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(BR) MEROFKERE UL, BYUECMO B SR E, AMER ERM 5N TS0, 50%
DIRERAR & STV D, YUK 2 RO OGS, I3 SRR & L TOMmE Rz E
T AREMERRIZ Z LTV DD, ZD A T = A AT RIS T 720 (1), FFIZ, AV ARIZDNT
&, PERDIFFUARIEE TIXAED 0.07T% L FO T A VA LPEHTERNE SN TEY, ROV A
VA T ETRERDMAE RFIEICE S L TV D ARBEIEE E T 20y, ity —r = —Z Funiz
BB TR IR OFEIC LY, BB TRENR T T4 ~— 52 LELET, T T AHIMFELTWD
2T OB IFS | 2 MG T 2 Z LB ATRB & R o T, U T AR OB T W b L CiE
T DALT ) bvay MURHTIZE D MiE, BERUSMNIUA LV AOKRIbEEL 72D, AWFFET
L A RARRE - RIS NS HR ORI T 5 2 L T, DA VA EE O T
BRIFFEMAEMOBER Z1To T,

(F1E) 2020 F:02 5 2022 FI2HNT T, MAEREF HREE 13 o 70 g KEE R E 15 3
YT BEFE AT e — VSRR 11 v R AN b a— VSRS 14 B L o8
AT~ 72, MAEREEIX, REEIRE 4 6, IgA &% 12 Fl, BEMEENIZREINER 16, 7 V47
27y CMSEEMAE R 1 B E R L, MRS Mg DB A L, A A MR OBR ELEE%
i L72 DNA 38 L O RNA OMie 7 &4 72 —Bld a2 M L7=F 4 77V OffFEAIT o 72, KIKS
PRAEMIEIGERT & OLFRIBFZEIC LD, 55072 DNA, RNA 9479V %, 3ty —r o9 —%
MWTHIT LT, BN mANOAEMET ) T—a v~y B 7 BLOHREERRICE VIT- T,
EHIC, MEREBERERIKE AT b o — LHRRIKO M CMAEWE BN B 5 0l LTz,
AHFFEIL, REHHEEESOAR GKRES  5700) 23%1F, ~Ay I ESORANIHE, SCEICK
AL TH—ALRarty NEfTo7.

(#%)  Kraken2 V7 F 7 =7 Z AW TIHLIE & KRG D 7 A NV ARARL 2 iRt LTz, 18, R &
SNDMIENS, ZREEER VA NVABRBRNE T, D56, SEN UA VA, MEREHFHBROM
THB L OIS REF RO REFEKICS T, ALY bEHEEICHRT SN, £, &gy~
D SEN 7 A )VABGHERZ T 572012, EFEPCRZEM LA, MEREE 1T4HHF 134
(76.5%) . fEw NBEFE 54 H 24 (40%) TSEN UA VAR STz, KIC, BEOEROFFEIC
EoTSEN UANVADY — REBRRIRDNE D DEit Uiz, BRIGBIIRKEHE Tk, /AL L
T SEN VA NLAD ) — REOEENEBEICE W ERXyhote, 2—27 U v REEERCEES < Tk
HraFHOWTIEY 70 B EHMEEZTIRIZ & 2 A, MERBE LHEF ANORIZEDO S HBMN A LI
72(PERMANOVA: R2 =0.06465, p=0.0486), F7=. MEFREE LMEH N & OB OZEREBRINT 5720
(2 BRI S M s A B e N B MR S0 B A oo AT U 7o, IV 28 A8 oD I Y CREEE (T HE N L 7o Ml i
X Corynebacteriales T& > 7=,
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(Bg) AR TIE, QFENRAZ T ) L vay MIvy—rory 7R LT, EREE
UM & RGO U A V2 LR O AT D Z & ZFEH L7z, KR, RS/ TRt S
%5 SEN UANADY — REUE, MERBERETLEA LT, 512, SEN U A VA IgA M KA
F LV b EEBRKEE O MIEHIAFTE L LTV, SEN U A /LA 1T 1999 FI2 58 FL S v 7= i ko
—ABRIR DNA VA VA TH D, HAICEITD SEN UA L ZOFFHRIT10% L WESNTEY, —
EN TR TIPS TORERNE W), HCV BERAT 7 VA7 a7 U v ifEBE OR 5%
D, NE~OREEAR IC) OWLHEORERE LT, 7 VA7 a7 ) ViERMERZRIET 5, K
WFETIEL, BRI IZR T D SEN U A W ADIHEZ MFEFRICHERIZ TE R 72is, o v A LA
ERIBRIC, MFBEDEBAEE £ 721 XMERE~D IC RENMEREZFHET D AREMERH D, i HICHE
EINT-MED 9 B, Corynebacteriales M L& 9 A& D LG CH B S #1L7-, Corynebacteriales
I, BRI EE TRVEEME & 27 SITWA A, EIREMAEY RS L ORMIm A mekizds
7 % Corynebacterium DIFENNIGH EBIE L TWDHZ ENRBEINTNWDHQ), 2. BAOD
Corynebacteriales 1 7 A BB O R IR M5 TL-18 5 & BhE L T 53 © & 5 (3),

