRNA YAP1
¢ ©)
(x107)
2 120 , 1.  E6/E7-hTERT
LR
5% I I
§ o I e m YAPL
R GV G\ S\
& & F w»"” \&@ \3,\8”
*\3& “s"'& &'5‘? &&9} 2.
& @
BAP1
Day 19
1
CCND1 FOXM1 ) YAP1 F.
1.

1. Umino A, Seto M: Array CGH Reveals Clonal



Evolution of Adult T-Cell
Leukemia/Lymphoma. Methods Mol Biol.
973: 189-96. 2013.

. Teshima K, Nara M, Watanabe A, Ito M,
Ikeda S, Hatano Y, Oshima K, Seto M,
Sawada K, Tagawa H: Dysregulation of BMI1
and microRNA-16 collaborate to enhance
an anti-apoptotic potential in the side
population of refractory mantle cell
lymphoma. Oncogene, 33: 2191-203, 2014.
. Arita K, Maeda-Kasugai Y, Ohshima K,
Tsuzuki S, Suguro-Katayama M, Karube K,
Yoshida N, Sugiyama T, Seto M: Generation
of mouse models of lymphoid neoplasm
using retroviral gene transduction of in
vitro-induced germinal center B and T
cells. Exp Hematol. 41:731-41.e9. 2013.
. Yamamoto K, Tsuzuki S, Minami Y, Yamamoto
Y, Abe A, Ohshima K, Seto M, Naoe T:
Functionally Deregulated AML1/RUNX1
Cooperates with BCR-ABL to Induce a
Blastic Phase-Like Phenotype of Chronic
Myelogenous Leukemia in Mice. Plos One.
8:e74864. 2013.

. Yoshida N, Oda M, Kuroda Y, Katayama Y,
Okikawa Y, Masunari T, Fujiwara M,
Nishisaka T, Sasaki N, Sadahira Y, Mihara
K, Asaoku H, Matsui H, Seto M, Kimura A,
Arihiro K, Sakai A: Clinical
Significance of sIL-2R Levels in B-Cell
Lymphomas. PLoS One;8:e78730 2013.

. Kimura H, Karube K, Ito Y, Hirano K,
Suzuki M, lwata S, Seto M:Rare occurrence
of JAK3 mutations in natural killer cell

neoplasms in Japan. Leuk Lymphoma, 55:

962-3, 2014.

. Guo Y, Takeuchi 1, Karnan S, Miyata T,

Ohshima K, Seto M: Array CGH profiling of
immunohistochemical subgroups of
diffuse large B-cell lymphoma shows
distinct genomic alteration. Cancer

Science in press.

. Kato H, Karube K, Yamamoto K, Takizawa J,

Tsuzuki S, Yatabe Y, Kanda T, Katayama M,
Ozawa Y, Ishitsuka K, Okamoto M,
Kinoshita T, Ohshima K, Nakamura S,
Morishima Y, Seto M: Gene expression
profiling of Epstein-Barr virus positive
diffuse large B-cell lymphoma of the
elderly reveals alterations of
characteristic oncogenetic pathways.

Cancer Science, 105: 537-44, 2014.

. Chihara D, Kagami Y, Kato H, Yoshida N,

Kiyono T, Kinoshita T, Seto M: IL2/1L-4,
0X40L and FDC-like cell line support the
in vitro tumor cell growth of Adult

T-cell leukemia/lymphoma. Leukemia Res,

38: 608-12, 2014.

, = Cell cycle
ATLL
53
, 2013, ()

. Seto M. : MEET THE PROFESSOR SESSIONS- XV.

MALIGNANT LYMPHOMA AS A CONSEQUENCE OF
CLONAL EVOLUTION. 12



, 2013, (Switzerland)

72
2013, ()

» 2013, ¢ )

, : Cell cycle-related
gene alterations are involved in
transformation of chronic ATL. 72

L2013, ()

. Arita K, Tsuzuki S, Ohshima K, Sugiyama

T, Seto M: New mouse model of B-cell
lymphoma using retrovirally transduced
normal mature B-cells. 72

L2013, ()

72 2013, ()

TEL(ETV6)-AML1(RUNX1) Initiates
Self-renewing Fetal Pro-B Cells in mice.

75 . 2013,

, : Cell cycle-related

gene alterations are involved in

transformation of chronic ATL. 75

22013, ()

10. Arita K, Tsuzuki S, Ohshima K, Sugiyama

T, Seto M: New mouse B-cell lymphoma
model originated from germinal center.

75 . 2013, (
)



