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Elucidation of the mechanisms for leukemogenesis in Friend-virus infected mice
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We here aimed to elucidate better the mechanisms for the onset and
maintenance of leukemia. We analyzed murine bone marrow erythroid progenitors and Friend retrovirus
(FV)-induced erythroleukemia cells. We first examined the phenotype of the colony-forming subset of
erythroid progenitors (CFU-E) and identified several cell surface or intracellular markers. We
further sought potential leukemia-associated factors overexpressed in FV-induced leukemia cells
compared with normal CFU-E. Among those, we further identified several factors that support the
survival and proliferation of leukemia cells. These results contribute to a better understanding of
the pathogenesis of leukemia and help better interpret FV-infected mouse models.



(FV)
FV
FV
(LSC: c-Kit

Sca-1 )

T-cell immunoglobulin and mucin-domain containing-3 (TIM-3)

Galectin-9 (Gal-9) (AML) LSC
LSC [l TIM-3  Gal-9
FV AML
FV
2]
FV
1) (EP) EP
2) EP EP
©) EP FV
(4) FV
(1) C57BL/6 (B6)
EP c-Kit Sca-1 CD71 CD34 EP
(2) B6 (PHZ) 2 ( 50mg/kg) 3
EP
EP
(3) Gal-9 Gal-9 EP
(B6) EP
(4) FV AA41L EP
EP
(5) FV
FV
(1) B6 EP (CFU-E)
( CMP GMP )
EP CAT-1 (
) CD105 2 Gal-9 GATA-1( ) GLUT4
( 4) mTOR ( ) AMPK (AMP
) CK2( 2) MSTIR ( ) ACE2(
2) Gal-3 iNOS ( ) 10 12
Gal-9 CAT-1 mTOR PCR EP
MRNA EP



(2) PHZ EP EP

PU.1( ) MerTK (MER ) EP
PHZ
EP PU1 MerTK PHZ
EP
(3) Gal-9 KO Gal-9 KO
(B6)
Gal-9KO
EP (c-Kit*Sca-1 CD34 CD71*) Gal-9
EP
Gal-9KO EP AMPK
EP Gal-9  AMPK
(ATP)
(4) B6 EP AA41l AA41
CAT-1 PU.1 MerTK NF-k B PD-L1
PU.1 FV (SFFV)
PU.1 mTOR AMPK
EP AA4l
(5) AA4L PU1 mTOR MerTK NF-k B AMPK ( DB1976

rapamycin  MRX-2843 JSH-23 BML-275)
MerTK NF-k B AMPK

PU.1 mTOR PU.1 mTOR MerTK
NF-k B AMPK mTOR MerTK
NF-k B AMPK AA4L
MerTK  AMPK AA4L
MerTK MRX-2843
ERK1/2 ( 1/2)
AMPK ATP NAD(P)H
AA4L
ATP AMPK
ATP AMPK
AMPK (MTOR

MerTK NF-k B)

< >
1. Kikushige Y, Miyamoto T, Yuda J, Jabbarzadeh-Tabrizi S, Shima T, Takayanagi S, et al. A

TIM-3/Gal-9 Autocrine Stimulatory Loop Drives Self-Renewal of Human Myeloid Leukemia
Stem Cells and Leukemic Progression. Cell Stem Cell 2015. 17(3):341-352 doi:
10.1016/j.stem.2015.07.011.

2. Hegde S, Hankey P, Paulson RF. Self-renewal of leukemia stem cells in Friend virus-
induced erythroleukemia requires proviral insertional activation of Spil and hedgehog
signaling but not mutation of p53. Stem Cells 2012. 30(2):121-130 doi: 10.1002/stem.781.



11 7 2 3

Tsukamoto Tetsuo Nakamura Katsuki Okada Seiji 49
Simian immunodeficiency virus infection and flow cytometric characterization of Japanese 2020
macague ( Macaca fuscata ) hematopoietic cells
Journal of Medical Primatology 116 120
DOI
10.1111/jmp. 12460
3
HIV 2020
Precision Medicine 771 776
DOI
4
HIV 2021
Precision Medicine 70 75
DOI
Tsukamoto Tetsuo 10
Hematopoietic Stem/Progenitor Cells and the Pathogenesis of HIV/AIDS 2020
Frontiers in Cellular and Infection Microbiology 60

DOl
10.3389/fcimb.2020.00060




Dunbar Paul R. Cartwright Emily K. Wein Alexander N. Tsukamoto Tetsuo Tiger Li Zheng-Rong 13
Kumar Nivedha Uddb?ck Ida E. Hayward Sarah L. Ueha Satoshi Takamura Shiki KohImeier Jacob
E.
Pulmonary monocytes interact with effector T cells in the lung tissue to drive TRM 2020
differentiation following viral infection
Mucosal Immunology 161 171
DOl
10.1038/s41385-019-0224-7
Tsukamoto Tetsuo 33
Spontaneous HIV controllers might be the key to prevent accelerated immunosenescence of 2019
effector CD8+ T cells
AIDS 2253 2255
DOl
10.1097/QAD.0000000000002343
34
HIV 2019
Bio Clinica 1361 1366
DOl
34
2019
Bio Clinica 629 635

DOl




Tsukamoto Tetsuo Gorantla Santhi Rodrigues Vasco 11

Editorial: Direct and Indirect Interactions of HIV With Host Cells 2021
Frontiers in Cellular and Infection Microbiology 771370
Dol

10.3389/fcimb.2021.771370

36
CAR-T HIV 2021
Bio Clinica 1216-1219
DOl
Tsukimoto Shota Hakata Yoshiyuki Tsuji-Kawahara Sachiyo Enya Takuji Tsukamoto Tetsuo 14
Mizuno Seiya Takahashi Satoru Nakao Shinichi Miyazawa Masaaki
Distinctive High Expression of Antiretroviral APOBEC3 Protein in Mouse Germinal Center B Cells 2022
Viruses 832 832

DOl
10.3390/v14040832

Galectin-9

43

2020




Galectin-9

42
2019
FLAG- APOBEC3
2019 9
2019
Dunbar P Cartwright E Wein A Li Z Kumar N Uddback I Hawyard S KohlImeier J
CD8T
122
2019

Detailed phenotypical analysis indicates the biology of Friend virus-induced erythroleukemia cells

68

2021




mTOR  AMPK

44
2021
2
Jose Das Neves, Tetsuo Tsukamoto, el al. 2020
MDP1 208
Novel Approaches for the Delivery of Anti-HIV Drugs
Tsukamoto Tetsuo Gorantla Santhi Rodrigues Vasco 2021

Frontiers Media SA

130

Direct and indirect interactions of HIV with host cells

(Miyazawa Masaaki)

(60167757) (34419)