(Ram)  Fex TR M RIS T DMEWEDOEL TR L, AZT ) bhvay MR 2 W T
TR E ORI a2 [RE Uiz, 20 & 5 2 UEMRR O 2 KIT, M R OBREEAIFER H 5 VW T
AR EER T & UCTRERT D aIREMED & 5, M8 R OFEIE & EATIZH T 2 26 ORFEROEENE %
BGRET D722, S HRDMREPBETH D,

(k)
1) Jennette, J. C. et al. 2012 revised International Chapel Hill Consensus Conference Nomenclature
of Vasculitides. Arthritis Rheum 65, 1-11, doi:10.1002/art.37715 (2013).
2) Shibata, M. et al. The presence of a newly identified infectious agent (SEN virus) in patients with
liver diseases and in blood donors in Japan. J Infect Dis 184, 400-404, doi:10.1086/322050 (2001).
3) Ni, Q. et al. Gut Microbial Dysbiosis and Plasma Metabolic Profile in Individuals With Vitiligo.
Front Microbiol 11, 592248, doi:10.3389/fmicb.2020.592248 (2020).

(F&#am L)
1) Miyabe C, Miyabe Y, Miyata R, Ishiguro N. Pathogens in Vasculitis: Is It Really Idiopathic? Jma
j. 2021;4(3):216-24.
2) Miyata R, Miyabe C, Oki H, Motooka D, Nakamura S, Miyabe Y, Takenaka Y, Fukuya Y, Yudo K,
Ishiguro N. Alteration of microbial composition in the skin and blood in vasculitis. Sci Rep. 2023

Sep 15;13(1):15317.
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(BR)  EMmEFREEICBWT, ATR HEAIZEH LAERBSEZ 3R L < 23729123, kD ps3
&R D5 OVERMSF OIS MEE L 70 5 AT, Z O MRS ORBICES &, &

MARAEEAFERA) 72 ATR FLEAI DS EZ RET D <7~7J~7§f¢%m L. E3TITBEMIZER > TN D
CDC25A i3~ —H—& L CERRMIZE A TE 52>, F72 ATR BHEAIZFIH L7 Bl O1EHIE O BRI
MEHENET S,

(i)

D 3k A iR HA 2 AV /- ATR FLEAESZE X CDC25A O RE#

B HR H AR 2 PR R U, B8 Lotk e L TR TE 2BMIC R o7 L 2 AT, ZO/M
FaRIZ oW T, RT-PCR, V=A% 7 v MNEAZITV CDC25A mRNA <° CDC25A ¥ > /37 OFBLIC
DWW THRGEET 5,

- B H ke M yE AR IZ 33 T CDC25A & ATR BHEH| O RS MBI 23 iERR S e W&
T T AL MEN 2 EOBIRTHRBLET — 2 X—2X &M H L, BEEO ATR FHEHIO A s

R kB> 1C50 i & FHES 9% DNA HEINE B T2 MBS 5,

CEHEETICRIL, R T Y P ES RT-PCR CEBRO T & 4 MRGE
T = R= 2 THEMICHIT bive, A FEMRERICI T 5 ATR BRLEAI 0 IC50 Of & FHEI3 % DNA

BIGICE BRI LT, FEOMak Z & ORBEL V= 2% 7 1y MESL RT-PCR Z VT

AEL. BIEOAEA R L, 1BRIRE PRI 5700~ ——L LTHHTE S Z 2 BHET,

@5 K A i A~ ATR BHEAIO/EA

Ak oo FBEE R B IR AR R IZ DT ATR BRE A A 5 5- L CHERL O A FE PR A 2 H AL D Do fi

AT 5, Fo, TRETICEBENRATHRE SN TWD L 21T, FuEsl & O ChusA AR5 L 0

WA A FE BRI A B AL D D ERET T D72, Bﬂ%ﬁ' HAIREGREL ATR P & U Al oF &

BRI T TENENOREO M AL ER %2 i+ 5,

§ 23

CHE TICAMEMIEIZI T 5 ATR BEFEAIO/EREFICOWTH LM L2 AUZLL T TH 5,

@ 10fFEO B MIFEARRIZ B W TIE, T T oMK CATRLFANC X 2 Ml o A7 B E DR 3 s
Sz, Fio, MBERIC X0 AFESDRZE - T 72 OIC N ERATRIAEA OB TR 2,

C)Emﬁﬁmﬁmﬁwf\ﬁ%ﬂ%ﬂ%&%bt%ﬁk%@bf\Mmm%ﬂkﬁﬁﬂﬁﬁﬁﬁbh
LA L 0 KRE RO AT IEH R 270D

C)Emﬁﬁmﬁ?ﬁ\%%@Iﬁﬂhfvbﬂfwéio . ATRBLERI OB AR ET 5K T &
L COAPIHIEIG T Th Hp5b3DFRBLOH MIIRIH NS H AL,

@ ATRMHFAIEG 7z 2 L2 L2 Ampfalsi & 2 2 b2 MEE L7ofE S, Mianks 2478 h—
oA DKEE & PERIO R MEIZEEN B SR o T2,
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A 72 AR C IR 0 43 S DA T A 78, RS MEAR B 7 MBIZ 3\ CIE /S8 BE OB b3 4 B
RN, TUEET D Z VR LT,

® AMmPFEHC IO TiE, ATRBEFR ORI L BEd 2 DNABREISE#BIS 7 & L TCDC25AM Eif
HiLDH Z & AR Lic, BRGEE L 72 B ipmia R o HC LA 0 B2 PE AN B 728 TI1ECDC25AD mRNA
DOIBLEN & VBEIRE TIRT 27200~ —D— L LTHIHATZ 2 REERH D EE XD,

