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1. 2022 £ EDTEBNE
1. HIFETESh
B AE MC3T3-EL Mz A JE 2 24T L, LA F O A 157,
1) EEFMAEICISITS tumor necrosis factor (TNF)-a #illIZ LV A& L X415 macrophage colony-stimulating
factor (M-CSF)PE/EIZ%1 9% oncostatin M DAEH
@ Oncostatin M X TNF-o, fll#1Z5% 9% M-CSF #£#fE 35 LU M-CSF mRNA FELZHHI L7,
@ mTOR/p70 S6 kinase FH5EA TS rapamycin (% TNF-a I %925 M-CSF 78 (2 S5 2%
KIESTp o7,
@ Oncostatin M % TNF-a FIIZ%T 35 Akt 33K p44/p42 MAP kinase DV Rz L7223,
p70 S6 kinase DY TRALIZI T 5B E KIF I ~T,
2) CEIFMRICRTLTRRET TV (PGE] HIBRIZ IV EESND A Z—a A% (IL)-6 FEAITKTT

% HSP70 BHEAIO/EH
@O PGE1 #FIZ L5 IL-6 B & OV IL-6 mRNA FEHLiZ, HSP70 [HEEAITéH5 VER-155008 (280 HY
Citay dlyait

@ p38 mitogen-activating protein (MAP) kinase FHE /I TdH5 SB203580 (% PGE1 HIIIZ &5 1L-6 FE
AEZIHIL 7225 MEK1/2 BHEAITHD PDIS059 &HAH\U T stress-acitivated protein kinase/c-Jun
N-terminal kinase(SAPK/INK)PHEAITH 5 SP600125 1L L7227 o7,

@ HSP70 [LEAITHS YM-08 14, PGE1 #IliIckvAsiisins IL-6 PEAE R IO p38 MAP kinase
VB b A B LTz,

@ SB203580 (% PGE1 HIIZLD IL-6 FEAITKT T2 YM-08 DR AL 7=,

3) ‘BIFMIEICIITD transforming growth factor (TGF)-B R LVAE#LEILD M-CSF BEAEICXT5
selective estrogen receptor modulator (SERM)D{EH]

(D Raloxifene 33 LT\ bazedoxifene 1% TGF-B HIIIZ %35 M-CSF £ 35 LY M-CSF mRNA &3

4



4)

L7z,

PPT (% TGF-B HIIIZ &% M-CSF Rt 40 L7275 . ERB041 [T5 8% KT S/ o7z,

MPP (%, TGF-B #1252 M-CSF #8123 % raloxifene OHHIEHZMRERLT-,

Raloxifene I TGF-p HIEIZ 5325 SAPK/INK DV AL AN L7=23, SMAD3. p44/p42 MAP

kinase &5V 3 p38 MAP kinase DV (LI B A KT S72n T2,

(® MPP % TGF-B #1255 SAPK/INK DV FR{LIZ %95 raloxifene 33 UF bazedoxifene DI
TERZfRER LT,

BT D TGF-B I LW ARSI HSP27 FBLZKT 9% HSP9O BHEAIDO/EM

D HSPY0 HEAITHD 17-DMAG I, TGF-p (LA S5 HSP27 FEHLABER LT,

@ TGF-p BLEHITHD SB431542 1%, TGF-p (LA END HSP27 DFREICKT 5 17-DMAG
F LN onalespib D HE J#%h S A1 L 7=,

@ 17-DMAG F LT onalespib (ZA1:x T HSP9O FHEIEHZFF>HLAEME ThH 5 geldanamycin 13,
WG TGF-P IZ VAR SIS SMAD2 DOV RIS B L a7z,

@ Geldanamycin (%, TGF-p (2L END p4d/pd2 MAPK LT p38 MAPK DV EE{LIZAE

B _IpinoT,

Geldanamycin 330" onaledpib (3, TGF-B (ZLV #4115 SAPK/INK OV FR{bA R LT-,

SP600125 1%, TGF-B (&AM END SAPK/INK DOV ERLIZx 35 geldanamycin 35 LY

onalespib ORI ZIHGH LT,

® © O

®
©®

B HFMILIZIU N T, oncostatin M 1& TNF-o JOEEIHD Akt 3L p44/p42 MAP kinase DML
P 5221280, M-CSF BEA 24452 &, HSP70 FHEHI2S PGEL AL IC L0iE M LS5 p38 MAP
kinase ®&EA L IL-6 PE/EZHEFR9-HZ L, SERM IE ERo 241 L7-1ER I2XY TGF-p I kviEMAbsns
p38 MAP kinase #PH5ET5Z&I2L0, M-CSF FEAZ4M 352 &, HSP9O BHFEA| SAPK/INK /1L C
TGF-B IZIW AR SIS HSP27 FELZH TR T 5 LA b0,
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IV. FFERR
1. FIiT4
(1) i

