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SLPI (Serine leukoprotease inhibitor) is a representative serine protease
inhibitor. The main objective of this study was to investigate the disease association with SLPI and
the potential of SLPI as a biomarker in eosinophilic inflammatory diseases, eosinophilic sinusitis,
and to investigate the regulatory mechanism of SLPI expression at the molecular level to determine
the causative and exacerbating factors of the diseases. We found the downregulation of SLPI
expressions in eosinophils of many cases with with eosinophilic sinusitis. We also investigated the
factors involved in SLPI transcription and found that Nrf2 expression of eosinophils was
downregulated in patients with eosinophilic sinusitis.



B X C—19,. F—19—1, Z2—19 (@)

1. WFEBRAE SO 5

TUVNAX =GO T =7 X —HildTh D FEEkiL, Miast~ Y v 7 2 &3 25 MMP-
9 okl 7uT T —EESW L CHENICKEICEML., BREIRRELELT S, —h.
ERIZITR Y 7T T —BEET A4 e B —RNFEET S, 2 Th SLPHE, BRI
RLv a7y —VICEIL, a7 T —BIEEO R L TERE UL CHNETEME 2 #1635 7
ELERIERZB LT W5, HiEE HIZ. SLPI 28~ 7 2D HEk & FREERIZREBL L T\ 5 =
& ZHRTHID TH 5202 LTV 5 (Matsuba S, et al, Front in Immunol. 2017), 2 SLPI % K48
U7 UFBRERIZ, VA DA VPEEASCRIEREN L L TB Y, MEET /LTI, SLPI K~ &
IZBWTEL IR 2 37—, £7-. SLPI KIBAFHEER TlE. LPS #4412, NF-xB #%#%
TiE72< . INK1 KON TFi 0GR T Elk-1 OV b3t LTk (B 1), SLPI 28 JNK1
DRGSR 7B T % JIP (JNK-interacting protein) 3 IZfEA L T\ = Z £, JIP3—INK1-
Elk-1 R AFEIL CTND Z EVHIH L2, SSICHEES DIT. B MR MAFEEER Tk, SLPI 23
oo FIMERSYHE & el L CEBBL L CWD Z e 2 R L, — . I, ERGEFBRERME R IESR
BB ERMEMAL B R B OBEE NN L TR Y, 2 THEENICR ) —7NE5% T 5 itk
BRPERIEIER I, RY —FURE THERRN 50%LL EEm< . THEAZHRT L LBICES
FEEHR Ch D, HEHE DI, DB OLFERERIE RIS e R K NS E BE ORI T, FFRER
® SLPI HEUZOWTHRFT 21T o7, ZOFEF, SLPI 1T SEH BN OFRRER Tl S
7o, GFFRERVERISIER T, BERAEEICEREL TV AICHEbL LT, 26 & bR
SLPI ORBUINE ERO L o7 (K3), ZOREHEIX., SLPI X~ T A TELNT-FTA L
—HLTEY, b MEARIZEW TS SLPI OFBUL T2, @RI AFRERMERIEIZ DN > TV D
FREME A R RIR T AATR.EEZ BTz, I, T LAF—HERORE X S BE T, MiE
ROEIE |- R D SLPI BN EITIE T L TWA Z Enh, R E OBEMA R I TN S
(Runndhal M, et, al. J Clin Invest. 2015), L2>L7e3 6, Z3UE TR MFRERERTO SLPI DFEEL
DA EE A L OBENMEZ R L2 E 12 < 20, IFBRERIERIESR BT SLPI & oARBIEHE <
TR XD T O BB FERREE & 5 X T, Jo RVEAF R BRIV IE Tk SLPI O BAME T L, kL
TERIC B 2 52 5 2 L AN LT\ 5, SLPI O#RE R FD—>Th % CIEBP OFElAx, =5
AB—BOBGTERNMET SEDZ EMNERE &7z (Klimenkova O, et al. Blood 123,1239-
49, 2014), —J5. HERERMERIEIER TO Y ) LU A4 REJEETo= 7 ) LU A NEEfENT ©
X, 7 hE—MEEERCRE I B TIThN kD@L L IZIFED L R NEIE TR~ v B
T ENTEY ., SLPI RoF DGR - & ORI TR, DD KEEZ 25 ¢
1. R A ERSe ERRRAR G 2o 7L E LTV TR Y | AFERERME SE I BRI B 72 40
JADK W IAAZB /2SN TE LT, BEELBE 2R TE o2 REMER VY, % 2T SLPI
DIEBIIME T LTV DAk « IR DFBEER COMMTIZ LV | EAEORK - B D 5851703
K VBAREIZ 2 D B 2 DT, FRRERMERIER B, BIE L B0 AT 1A RRME—DIREE
T, BT D2 HHL OB OB D 7= D12 b BB O A SCH K 1 O fRCAIZEIC D 72 23 B A
ZEIRFETH D, SLPI ZHEHE L U CRNSCHEEICET 2@ F 20D IAR, & BITHR AL 4
~—7J1—& LTO SLPI OF HAMEDIBR, £ 7AER5 T 2 IRES LTI RE ORI
BRSO BERBEVIIIE TH D L E X, AR EZERTDHICE T,