HIMFMAICE T, YZAZ 7 ay MEIC TS C DNA ZR$HEIN 22 - SE -/ T

ATR [ EARESZ PEREOMBRIZ BV Tk, CDC25A ORINE L 72 DN A LD

(B£) Emrﬁ@ﬁ’ﬁﬁéAﬂ{mﬁﬁmﬁmﬁhmimﬁﬁi%aéﬂfh@ E3taalte
CDC25A [HERIZMAGOETHAICZEOMENERT H 2 & bR TE TV 5, 2 e EEEOERKR
RESROMIN CRFET 5 2 &ﬁxf%h ¥ CDC25A #~—H—% L THWDHHIEHD 1 DORENT
THEBEZTWD

-59-



3 3. Expansion of circulating HLA-DR* T peripheral helper cells in ACPA-positive individuals
at-risk for RA

Hideto Takada, Yuko Okamoto, Shohei Nakamura, Rina Moriyama, Ryo Motoyama,
Hanae Kikuchi, Ayako Ino, Yasuhiro Katsumata, Masayoshi Harigai, Yuko Okamoto

(Division of Rheumatology, Department of Internal Medicine)

(Purpose] Production of anti-citrullinated peptide/protein antibody (ACPA) following T and B cell
interactions is a hallmark of ACPA+ RA. Recently identified peripheral helper T (Tph) cells have B
cell-helper functions coupled with a migratory program targeting inflamed peripheral non-lymphoid
tissues?. Tph cells are expanded in the inflamed joint and blood of ACPA+ RA patients. However, it
1s not known whether immune dysregulation with an expansion of Tph cells occurs in a pre-disease

stage of RA (i.e., ACPA-positive at-risk individuals).

(Methods] We analyzed peripheral blood mononuclear cells (PBMC) to identify cell populations
associated with serum ACPA positivity as well as eventual progression to RA. We employed mass
cytometry in PBMCs from ACPA+ at-risk individuals (ARI), ACPA+ early RA patients, and healthy
controls (n=17 in each group). Data were analyzed by computational analyses and biaxial gating.

Study procedures were approved by the review board at Tokyo women’s medical university (5237-R).

(Results] FlowSOM analysis of CD4* T cells identified 10 metaclusters (i.e., cell populations). Of
these, two metaclusters were significantly increased in ARI and RA compared to controls (Figure
1A). Metacluster 8 showed a high level of PD-1 expression and lack of CXCR5 expression, consistent
with Tph cells (Figure 1B). t-SNE clustering visualized Tph cells composed of two distinct
subpopulations based on HLA-DR expression (Figure 1C). Biaxial gating revealed that HLA-DR*
Tph cells were significantly increased in ARI (p = 0.002) and RA (p < 0.001) compared to controls,
while HLA-DR- Tph cells were increased only in RA (Figure 1D). In ARI, the frequency of HLA-DR*
Tph cells was higher in ‘progressors’ (i.e., ARI who developed RA within one year after PBMC

collection) compared to non-progressors (p = 0.032, Figure 1E).

(Discussion] Our findings demonstrate an expansion of peripheral PD1MCXCR5-HLA-DR+ Tph
cells in ACPA+ ARI, and importantly in a subset of ACPA+ individuals who later develop RA. Our
study implicates HLA-DR* Tph cells as critical cell subsets involved in the transition from ACPA+
at-risk state to classified RA.

(Conclusions] The expansion of HLA-DR* Tph cells in ACPA+ individuals, including those who

develop classified RA, and the association of the former sub-type with ‘progressors’ supports a key

role of these cells in ACPA positivity as well as a transition from pre-RA to classified RA.
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Figure 1. Identification of expanded HLA-DR* Tph cells in blood of ACPA+ at-risk individuals and early RA
patients. (A) Abundance of FlowSOM metaclusters of CD4* T cells. (B) Heatmap of normalized expression of mass
cytometry markers in each metacluster (MC). (C) Visualization of CD4* T cells by t-SNE, showing HLA-DR* Tph cells
(red circle) and HLA-DR™ Tph cells (green circle). (D) Frequencies of HLA-DR* Tph cells and HLA-DR™ Tph cells. (E)
Frequency of HLA-DR* Tph cells in ARI who developed RA within one year after PBMC collection (progressor, n=4)
and those who did not develop RA within that period (non-progressor, n=13). *P <0.05, **P <0.01, ***P <0.001,
****P <0.0001 by Kruskal-Wallis test and Dunn'’s multiple comparisons test in A and D, and by Mann-Whitney test in

E. Error bars show median with interquartile range. ns, not significant; Tph, peripheral helper T.

(Reference)
1) Deepak A Rao, et al. (2017) Nature. 542 (7639) : 110-114

(Article)
1) Takada H, Holers VM, Okamoto Y., et al. (2024) Expansion of HLA-DR Positive Peripheral Helper
T and Naive B Cells in Anticitrullinated Protein Antibody-Positive Individuals At Risk for
Rheumatoid Arthritis. Arthritis Rheumatol. 76(7): 1023-1035.