1)

2)

Hioki T, Kuroyanagi G, Matsushima-Nishiwaki R, Kozawa O, Tokuda H. Oncostatin M attenuates tumor

necrosis factor-a-induced synthesis of macrophage colony-stimulating factor via suppression of Akt in
osteoblasts. Connect. Tissue Res, 64(2): 139-147, 2023.
Nishikimi A, Nakagawa T, Fujiwara M, Watanabe K, Watanabe A, Komatsu A, Yasuoka M, Watanabe R,
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Naya M, Oshima H, Kitagawa Y, Tokuda H, Kondo I, Niida S, Sakurai T, Kojima M, Arai H. Humoral and
cellular responses to the third COVID-19 BNT162b2 vaccine dose in research institute workers in Japan. J.
Infect, 86(2): e33-e35, 2023.

3) lida H, Onuma T, Nakashima D, Mizutani D, Hori T, Ueda K, Hioki T, Kim W, Enomoto Y, Doi T,
Matsushima-Nishiwaki R, Yamaguchi S, Tachi J, Tanabe K, Ogura S, Iwama T, Kozawa O, Tokuda H.

Tramadol regulates the activation of human platelets via Rac but not Rho/Rho-kinase. PLoS One, 18(1):
e0279011, 2023.

4) Sugimoto T, Tokuda H, Miura H, Kawashima S, Ando T, Kuroda Y, Matsumoto N, Fujita K, Uchida K,
Kishino Y, Sakurai T. Cross-sectional association of metrics derived from continuous glucose monitoring
with cognitive performance in older adults with type 2 diabetes. Diabetes Obes Metab, 25(1): 222-228,
2023.

5) Kuroyanagi G, Tachi J, Fujita K, Kawabata T, Sakai G, Nakashima D, Kim W, Tanabe K, Matsushima-
Nishiwaki R, Otsuka T, lida H, Kozawa O, Tokuda H. HSP70 inhibitors upregulate prostaglandin E;-
induced synthesis of interleukin-6 in osteoblasts. PL0oS One, 17(12): e0279134, 2022.

6) Doi T, Hioki T, Tachi J, Ueda K, Matsushima-Nishiwaki R, lida H, Ogura S, Kozawa O, Tokuda H.
Oncostatin M reduces the synthesis of macrophage colony- stimulating factor stimulated by TGF-§ via
suppression of p44/p42 MAP kinase and JNK in osteoblasts. Biomed. Res, 43(2): 41-51, 2022.

7) Hioki T, Matsushima-Nishiwaki R, Tokuda H, Kozawa O. Selective estrogen receptor modulators, acting

as agonists of estrogen receptor o in osteoblasts, reduce the TGF-B-induced synthesis of macrophage
colony-stimulating factor via inhibition of JNK signaling pathway. Biomed. Res, 43(6): 211-221, 2022.

8) Hori T, Mizutani D, Onuma T, Okada Y, Kojima K, Doi T, Enomoto Y, lida H, Ogura S, Sakurai T, lwama
T, Kozawa O, Tokuda H. Relationship between the responsiveness of amyloid B protein to platelet
activation by TRAP stimulation and brain atrophy in patients with diabetes mellitus. Int. J. Mol. Sci, 23(22):
14100, 2022.

9) Yamamoto S, Tanaka A, Ohmagari N, Yamaguchi K, Ishitsuka K, Morisaki N, Kojima M, Nishikimi A,
Tokuda H, Inoue M, Tanaka S, Umezawa J, Okubo R, Nishimura K, Konishi M, Miyo K, Mizoue T. Use
of heated tobacco products, moderate alcohol drinking, and anti-SARS-CoV-2 IgG antibody titers after
BNT162b2 vaccination among Japanese healthcare workers. Prev. Med, 161: 107123, 2022.

10) Nishikimi A, Watanabe K, Watanabe A, Yasuoka M, Watanabe R, Fujiwara M, Oshima H, Nakagawa T,
Kitagawa Y, Tokuda H, Washimi Y, Niida S, Kojima M. Immune response to COVID-19 vaccine
BNT162b2 in workers at a research institute in Japan: 6-month follow-up survey. J. Infect, 85(2): 174-211,
2022.

11) Kuroyanagi G, Kawabata T, Tokuda H, Fujita K, Matsushima-Nishiwaki R, Sakai G, Tachi J, Hioki T,
Kim W, lida H, Otsuka T, Kozawa O. Attenuation by HSP90 inhibitors of EGF-elicited migration of
osteoblasts: involvement of p44/p42 MAP kinase. Connect. Tissue Res, 63(4): 359-369, 2022.

