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Abstract

BEBEOHTERAREAT 1 LERE., REAARTEEEHEMRBICLZYIOT7 7 -0
PREFAREL-ARREROEREEFSHUIREEEZEASNTVD, AMRTI. EBERAR
TAILBTREEFRETHZINIO7 7 —IFEMHCERBOBRERBEIIOT 7 —IFMHE
NDEENSLCREFHARZD FENREZENE L TREMREIOCT A MM BT ER
Ui, RAREAT 1 )LAERE AOME TProximity Extension Assay (PEA)EIC & $354F H
ORBH7OTA—LBMERELIZECS, FRPRART AIILHEICEWVT, IFNy, CCL7, C
CL20, XCL9/10/11. IL18, S100A12R > NOBERIVOT 7 —IHEE EFEMAL, FHREEMRIC
HETZHTFEECREANGRREONIELTARE N,

F f=mass cytometrylC &S W\ T, MBERES FIC &2 F MM B RE S MIESLE F oM
ABRCREAD FERETS L, HRZEBVEON I EEHYSHERES FEEBIRILO
HAEDEERIL, HRZISAXR—DMEERI PN THEL., F—MEEKY S DEFHT
VZAZ—EAEENIz, BIINKHRICE T2 HRBENF A2 Z LS. EEHHTEZTORBMRL
THEBI T IINKHIRE T ARG L TV oo NKERER DR T S5 A LR N—T 2 ) OBEREN
 RRRTHERIVT SV AZBET UGN EREZERE TS WS RRE N,

Among rheumatic and musculoskeletal diseases, adult-onset Still's disease is thought to be
caused by abnormal activation of the innate immune system, mainly macrophages and neutrophils,
by exogenous or endogenous stimuli. In this study, immune cell and cytokine analyses were
conducted to elucidate the pathogenesis of macrophage activation syndrome, the most severe
form of active adult-onset Still's disease, quantify the degree of macrophage activation and identify
molecular targets that can prevent the onset of the disease. Comprehensive proteomic analysis of
354 proteins using the Proximity Extension Assay (PEA) method in sera from adult-onset Still's
disease and healthy subjects revealed that in active adult Still's disease, IFNy, CCL7, CCL20,
XCL9/10/11, IL18, S100A12 proteins, including molecules associated with macrophage migration
and activation and neutrophil activation, were identified as highly expressed proteins. In mass
cytometry, cell permeabilisation protocols and appropriate combinations of cellular molecules and
metal labels were established to perform detailed cell fractionation by cell surface molecules and to
detect intracellular and surface molecules of cell activators, and cells were fractionated by cluster
analysis and principal component analysis to identify potential key cells. Seven clusters of potential
key cell candidates were identified. In particular, the majority of the cell groups belonged to NK
cells, and in cases of inactive phase but then relapsed It was suggested that dysfunction of NK
cells especially through granzyme and perforin may reduce antigen-presenting cell clearance and
induce persistent inflammation.
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Innate immunity in rheumatic and musculoskeletal diseases
1. HREREBEOHE

BEBEORTERARERT 1 ILEIE, EEAREZITHREAERBRICEZ 07 7 —IPFHhERkEEHFKE LB
ARARBERDEEFHLENREEEIONTWVWS, AR TIE, SFEMRART AV B CREERETHD /0T 7—
VEMICERBORERAE /07 7 —VERLLEOEELS L UREFHIRELS FENRELZENE LTERE
RS KUY A MhA VEBTEERLZ. RAFRERT 1 LK & EBE ADME TProximity Extension Assay (PEA):%
ICL 2354BHDMWAENTOT A — LB EEELILE T 2, FEHBRART A ILFICEWT,
IFN¥. CCL7., CCL20. XCL9/10/11, IL18. S100A124 v /Xy KR EX I/ O 7 —ViEE &iEMEL. IFHEREMEL
ICEEYT 20 FE2E2L28BA’ERRI VNV & LTRES .,
F7-mass cytometryllH W T, HIERED FICL 25FMAMAESBEERE S MRS CRFOMBEARAS L REDF
AT 570, MRERLETD NI EBEYRMESTEEBINIOHEAEDEERIIL, izt 5R8—
DT EERD DR TOEL., F—MEERY D 2EFEH7IIRI—BEIN/, FFICNKIZICE T 2 MR KER
DD, IETEHATE ZORBM L ER TIINKHRZE TO R L TW eo NKERZRAD 7 5 V1 L% /=T =
) DORREEED. MERTMEIES )7V A BT LERNARELZRSRES DAREENTRI NS,

2. MRBXREEOHME (FR)

Among rheumatic and musculoskeletal diseases, adult-onset Still's disease is thought to be caused by abnormal
activation of the innate immune system, mainly macrophages and neutrophils, by exogenous or endogenous
stimuli. In this study, immune cell and cytokine analyses were conducted to elucidate the pathogenesis of]
macrophage activation syndrome, the most severe form of active adult-onset Still's disease, quantify the degree
of macrophage activation and identify molecular targets that can prevent the onset of the disease.
Comprehensive proteomic analysis of 354 proteins using the Proximity Extension Assay (PEA) method in sera
from adult-onset Still's disease and healthy subjects revealed that in active adult Still's disease, IFNy, CCL7,
CCL20, XCL9/10/11, IL18, ST00A12 proteins, including molecules associated with macrophage migration and
activation and neutrophil activation, were identified as highly expressed proteins. In mass cytometry, cell
permeabilisation protocols and appropriate combinations of cellular molecules and metal labels were
established to perform detailed cell fractionation by cell surface molecules and to detect intracellular and
surface molecules of cell activators, and cells were fractionated by cluster analysis and principal component
analysis to identify potential key cells. Seven clusters of potential key cell candidates were identified. In
particular, the majority of the cell groups belonged to NK cells, and in cases of inactive phase but then relapsed
It was suggested that dysfunction of NK cells especially through granzyme and perforin may reduce antigen-
presenting cell clearance and induce persistent inflammation.
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