(Conference Presentation)
1) Takada H., et al. Expansion of circulating HLA-DR* peripheral helper T cells and CXCR5 CD38+
mature naive B cells in ACPA-positive individuals at-risk for and with classified RA. American
College of Rheumatology convergence 2023, San Diego, USA. 2023/11
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(BRY)  SHVERBEE IR A Ol O a2 X 7 TRETH Y, BUR L AR TRRRIURL AR
HAILTWD. SEFEOHFIRICINT, D PEREE HRARHEEFAII IS 35 C, B UBhEEIR T O F BN E
L TNDZEBRRNWEESNTEY, FEBEBEFZIHT 2 2 LIV bodeELZRO 5 2 &
MDHEINTVD V. L LRn b, 2EMREE SRS HROMBMEMIL &, @ OZ eSO
ZEBIZOWVTHRFNIATOIL TRV, ZOERNPEHENRERRFLRD ZENMBESND Z L LY,
INEFRET DL, RFRELE LT

(FiE) SRS EUE B B R HETE e & s 2 EhRMla 2 b % X 7= L7 iao RNA
ZiH L, RNA-seq #1795 . EE MM & bl URBIABRER -2 i L, mEoRBLHER T
DL 2175 . BbMlaOfEE & L TlE, senescence-associated f -galactosidase I&'E % FEHEIZ Y,
4 By PR R i AR SRR ME SR O TE ME & [RIFLFE @ senescence-associated S -galactosidase 7&14: & 72
D E TEERZAT o T @A i 4 ticlE & L CRET 5.

(FER/IEBLE)  WERLOBIOD, 25 METR R E B iR ME R R & 5 B 2R o
senescence-associated f3 -galactosidase JEMEZHERR L7o & 2 A, By MEiR R B H R ME M ©
HEIEWENEN-T-. 5%, RNA ZEILL, s ED <.

(CHK)
1) Tsuo PS, et al, Curr Opin Rheumatol. 2022 ; 34 : 343-350
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(BJFER Y O~ F )

[HE’J] P 5 R 12 R e & Lo R FEMESIEME R TR R A DO RIEVEFFIE 2 X 7o T RETH D

, TOFFIRIIARA R SMKIR L LTEL, MIEBRON TS, TOERO—> & LT, KT -
n’%u@?ﬁ)%*f?%é_&#*lk LTET LN, TOVTITN—=TRFB0ELEZ LN TN, 4,
B D B CHURD R RIEMER R B OBFMIFE LV RESN TR Y, HORERBICEIHES THNR
2% Z LMo TS D E e, —EPTIAINELC %%ﬁ:%ﬁ BOD T ENIMESNTND 2. %
ZTHAIE, AR TORFEIERIEMEFIR B OIREFG T TON T HARZERD D 5o, Bt
ZATHOZEHAME LT, AWEZME L.

(5] HBHT 2010 4F 4 A ~2024 4 3 H ORI ABENBEZAT - TR SRR EEE D 5 b,
i AR 2 S L 7o SEB O AR IR LV, RNA ZfhitH L, mRNA-seq Zfif79 5. W&V BHOHUR
DOFERZ G MBRARE R, AR - S0HE, TFEREICE L THERIEZT O B CHUAE TOREL
EEhEn+ %, RNAseqChef(imeg-ku.shinyapps.io/RNAseqChef))Z FVCHiH U, H5pEA) 72 R B E)
B TFORE 21T 5. £72, RNAseq T — X % 7 7 A X — T 21T\, WL DD 7 7 A X — T8 L,
K7 T AL RIS 2 i S

Uit /5 22) (BifE RNA-seq #hifTL, 7 —ZZIUEF THDH.) BITE TTIUE L7 RNA-seq D
T =TI, RIEMEDOT = ) XA TEHETIHHEGHEO T = ) XA TE2ETH2O00ENEOHND
TLEMERLTWS., 2T —FEIUED |, TZED LN, ZD 2507 x /) ¥ A 7 TORKRED
ZRIZOIMTE EILICHED L TETHS.

(3CHK)

1) Fujimoto M, et al, Curr Opin Rheumatol. 016 ; 28 : 636-644
2) Tanboon J, et al, Neurology. 2022 ; 98 : €739-e749

-63-



3 6. EHMREUEIZIIT S IL-19 ORG5!

BEWDE, TRV, Al RS, )1 D8]
(BJFER Y O~ F )

(AR BEPESRBUEIIRR ~ 7R OB L 2 R & T2 BH MR TH Y, TOREA D =X LT
BRI CHPRE LT, IL-19 13 IL-10 77 S U —IZB 5% A b UA > THY, I, Fpxerhhi
FAEEEE MIFIC TR TH D 2 LM S, MMLIcEE 425 2 eaRm@anic . 22T, #kx

A PETR BUE RE M T IL-19 [EORE 24TV, £ OREEIZHO W TR 21T o 7.

(515) 20104F 6 A 1 H~2023 42 A 28 H £ TIZYRHIARE L7z 2GR ZERED S b, MiF
RAHZRIEZ W20 72 72 o IL-19 fEORIE 4% ELISA [ZTfTo7z. gt L TR R T v
T4 7 18 Bl Mg L FERICAT 72, BFHIAT L VERESRZIE L, BE T A —%—L O
IZOWTHRF AT o 72,

GES) 2B PEsR e RS Mg 2 CHEIC IL-19 B2 - 7z (Rl [Ty &EEE ], 28 iERt
28.4 [11.5-75.7] ng/mL; {2 %] 8.0 [8.0-12.0] ng/mL, P< 0.05 Mann-Whitney’s Utest)). FZJ&f#{L
DOFEES, MEMEME RO M L ORLEMEITGRD 2o 73, [WEMEMEREZ A T 56T, ML
PH DN IR Z 072 241 CafE OfdE m 2 38 7.