12) Doi T, Hori T, Onuma T, Mizutani D, Ueda K, Enomoto Y, Matsushima-Nishiwaki R, Tanabe K, Hioki T,
TokudaH, Iwama T, lida H, Kozawa O, Ogura S. Thrombopoietin and collagen in low doses cooperatively
induce human platelet activation. Acute. Med. Surg, 9(1): €769, 2022.

13) Kuroyanagi G, Tokuda H, Fujita K, Kawabata T, Sakai G, Kim W, Hioki T, Tachi J, Matsushima-
Nishiwaki R, Otsuka T, lida H, Kozawa O. Upregulation of TGF-B-induced HSP27 by HSP90 inhibitors
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in osteoblasts. BMC Musculoskelet Disord, 23(1): 495, 2022.
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1. WFETEE)

WFFETEEhE L QI M E ARSI 50 & [0 TR BB 98 ) D — D D R E /R THERE T 5, JEATHFSE
MORTZHIE AR O RN AR DI A PEBR FTRE /R B AR 1 A~ A%, R 3 D098 %
BEEED TIRY, TN ENOFREICIB W THEEO Z{LHI rT A LSR5~ 2% — L L THWS
2T BRI AR ORI A B 2 T D, [fE BB 8 L L ClIm i O RYRbUNT K
JENT 4 D50 I RE IS B 2L AR D — L L€, e BB EE &+ D1 O THD
Zizimin2(Ziz2, Dock11)ZH 2l LT2 Zizimin 7 7V — D5 R IZBI 200 T2 B 5029 DS BEMR
Hr. LD Ziz2 DIERL ~L TOBIFIEIR IR T2 B MR Ot 4 5 | S Sk L T \d,

ZAL AR TR L A~ D 2% O T BRI AED S0 2 RE DR T I B3 2 87T Tl Sae R D EAL
HIEZ LHIfEL ~ L TR LT 22 L2 I LT-, pl6ink4ACD2 ~ 7 AIZHE N TIX pl6ink4A AR 1D
BUZOFE TE oMK mEIZES CD2 (hCD2) 73 23584 %, Z0 hCD2 FHL AR ELfiias & D &
VRPN Y 7 AR 2L —a T, LD ISR THEL LD B Mifld, T Hifd, & eriifais s
(2T FACS it 21T o7, Ml 3l E RO 5052 BOME T2 250 RANEREL . Il &R~
A, HDHWTIE ZA LB EEL LT 2 BEZTCND Zizimin2(Dockl 1) Kk~ 2% W=D A LA
I B S S BR  Z CRA IR RECIB MR AE D JE B IS BF AR TR L B O FRE B2 B DN DUV TH T LT,
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(3 T I RE AR 2T ) C I BF AR B R (R DU TR & 23 BISHERR L OB AL AR AT AR Ll i~
7 A (ink4A-dTomato DTR, ink4A-hCD2 /7 A~ A) IZEB T AEEL ~ L CO AL FEREIR T2 3%
fENT 24T T2, BEARRIZITMAE L1235 H L, CDKN2A i {s 1 EIZ2—R &35 INKAA/ARF %0 378
DFRBUL > THEINDTE Y = 3T v 772 HI N BT TR E 2B R 2L Lo BE#Ic 3 H UZ, NIE
PO EAL~—h—2 1 ple™NK OIEHLIZ L, 8 0 1 tdTomato LR 77U T R RIK
(hDTR)FHESND /7 A~ A(INKAA-dT-DTR <7 R)% FAWTC, FJEZLan kg oEik, H
DUNLL G DFFORE 2 7B R NI RIT T 5B AT LT, FRICAFEIT BRI L2 Z0ET L~y
A& FAWT DT 2RI THREG LSRRI T AT A7) 7 h— Mt FE i L R #1ic
EH 7B T RBLO AL S REIR T LD B | 5113 ZLHIBERR 03 R IE T 5 B D fRITICE T LT,
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4) BAPUNEESS FRgR Culped)
5 HAfuES A Gulotd)
6) 4 i BIREER R AR G RER e E R Guloed)
) BRI SEALGES DO N—H Lo (GLIliEd)
8) Geriatrics & Gerontology International &t
* Associate Editors (Mitsuo Maruyama)

9) Archives of Gerontology and Geriatrics #s

s/

* Associate Editors (Mitsuo Maruyama)

IV. BFFEECR
1. FiT4
(1) )5
1) Sugiyama Y, Harada T, Kamei Y, Yasuda T, Mashimo T, Nishikimi A, Maruyama M. A senolytic

immunotoxin eliminates pl6INK4a-positive T cells and ameliorates age-associated phenotypes of CD4+ T
cells in a surface marker knock-in mouse. Experimental Gerontology 2023, 174, 112130 Epub 2023.