2. MO EMN

AR, $5E S O b AGEAFBRERME SRR B OMFBRERMETE L & BIC I8\ T, SLPI 881
O OISR - OF B2 R ELAR AR A0 It U, MRS (s T-FRNT 238 U C AR ERIE JE R FR
DOFT-72RR - BEICEET A5 T2HALNNCTH 22 AMNE T 5, £7-. ~ 7 A@IEMEK -
IFBRERIMERITE AT T MZEBUW T, SLPI 7' F KX SLPI 28301l L T\ 5 Elk-1 #REE O BRLERI DA
FMEZBER L, BRI A~ORER 21T Z L2 B E LT,

3. WOk

(1) PRAFRRR 2 O 7 B Bl P 2% i 6 BB D s BRAE A 2O M

UFIRERVER S E e (P HERAEDHIETe) M OV ERERMEVE AL 5 R C O B T o SLPT F8 i,
AT 24T 5, BALERSER K e B S AR B L ONE LR NEHZ B W T A KT A4 ity
e EZ W S T IR ERVERI Se . (FEEHER 306) « AKFHE M OSSRt & U CIRAFRRERIEZE B (B
H. IBEMESR L OB M CE ERRR) OB~ VEENT T 4 o mlEEAR A VT
SLPI DR H 2l L M L7z (F58E 30 JERI 2 B ek LT2),

(2) TFBRERVESIESR BRI IS 1T 2 MiE SLPT M ONRIE BEE 45 1 DF it

FEBR 1 ORAFMLIE S SIS U7 IEFNZ BT SLPI M OUFBRER 3751635 MMP9 D%
BT 24T 72 o T2y 2 1 FJEGE ST O 72 D | BB L5 O RELR AN KIE I EA 7223, AFERERVER 52
ek DEIERE ORIK (5 IER]) 2T 52 &N TE -, EERMIAL SLPI B3 XU SLPI @
HREZ B By T OB & g Y ta 8 L OVE RN PCRIEIC TG LT,



4. WHIERCR

(1) PRAFERRIR & T A BRER M RE R R O S B R 2 Mt

SFRRERMERIBAIE S GRTERER 306) - ARDRROSIEREL L CIRIERIATER (REHR%) i

B CIRELRMT 21T 72 > 72, HE B L OV 2 n o N& Y42 DFS(direct fast scarlet)yufa %

ITWFERER Z [ %E L. SLPI ORI 24T o 70, FOFEE. IFELERMERI &1ER B L OAKRKIR

TITLFERER T SLPI OB BEIZR T L TWne (M1 B8LTE 1,

' B 1: SPERTKIEEI SR A ORI 5 (5 SLPI O
BB

HE. DFS & (7 S04 Fif) RV SLPI

DGEMRBEAEERT DFS BEMEE (5F

EAIK) 1285145 SLPI ORIRIFIFEBR LRI S

EXARUAFFEOBEETETL T LM, —A.
$iE F B TIE SLPI EFHB LTV, £

f=. BEMEX0OIFEERTIL SLPI OFE(L

BTFLTWENDT=,

HE

SLPIff

=1

FERERIERIRIER | AHR R P
Eosinophils (%) 68.1£22.6** 47.1+£20.6* (9.3+4.8
SLPI+ eosinophils (%) 100** 100** 429425
SLPI+/++ eosinophils (%) 0 0(57.1x2.5
Nrf2+ cells/eosinophils (%) 93.5422.6 91.04£6.7 54.7+25.8
Nrf2+/++ cells/eosinophils (%) 6.4+7.7** 6.8+2.1** |50.8+16.7

(2) HFERERVESRIESR BT D IfiE SLPT K& OMRIE B Sy - D Kt

M98 X 0 £ L 7= G ER 12 35 T SLPI, MMP9 K QNG K T- D J& BUfiFAT 24T 72 > 720 244
TE LTV MMPO DR8I, AFERERIERISESR L IEEME SR BE TCORRBRELZROIRI -5
7273, SLPI OEEERT-O— > THR{LA F L A 5B R 1 Nrf2 OFBIME T LTz,
T 2 CIREREAR TOMMT 21T/ o T2 & 2 A, IFERERVER SER B OVKRFR T H Nrf2 DR B
METFLTWE (F1EOE2), ZHOFEENS, SLPI MO8 Nrf2 DS FERERVE SRSEME R BRI B
WCHEEREEZ R LT D Z LAV LT, SLPI O FEHRIES Nrf2 G L3803 - fe Bk i
PIEMIE RO T 7RI HRIBIC D72 N D ATREMES R S e (BFEYENE ) .