(B4)  2HMMAEICBWT, IL-19 BNEEZE RO D FI08Z W2 EAVHBI L7z, BERIC TR LR
L OREITMESINTEY, AERLENETELRWERTIIH S, IL-19 BED LD ICeHM
BREE & B L TV A NEZ ZE TCORFTIIARARTH 5. 4%, SMEFMRIC IL-19 2iind 5 2
ENT L0 AL B AR T DR BUTHE 2580 5 D E 0 et 2, Jiie & OBIEMEIC W THREIC LT
ARGH

(hfam) S MEFRAOE S TIRES IL- 19 EAEE TH Y, B L OREIVRE S L7z,

(3CHK)
1) Wang Y, et al, Mediators Inflamm. 2022 ; 6755407






3 7. cT1 BRFMERMIE 1T 2 B UIBRItR O pT3a 7 v 7 A7 — YO FRIRE T - EE i)

AsE L KATES 2, JTARIETE 3, SEIEE L 2 L @ L S L A REAE
ZNCSEYNENNE VS -
(LIBPRAFRIF, 248 B AT IE RO AR BB RIT FEBE HEERD . 3 RS v # — « WIRERFD

(BM)  ERAWH TINOMO (cT1) @ ﬂﬂﬂ@ﬁ (RCC) DIRHETERE LI WIBRIT & U < (X bR
Thd V2, 2016 FITAMTrAR v b3 TR UM SRR S 71, FESIXBERBIRF D72 D%
ERATOIBRIE LR LT D, — 5T, flitkl eri%ﬂ’ﬂfﬁ/ﬁﬁ T3a FERFI 3D E 72 B HFBO BTV D (pT3a
upstaging), MBET? ¢T1 RCC Zxf LT, BB UIRE AT L 72 B3 O pT3a upstaging @ THl[Xl
+ « B RERIR A HA L T,

(FiE) 20114 1 H72» 5 2020 4 12 H £ TIZYPBET ¢T1 RCC (2% L TEEUIBRIT (BANE., NEHkE
B, vy MEEGT) ZifT L7z 1617 JEH] (%61, Von-Hippel-Lindau J#7¢ & FosE U A 7 JiE
Bl BrALN) 2% RPN LTz,

GRESE) 1617 AD cT1RCCIERFID H B, 28 A (1.73%) |Z pT3a upstaging # 87, pT3a upstaging
BRI 2 2L &OR VAT v 7 [ERET A TE, B & TeT1b (EHA>40mm)] ([CHE
HEERIz (B OR=5.07, 95%CI: 1.18-21.8, ¢T1b : OR=8.36, 95%CI : 3.56-19.6) (% 1),
Recurrence-free survival (RFS)IZE89% Kaplan—Meier £ & A fi##T Clid, pT3a upstaging JEFIIE
pT1 JEA| (non-upstaging) & bl L CHEIZEML T2 (p<0.0001), LU, fhofmEEEsmR 1
ZREE LU= %8B0 Cox Bl W — REUFET LTl pT3aupstaging & RFS & OFBE RO 7205
7= (HR = 1.59, 95%CI : 0.58-4.36) (£ 2), pT3a Opisy (HAAENRE, BHRRE, Bz
RN AT LTCEEEfT Th . WTiLh RES & OHBZFEO R o7,

% 1. pT3a upstaging D FRIEF (Logistic ElIF54T)

Univariable Multivariable

OR (95 % CI) p-value OR (95 % Cl) p-value
Male sex 4.84(1.14-20.5) 0.0322 5.07(1.18 -21.8) 0.0292
Age 260 years 1.91(0.88-4.16) 0.1037 1.93(0.87 - 4.28) 0.1033
Body mass index >24 1.41(0.66 — 3.00) 0.3678 1.06 (0.49 - 2.30) 0.8909
Clinical symptoms 1.64(0.66—4.10) 0.2857 1.49(0.58 - 3.79) 0.4075
Clinical T1b 6.89(3.01-15.7) < 0.0001 8.36 (3.56 - 19.6) < 0.0001
High R E.N.A L nephrometry score (10-12} 0.98 (0.34—285) 0.97 0.44(0.15-1.33) 0.1468

OR: QOdds ratio, Cl: Confidence Interval.
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=2 BEREREFE~DEE (Cox hazard EIFHHT)

Crude Model 1* Model 2°

HR (85 % CI) p-value HR (85 % Cl) p-value  HR (85 % ClI) p-value
Pathological T3a upstaging 817 (3.48-19.2) <0.0001  3.50(1.47-8.33) 0.0047 159 (0.58—4.36) 0.3712
Male sex 227(1.19-4.35) 00131 2.01(1.03-3.91) 0.0395
Age 260 years 280(1.72-4.56) <0.0001 269 (164 —4.40) < 0.0001
Body mass index >24 1.17(0.74 - 1.84) 0.4902 1.14(0.72-1.80) 0.574
Clinical symptoms 0.93(0.50-1.72) 0.8185  0.94(0.51-2.27) 0.8578
Clinical T1b 214(1.31-3.50) 0.0025 1.35(0.80-2.27) 0.2543
High R.E.N.A.L nephrometry score (10-12) 1.49(0.85-261) 0.1593 1.45(0.83 - 2.54) 0.1932
Surgical g -assi i
nepire mmyi"’“’“" (Robotassisted  paptial 131(0.79-216) 02924 108 (0.64 - 1.62) 0.7648
Positive surgical margin 1.56 (0.51-4.81) 0.4389
Non-clear cell type 1.04 (0.55 — 1.96) 0.9065
Fuhrman grade =3 1.68(1.02-2.78) 0.0434
Sarcomatoid components 1.65(0.18-14.9) 0.6548
Lymphovascular invasion 3.48 (2.10 - 5.74) < 0.0001