2) Akatsu H, Hiramatsu K, Tanaka H, Manabe T, Arakawa K, Kanematsu T, Nasegawa C, Kume M, Maruyama
M, Nakamura A, Suzuki K, Ohohara H. A Case of Coronavirus-2019 Infection Suggested by Antibody Titer
Measurement. J.J.A. Inf. D, 96:204-209, 2022.

3) Furukawa M, Tada H, Wang J, Yamada M, Kurosawa M, Satoh A, Ogiso N, Shikama Y, Matsushita K. Molar
loss induces hypothalamic and hippocampal astrogliosis in aged mice. Scientific Reports, 12(1):6409, 2022.

(2) 5 - FRFn
D FLILSEAE. TRBARN ALY cath A = AR Ze R R 55 . — R RIE N R SE - 44
SRREAL S, BERN T A — T MERA LT T A 2022 4£ 5 H 25 HAR.



(3) i

(4) DA

2. FRRRK
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AR 2023 41 H 14 H. B
2) N, Veah A= RET 7o 7 a b VT — RO, RIEMGILRBEHE. F19RT77 T3
TNT—ReERpiiii s, AAPRERL 202341 A 6 H. AR,
3) LUDEAE, Yra A= A TR IEMT &5 2 DR L0, EESH. 9 20 [EFREMER M E
KRS, REPIGERE. 2022 45 12 A 3 H. RH.
4) FLiL¥ZE. Nutri-aging capable to chronic inflammation control~ & JEfil {12 -D7273% Nutri-aging. % 45
[B] B AR AW FE, VR A 20224 12 A1 B, T,
) MIEEL, AR, Aulond. Zkia T gUbHlEE 7 L~ 2O LD AT =X L. 5
95 [Bl H AR LF RS, VU ARPT A 202245 11 H9 B, AdE.

(2) v

(3) — s
1) Sugiyama Y, Fujiwara M, Sakamoto A, Nishikimi A and Maruyama M. Deduced function of DOCK11 in B
cells in secondary immune responses with protein antigens. 5 51 [F] HARGGEFSS. 2022 45 12 A

7 H. BE

2) Sugiyama Y, Nishikimi A, Maruyama M. Analysis of senescent marker pl6INK4a expression-associated
cluster gene regulation aroused physiological aging. & 45 [F] H &5y A543, 2022 12 A 1 H. F
7.

3) R, ZILEE, HFA &, i B, BILERTES, At d, A bMa i b - flaEe s v~y
A% AW B2 g AR O A BRI FOMGE. 56 45 [8] H AR5 T ¥42.2022 4 12 A 1 A. T3

4) IR E, 87 FLAEE, FulEAE. pl6'NK4eassociated CC-chemokine gene cluster expression evokes a
diversity in cellular senescence. % 45 [0l H AJLEEZ LA K. 2022 427 A 27 H. w0,

5) Z M, (WHAER, FUKBEE, R, RN, sEEE, AhE<s, AR, &)IK
B, i E=E, ZHYEh, TEER, SRS B0REE Euglena gracilis ORI AR ZN

PRBEIR TSI 20RO RES. 5 22 [8] H APUNIRE PR =, 2022 42 6 1 19 H. KK

(4) DA
D) SulYed. UMD KRR ~ oK/ mEmE NG CEM DD STV ea A= A5 1T
~. BB =Dy 2023 42 A 21 H. 4R,
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FRIZHOV \’C%{’E;@%ﬁ'ﬁ}ﬁb’fkb in vitro ICBITBT7 7o 7 a2 /R AL D TND,
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FRIRIZ OV T4 RNA ﬁaﬂﬁﬂﬁﬂ%747 FVEREEL, AR, WAy —r o —12 554 RNA 5k
ELHEDDTETHD, b B ARNIZIBITD KRBT ) Lt a g & U CRIESNIZ(S R S8 %l
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LB —/MERBIGRE (Dementia with Lewy bodies: DLB) I3, 38 FNJE D 1 TT /LY A~ —JF
(Alzheimer’s Disease: AD) [IZIRWNTREE DL FBHVEBE 2ALDK) 4.6%% 5, BifE DLB BF#H
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D 3 BALF LSBT 25 TUVRY Y,
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r p.V156V ® DLB
(b) @ CN
°
fm ® 42 DLBs
® 32CNs p.T181P
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