B 2: $FEEERMERI SR X D IFEAERICH
[+% SLPI B Uf Nrf2 O IR 247
DFS %%, SLPI ®RU Nrf2 @
REMEBLBEETRT, Nf2 1
HIEERMBTEEENEDS
ni=m. FERERTIEIREINET
LTl

B2 SFRABR R SRR

DFS |7 -

SLPI|

)
Nrf2 5




6 6 0 5

Kohada Y, Kuromoto A, Takeda K, lwamura H, Atobe Y, Ito J, Kaifu T, Kaiho Y, Nakashima I, 2

Hinata N, Nakamura A, Sato M

Circulating PMN-MDSC level positively correlates with a poor prognosis in patients with 2022

metastatic hormone-sensitive prostate cancer

Frontiers in Urology 967480
DOl

10.3389/fruro.2022.967480

Morimoto A, Kikuta J, Nishikawa K, Sudo T, Uenaka M, Furuya M, Hasegawa T, Hashimoto K, 12

Tsukazaki H, Shigeto Seno S, Nakamura A, Okuzaki D, Sugihara F, Ninomiya A, Yoshimura T, Takao-

Kawabata R, Matsuda H, Ishii M

SLPI is a critical mediator that controls PTH-induced bone formation 2021

Nature Communications 2136
DOl

10.1038/s41467-021-22402-x

Kohada Yuki Kaiho Yasuhiro Takeda Kazuya Kuromoto Akito Ito Jun Teishima Jun Nakamura 4

Yasuhiro Kaifu Tomonori Nakamura Akira Sato Makoto

Analysis of the circulating myeloid- derived suppressor cells during androgen deprivation 2021

therapy for prostate cancer

1JU Case Reports 367 370
DOl

10.1002/iju5.12351

Hiroki Shimada, Shuko Hata, Yuto Yamazaki, Yuri Otsubo, lkuko Sato, Kazue Ise , Atsushi 23

Yokoyama, Takashi Suzuki , Hironobu Sasano, Akira Sugawara, Yasuhiro Nakamura

YM750, an ACAT Inhibitor, Acts on Adrenocortical Cells to Inhibit Aldosterone Secretion Due to 2022

Depolarization

International Journal of Molecular Sciences 12803

DOl
10.3390/i jms232112803




Shuko Hata, Hiroki Shimada, Naomi Sato, Mayu Koshiishi, Kazue Ise, Tomoaki Ogata, Shinichi 55

Yamashita, Akihiro Ito, Hironobu Sasano, Yasuhiro Nakamura

Expression and clinicopathological significance of glucocorticoid receptor, SGK1, and NDRG1 in 2022

hormone naive prostate carcinoma

Medical Molecular Morphology 283-291
DOl

10.1007/s00795-022-00332-x

Nobuo Ohta, Shion Shirane, Shigeru Fukase, Rei Kawata, Teruyuki Sato, Nozomi Satani, Takahiro 12

Suzuki

O0K-432 Treatment of Ranula Intruding into the Cervical Region 2022

Clinics and Practice 215-218

DOl
10.3390/clinpract12020025

10 0 0

195

2021

Kazuya Takeda, Tomonori Kaifu, Akira Nakamura

Analysis of sialylated glycolipids and N-glycans between Theiler®s murine encephalomyelitis virus binding and non-binding

cells

50

2021




Kaifu T, Chung S-H, Nakamura A, lwakura Y

Interaction of DCIR and asialo-N-glycan ameliorates experimental autoimmune encephalomyelitis by regulating DC function

50

2021

68

2021

85

2021

Dynamic alteration of peripheral immune cells in patients with advanced NSCLC received anti-PD-1 therapy and clinical
efficacy

61

2021




Dynamic alteration of peripheral immune cells in patients with advanced NSCLC received anti-PD-1 therapy and clinical
efficacy

18

2021

Dynamic alteration of peripheral immune cells in patients with advanced NSCLC received anti-PD-1 therapy and clinical
efficacy

18

2021

Pseudoprogression 1

59

2020

67

2020




(Ohta Nobuo)

(20282212) (31305)
(Nakamura Yasuhiro)
(80396499) (31305)