HR: Hazard ratio, CI: Confidence Interval
“ Model 1 adjusted for preoperative factors.
° Model 2 adjusted for pathological factors in addition to Model 1.

(5%2)  cT1RCC OEERZYUIBRINGE © pT3a upstaging (2B LT [HM:) & [eT1b) AN T
Holz, %< OIATHISE ClEERE & pT3a upstaging & OBIENARIE S LTV D, PEZEIZBET 2 01Tk
FENTD 72D | S AR BT — AU ER D D KB R BHAR NG 23 EIR T stage % downstaging 8T
5 AHeME %5 2 7=, pT3aupstaging FERIIL, pT1 iEFI LV & RFS 23%04E L T\ iz, LavL, KT
DOFHEE U 7= 1% DL BAREMNT TlE pT3a upstaging & RFS OO BIHEMEIIH A LTz, FEITHIZE TO pT3a
upstaging ORI FHHRIT~D 2L controversial TH Y | FEdwmBSH TV, S EIOMENTHE SR T
pT3a upstaging 7% RFS (252 2B R ENH - 7=,

(s &) [ & TeT1b) 73 ¢T1 RCC OB RS UIFRT: @ pT3a upstaging D EHE 72 THIK T Th
-7, pT3aupstaging FEHIIX, pT1 (non-upstaging) & kt#k LT RFS O%fE A2 B 7223, L4 &fifhr
TlX pT3a upstaging (£ RFS O L7 FHIK - TERWZ 2RSSz,

(k)
1) Campbell S, Uzzo RG, Allaf ME, et al. (2017) Renal mass and localized renal cancer: AUA
guideline [AUA guideline]. J Urol; 198: 520-9.
2) Ljungberg B, Bensalah K, Canfield S, et al. (2015) EAU guidelines on renal cell carcinoma: 2014
update. Eur Urol ; 67: 913-24.

(FEFK )
1) Ishiyama R, Omae K, Kondo T, et al. (2024) Predictive factors and oncological outcomes of
pathological T8a upstaging in patients with clinical T1 renal cell carcinoma undergoing partial

nephrectomy. Jpn J Clin Oncol. 7; 54(2): 160-166.
E==t3

1) AlgE. cT1 BRBMHEEMIGEICBT 5 pT8a 7 v 7 7 L— KoOfwt 45 109 [0 H AR ERFH AR A
BiE, 2021/12
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3 8. IgG4 BHEEIELE S DI RETZ Bk OO fif ]

BRI L, PERE L, JURERR L, PRSI 1 WEEAE T L. RSB 2 AURRE 2,
PR 2, Bpizgt
( B &R} - SRSEANVEN Y, 2P T oIE )

(BEM)) T4 IgG4 Bk BRI IR SR SRR (CRS) & @EICAUT 2 WO MENIEHH Y V.
IgG4 BEEBIZFE S CRS (CRS with IgG4-RD) (% 1gG4 BI#ERBO—>TH 5 AlREMENEZ 2 ST
%, L LBURTIX, £72 CRS with IgG4-RD (% IgG4 B E L L THRO BTV,

CRS with IgG4-RD TlE, SgSFEKERATICBWT IgG4 FEANTTE L TWD EEX LD, 2D
IgG4 FEAMF, Do CRS &38R Y | BIEAM OGN TV D 1gG4 BIERE & [F CH P CE & T
%D ToHivE, CRS with IgG4-RD 1% IgG4 BEVRE TH D EF X 2D TIE RN EE X T,

AWFFETIE, 1gG4 B EICHE S CRS L o> CRS T, SRISIEHEICH T 5 1gG4 PEAIC
LT ORBUZ DWW TEREARF LTz, 1gG4 BIEEEATHMNT 2 Z LMo Tnb, JukEAICE S
T 5 S R 2 & DR TR0, FEAE SNTEHUAD 1gG4 ~D 7 T AR A v FIZHE G- AR T DOFEBIC
DN EIT o 72,

(k) YRS N ERIEETIN(ESS) 2 MifT L7z 32 flaxtgtl Lz, #MikiX, ESS #17-72
BRICOIBR U7 BB R IR ARk D m 2 H Lo, 3R 8UER 4 TFio 4 BEICaE L7z, OCRS with
IgG4-RD (n=10), @1fii% IgG4 8, IgE A EHFED CRS (n=7), @ifiiF IgG4 fEIEH, IgE &fio CRS
(n=7), @I IgG4, IgE $H£IZEHE T IgG4 BIEE B D72\ CRS (n=8),

# A L72EFI1E, B a-cHlAEE T Mifd e & OB Sl iz, s a7 ) o7 AL vF
RSy 7-CTd 5 Activation-induced cytidine deaminase (AID) <°, %E /a7 VoDV T AAAL v T
PEILDHTHDY N EE, U NERPIIER OORREZFHES 5 7€ Th o CXCL13 72
EDORFIZHER LT,

