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Exploration of a novel mechanism of gIKcolysis_enhancement in B-cell tumors and
investigation of its usefulness as a therapeutic target
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In this study, we investigated the possibility that the metabolism of B-cell
malignancies is activated by T cells, which leads to the treatment resistance of B-cell
malignancies. The results of glucose uptake assay suggested that glycolysis of chronic lymphocytic
leukemia cells is activated by T cells. Moreover, survival of chronic lymphocytic leukemia cells was
supported by T cells. However, the increased glycolytic activity of chronic lymphocytic leukemia
cells by T cells was unlikely to be involved in the enhanced survival of leukemia cells. We did not
observe a clear increase in glucose uptake by T cells in other B-cell tumors. However, we found that
survival of myeloma cell lines was supported by T cells. These results may pave a way to
development of novel therapy for B-cell tumors.



/

Cell Metab. 2016;24:657-71.

B
B T
B
B
B /
3

T B

T B

T B
T
T CD3 T
(2) Glucose uptake assay
T B 48-72

2-NBDG
CD4
(3) viability
B 48-72
viability
T
bortezomib 2-Deoxy-D-glucose
T B
B T

T
glucose uptake assay

T

@

|

Cancer Res. 2015;75:2071-82. B

B B

B T
T

B

T
B
T

positive selection CD4
2-NBDG 37 /15
T B
B

viability dye
B CFSE
ibrutinib melphalan

2-DG
(a) (b)
[ cLL alone T ¢
CJeLL+T 3 ‘g s —_I
{ g5
A sS4’
5 ge
2
«
&0(‘0 \yx
(Glucose uptake) G\y )
1. CD4*TH#iRE & T/ I hzt8% Y /3R MEHARIE
INIA—Z2DOMY AHENEE B,
T



®

in vitro

blocking

ligand
blocking

2-Deoxy-D-glucose 2-DG
ibrutinib
ibrutinib
T

relative viability
(%, vs CLL alone)

80 T i
& A S
o o\y x&
W
()

2. CDA+THERAIE. 1BMEY /v
BIEHRECEFEEXFT 5,

$
\3
m

graft-versus-tumor

U266

a
o

relative viability
(%, vs MM+FBS)
2
o

_|

0
FBS + -

T Teell - -

+

NCI-H929

= -
o a
1= o

_|

relative viability
(%, vs MM+FBS)

0

FBS + -
Tecell - -

E3. THRI. SRUEBTRECEFEIHT S,




7 7 2 3

Matsuoka K, Imahashi N, Ohno M, Ode H, Nakata Y, Kubota M, Sugimoto A, Imahashi M, Yokomaku Y, 298
Iwatani Y
SARS-CoV-2 accessory protein ORF8 is secreted extracellularly as a glycoprotein homodimer 2022

Journal of Biological Chemistry

101724 101724

DOl
10.1016/j . jbc.2022.101724

Imahashi N, Terakura S, Kondo E, Kato K, Kim SW, Shinohara A, Watanabe M, Fukuda T, Uchida N, 57

Kobayashi H, Ishikawa J, Kataoka K, Shiratori S, lkeda T, Matsuoka K, Yoshida S, Kondo T,

Kimura T, Onizuka M, Ichinohe T, Atsuta Y, Kanda J

Impact of donor types on reduced-intensity conditioning allogeneic stem cell transplant for 2021

mature lymphoid malignancies

Bone Marrow Transplantation 243 251
DOl

10.1038/s41409-021-01525-1

Shaim H, Shanley M, Basar R, Daher M, Gumin J, Zamler D, Uprety N, Wang F, Huang Y, 131

Gabrusiewicz K, Miao Q, Dou J, Alsuliman A, Kerbauy L, Acharya S, Mohanty V, Mendt M, Li S, Lu

J, Wei J, Fowlkes N, Gokdemir E, Ensley E, Kaplan M, Kassab C, Li L, Ozcan G, Banerjee P,

Imahashi N, et al.

Targeting the a v integrin/TGF- axis improves natural killer cell function against 2021

glioblastoma stem cells

Journal of Clinical Investigation -
DOl

10.1172/J3C1142116

Daher M, Basar R, Gokdemir E, Baran N, Uprety N, Nunez Cortes A, Mendt M, Kerbauy L, Banerjee 137

P, Shanley M, Imahashi N, et al.

Targeting a cytokine checkpoint enhances the fitness of armored cord blood CAR-NK cells 2021

Blood 624 636

DOl
10.1182/blood.2020007748




Imahashi N, Arakawa M, lwakoshi A, Mori M, Nagai H, lida H

Oral Kaposi sarcoma following cord blood transplantation 2022
eJHaem -
DOl
Imahashi Nobuhiko Terakura Seitaro Kondo Eisei Kako Shinichi Uchida Naoyuki Kobayashi 55
Hikaru Inamoto Yoshihiro Sakai Hitoshi Tanaka Masatsugu Ishikawa Jun Kozai Yasuji
Matsuoka Ken-ichi Kimura Takafumi Fukuda Takahiro Atsuta Yoshiko Kanda Junya
Comparison of reduced-intensity/toxicity conditioning regimens for umbilical cord blood 2020
transplantation for lymphoid malignancies
Bone Marrow Transplantation 2098 2108
DOl
10.1038/s41409-020-0905-6
Yamasaki Satoshi Mori Jinichi Kanda Junya Imahashi Nobuhiko Uchida Naoyuki Doki Noriko 99
Tanaka Masatsugu Katayama Yuta Eto Tetsuya Ozawa Yukiyasu Takada Satoru Onizuka Makoto
Hino Masayuki Kanda Yoshinobu Fukuda Takahiro Atsuta Yoshiko Yanada Masamitsu
Effect of allogeneic HCT from unrelated donors in AML patients with intermediate- or poor-risk 2020
cytogenetics: a retrospective study from the Japanese Society for HCT
Annals of Hematology 2927 2937

DOl
10.1007/s00277-020-04261-6

44

2022




SARS-CoV-2 ORF8

68

2021

Comparison of reduced-intensity/toxicity conditioning regimens for UCBT for lymphoid malignancies

82

2020 2021




