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The development of acute rejection after living-donor liver transplantation
(LDLT) often results in fatal liver dysfunction. Therefore, immunosuppression induction therapy in
LDLT requires stricter control. In order to overcome rejection in post-liver transplantation
immunosuppressive therapy, we searched for a novel molecular mechanism focusing on the genetic
background of liver allograft. Focusing on IFR as a candidate molecule involved in individual
differences in rejection in LDLT patients, we proceeded with analysis using cytotoxic lymphocytes
(NK cells) that play a central role in rejection. As a result, the relationship between IFR and
cytotoxic activity of NK cells was shown. Therefore, it was suggested that the expression of IFR in

liver allograft reduced the cytotoxic activity of NK cells and may be involved in the avoidance of
rejection.



MDR1 multidrug resistance protein 1
mMRNA Masuda S et al., Clin Pharmacol Ther. 68: 98-103,
2000 2 CYP3A5
CYP3A5*3
Goto M et al. Pharmacogenetics.14: 471-478, 2004

C HCV
HCV

HCV
C (1)
(2) ()

5 20-30%
Direct
Acting Antivirals : DAA HCV
DAA

HCV
HCV
Immunomodulatory Factors of hepatitis C
reactivation and Rejection IFR
IFR
IFR

Belli LS, et al., Dig Liver Dis. 47(8):689-94, 2015

IFR IFR

T (cytotoxic T lymphocyte CTL)

NK
IFR CTL NK
NK
KHYG-1
(Effector ) K562 (Target )
Effector/Target =5:3 6 target annexin-V
NK IFR 50 yM
1 Target NK IFN-y IFR

ELISA real time PCR



KHYG-1 K562 IFR
IFR 12 IFR 20 50 75 100 uM
1 KHYG-1 K562 killing assay AnnexinV
KHYG-1 K562
IFR50 yM 6 K562
2
IFR NK
257 S
e O KHYG-1 % 40 r *
» 20[ oKs62 % 8
© 030
2 15 PY =
P (2]
° o L
2 10} a 20
S >
< gl ¢ 5 £10 |
® o) 2
20 50 75 100 K562 ) ()
IFR (uM) IFR
1 KHYG-1 K562 2 Killing assay
IFR
NK IFNy IFR KHYG-1 IFNy mRNA
IFNy ibrutinib (IBR) NK
TFNy IBR  positive control
KHYG-1 K562 KHYG-1 IFNy mRNA
IFNy IFR IFNy mRNA
IFNy IBR
3 4 IFR NK
IFR
20¢ - 3.5¢
E ol
S 3.
2 _15} « & & ol —
23 B 25
= @© Q 20} *
= S0l 8 .
X c £ 1.5}
>2o05¢ g 1.0
- 2 05}
i i i L J LL- 0 " " i
K562 KHYG-1 Control IFR IBR K562 KHYG-1 Control IFR IBR
K562 vs KHYG-1 K562 vs KHYG-1
3 IFR IFNy mRNA 4 IFR IFNy



7 6 6 3

Zhang Mengyu Tajima Soichiro Shigematsu Tomohiro Noguchi Hiroshi Kaku Keizo Tsuchimoto 44

Akihiro Okabe Yasuhiro Egashira Nobuaki leiri Ichiro

Development and Validation of A Liquid Chromatography-Tandem Mass Spectrometry Method to 2022

Simultaneously Measure Tacrolimus and Everolimus Concentrations in Kidney Allograft Biopsies

After Kidney Transplantation

Therapeutic Drug Monitoring 275 281
DOl

10.1097/FTD.0000000000000912

Fu Rao Tajima Soichiro Shigematsu Tomohiro Zhang Mengyu Tsuchimoto Akihiro Egashira 341

Nobuaki leiri Ichiro Masuda Satohiro

Establishment of an experimental rat model of tacrolimus-induced kidney injury accompanied by 2021

interstitial fibrosis

Toxicology Letters 43 50
DOl

10.1016/j . toxlet.2021.01.020

Zhang Mengyu Tajima Soichiro Shigematsu Tomohiro Fu Rao Noguchi Hiroshi Kaku Keizo 21

Tsuchimoto Akihiro Okabe Yasuhiro Egashira Nobuaki Masuda Satohiro

Donor CYP3A5 Gene Polymorphism Alone Cannot Predict Tacrolimus Intrarenal Concentration in 2020

Renal Transplant Recipients

International Journal of Molecular Sciences 2976 2976
DOl

10.3390/ijms21082976

Fukuda Mio Suetsugu Kimitaka Tajima Soichiro Katsube Yurie Watanabe Hiroyuki Harada 20

Noboru Yoshizumi Tomoharu Egashira Nobuaki Mori Masaki Masuda Satohiro

Neutrophil Gelatinase-Associated Lipocalin Is Not Associated with Tacrolimus-Induced Acute 2019

Kidney Injury in Liver Transplant Patients Who Received Mycophenolate Mofetil with Delayed

Introduction of Tacrolimus

International Journal of Molecular Sciences 3103 3103

DOl
10.3390/i jms20123103.




Tajima Soichiro Fu Rao Shigematsu Tomohiro Noguchi Hiroshi Kaku Keizo Tsuchimoto Akihiro 20

Okabe Yasuhiro Masuda Satohiro

Urinary Human Epididymis Secretory Protein 4 as a Useful Biomarker for Subclinical Acute 2019

Rejection Three Months after Kidney Transplantation

International Journal of Molecular Sciences 4699 4699
DOl

10.3390/i jms20194699

Tajima Soichiro Yamamoto Nanae Masuda Satohiro 170

Clinical prospects of biomarkers for the early detection and/or prediction of organ injury 2019

associated with pharmacotherapy

Biochemical Pharmacology

113664 113664

DOl
10.1016/j .bcp.2019.113664

Fu Rao Tajima Soichiro Suetsugu Kimitaka Watanabe Hiroyuki Egashira Nobuaki Masuda 40
Satohiro

Biomarkers for individualized dosage adjustments in immunosuppressive therapy using calcineurin 2018
inhibitors after organ transplantation

Acta Pharmacologica Sinica 151 159

DOl
10.1038/s41401-018-0070-2

42

2021




CYP3A5

41

2020

CYP3A5

30

2020

140

2020

Soichiro Tajima, Rao Fu, Mio Fukuda, Kimitaka Suetsugu, Yasuhiro Okabe, Satohiro Masuda

Urinary Microtubule-Associated Protein 1 Light Chain 3 and Neutrophil Gelatinase-Associated Lipocalin, as Potential
Noninvasive Biomarkers for Subclinical Rejection at 3 Months after kidney Transplantation

American Transplant Congress 2019

2019




Rao Fu, Soichiro Tajima, Kimitaka Suetsugu, Nanae Yamamoto, Yasuhiro Okabe, Satohiro Masuda

Relationship between autophagy and acute rejection after kidney transplant

18th World Congress of Basic and Clinical Pharmacology(WCP2018)

2018

28

2018

(MASUDA Satohiro)

(90303825)