FNENDRFITHTT DYt F 72 I3 152 W TR OSBRI A Yoo L, 2 E ok
AfaEE 1w o R LT, AR OEO Z i iEt L7z, AID 122 T, real-time PCR T%® mRNA
OO RS HIIRET L7z,

AW FRIIARPMELLZ E R OEKRE Z T TTo 72, UKFBE 7 5226)

UESL)  CRS with IgG4-RD O FE| S kb TIL, ot s tb<T, B Mg & il T Mk, AID Bt
fha, CXCL13 fatEmifn, U o NEHEA B EIZEIML CWA Z EXbhoT-, £72. real-time PCR
2BV TH CRS with IgG4-RD T AID mRNA @ 2 B —823 A EIZHEIN L T,

(B%43)  Tsuboi HiE, IgG4 BHEREEFE O/ NEERIR CIE, 1gG4 FER T ThH D AID <, fHl#E T
MO PFEAET DA S A THDHIL10 & TGFB BNAEICEF LT, 25 IgG4 BhEE B O
JRRET A 2 B 2 o le LT D AREMEZ A LT D 2, HiRZEEAT 2 B Milaic AID 235351
THIET, 7T DI TAAL v F w2 RtET 5, & ZITHIENE T Mifao IL-10 72 E oA b
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NAUIPMERTHZ LTI TARAL v T % [gG4 ~iFHE L, RFFTTO IgG4 FEADBHEML TN D &E& %
bivd 2,

—J5, U oNERE BHIfa A R E Lz Y U SEROEBR T, ZOWNERICIER SN D L TRfE 7 v
TV DITAAL v FNEZ D EENTWD, CXCL13 ITIEMBIRAIR D EESND 7 EIA T
BHifaDlEE &5 2 & T, MPLOBRICHET2EE2HATNDS 3,

AE DO 42 ORFFERE S5, CRS with IgG4-RD O EI&EEKE R T, s/ a7 v nr I 2R
A FWNECDLHTHD ) L NERAHEML TR Y 80 L7 B, HIEE T M, AID (2 X v 1gG4
PEAE 2 TUAE S D FE R FR 23V U Q0 B FTREME A VRIR S Uiz,

(f#)  CRS with IgG4-RD ORI EPEkBRAT Clx, 1gG4 BhEZRE R L F U IgGa PEAMTAEAE L
TkV, O Z b, CRS with IgG4-RD 13 I1gG4 BIHEEER TH D LHEE SN D,

UM LELEENZHEET DITIEELT . 5% 3 bIMD 1gG4 FEAFHER FEHEIZOW T HMET 217> T
WS BERH D EEZOLND,

(k)
1) Moteki H, Yasuo M, Hamano H, et al. (2011) Acta Oto-Laryngologica. 131: 518-526
2) Tsuboi H, Matuo N, lizuka M, et al. (2012) Arthritis Research & Therapy. 14: R171.
3) FLHEE, HPREE. (2015)  Jpn.d. Clin. Immunol. 39(1): 1-7

(&£ 3]
1) Nojima T, Nonaka M, Seo Y, et al. (2021) Increased expression of activation-induced cytidine
deaminase in sinus mucosa from IgG4-related disease patients with comorbid chronic

rhinosinusitis. ORL. 83(4): 286-294

(FRFEE)

D BEEA.  IgG4 BIEREISPER OWRRIZOWT. 5 63 [B HARBI SRS - FhiidiEs, K
aL, 2024/9

2) Nojima T., Nakanishi H., Mukai M., et al. IgG4-related CRS may be a new CRS phenotype. 42nd
Congress of the International Society of Inflammation and Allergy of the Nose, and 24th Congress
of the International Rhinologic Society, Tokyo, Japan, 2024/4

3) TP, PR, B, . IgG4 BIEURME L IBMERRIRIER.  HT2EIABART LLX -
FHTRZ, HAL, 2023/10
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39. =ARN=TIT L DEIEIEAKFR v6 A T M2+ > PD-1 J8 LR~ %8

BTEBREE 1 ANRIA 2, R BT L S
(L pEM AR, 2 RNLEWHE T 2 — - B« FiTEEER)

(Br)  y8 AU T HIARIE, S iieiEo 7 = 7 X —H#iflg & L <, EWNS T4 727 7 v —F Tl
RO TON TS V.2 Fx BEHAMEIEAK 208 5 OB R 1T LT, B ORM I AL ER 2> & I
E3EE L7 y6 W T Ml Z . JEREANE G 5 2 & TEMIEKOIEREM Z B i L7-BRKRBR 21TV, &

EMEHRLTVD 9,

In vitro TIE, RIFMBEAZERIZTEHALAI E LT v Fa Vg (Zol) | #85EIK7- & L T IL (Interleukin)
2% MA HFETCREEENAEETH D, S HIZIL-18 ZiiINd 25 & CD56 [ y6 Y T Al ic o> HEFE A3 g
S, AR ETEMER IR T 5 F L ME L T D 9, Eo, BKIEREROBRICHER S 2188 7 A
B ENL U7 EKIZE Y > 73Ek (Ascites Infiltrating Lymphocytes: AILs) 725 %, Zol & 1L-2 %
WT YO R Tl 25 CTEH 2 &AMl LT\ D 9, Bl E L CORM I yo Y T MRl bR TR L) =R
R 160 AR O, BRIRISHITIZ DRI IEIE T IEDORFEN L E TH 5,

HIICER SN EARARAR R — 0 KT v 7 Thb tetrakis-pivaloyloxymethyl 2- (thiazole-2-
ylamino) ethylidene-1,1-bisphosphonate (PTA) 78 % Zol OOV IZMHHL TH, AlLs H y6 A T
A2 Es R CTX 5 9, BRI P PD-1 (Programmed cell death 1) fifk& L C=ARL~7 2 N3 %
Z LT, BEEIT o720 AlLs o v B T Mild O B5E =R X mV ME R Thd - 72 10,

A EIORFZETIL, AlLs BB IC =R~ 7 IRINA I X 5 PD-1 BB OEW ARG LT,

(7)) W T IERR B Em ABHZ AR T, FEMERE K ITRII R U C /KIS A f 5 v E %
(To-BENSFABEEET, WBI T A%L0 AlLs 28R L7, IEHELAIE LT PTA %7213 Zol % A
CIL2 b IL-18 2L 14 ARG Li-, HRRIC =R~ 7 20T AREE LAAWBET T 72,
tﬁ%am BESHBL 14 ARICTa—HA k2 b — CHMBRER 2T Lz, = OB Tk
HE AP INBREE S BAE T y6 2 T Al A D HEFE NI A bR 2 B 48 U 72 Bl n g MR A B 38 | OKGRE 5- 5376)
ELTARPMBERR TRRBREZIT TITo T 5,

) BE 6 o AlLs 2 AW TH&E A 1T -7, v6 B T M PD-1 B EMIRORI& X, &m0
el (/M - FeRfi) T 0.53% (0-1.22) Thoiz,

=R 7IERIMBETIL 52 3 HH © PD-1 ORBLFIL, BEa L W AREIZHE < (PTARE p=0.02,
Zol #f p=0.0051), K& 14 HEIZ, HESHH XV AREIE T L (PTARE p=0.045, Zol #f p=
0.005), Zol #EIZIHWT, K52 3 HH® PD-1 HELRIZ="F/~ 7 W U728 X 0 IR A B
mnolz (p=0.045) (X 1),

(BE) =R~ T7EMEET y6 M T Ml OEERAEVME (FEER L) 2/R"L72 08B s L
T, BHIZ PD-1 77zl 5 2 & T y6 A T AIRLOETEAIEIR S D FIREMES RE STz,
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p=0.045
p=0.0051 p=0.005

25

20

2 p=0.045
B o150 p=0.02
#
- 10
D L ]
o v
’ ﬁ . b
oo & + W § 0 S
iR PTA & : Zol
—ARILTTHm - - + + - - + +

EEAH 0O 3 14 3 14 3 14 3 14

1. K vO B T MR ES O PD-1 RI|RX

(fEzh) AL~ 7IERNMEECIE, 525 3 HH O PD-1 OFRBENEEEFT LV AEICE L B8 14 A
HiZh#E 3 HRBICHW AR THEIKT Lz, BEORMEMCTCPD-1 v /72l T, y6 T
FHfE D HEFEAMIELE S D AIREVES RIE X Tz,

(3R
1) Kobayashi H., Tanaka Y. (2015) Pharmaceuticals (Basel). 8(1): 40-61.
2) Tanaka Y., Kobayashi H., Terasaki T., et al. (2007) Medicinal Chemistry. 3(1): 85-99.
3) Abe Y., Kobayashi H., Toshiyuki K., et al. (2024) Annals of Cancer Research and Therapy. 32(2):

31-38.

4) Abe Y., Kobayashi H., Akizawa Y., et al. (2018) Annals of Cancer Research and Therapy.

26(2): 71-6.
5) Abe Y., Kobayashi H., Akizawa Y., et al. (2018) Anticancer Res. 38(7): 4327-31.
6) Abe Y., Kobayashi H., Kanno T., et al. (2019) Annals of Cancer Research and Therapy.

27(2): 73-9.
7) Matsumoto K., Hayashi K., Murata-Hirai K., et al. (2016) Chemmedchem. 11(24): 2656-63.
8) Tanaka Y., Iwasaki M., Murata-Hirai K., et al. (2017) Scientific Reports. 7.
9) BIERAE . AMRIEA, EE R, M. (2022) HRORKFIERRERG ERAITTERTRE 420 80-81
10) BUEpfs i, AR, BB, (2023) AT ER RS A ER AT AT 43 72-73
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4 0. HERELHERRIME F— I VEIRICHT 577 7 7 ORI R

FRSESL, AR, A, SRHARS, PERTBEE
CRE =)

(ARY) kg BIcIbm T A & L OB E N E S T b, FEEDIZINET, 1§
BEEA IR T 5 2 & ERMME F— S U BT 5 2 & BRI SE A E B L IBARE R O WAk K K
— RV OIREN RN AL ENT S LA R L T& 7%~ (Oshibuchi, 2009; Miyagi, 2014; Muraoka,
2018; Kawano, 2018), 77 > 7 7 ¥ U TEE KNS ENE DRI TH L0 VL& I UERPRIERIZE
J5 /07 KLy a2h ZRET T=Z2 MERICE D 702 I VERRME R A TR T 5 2 & 2ME
MFETHD EEZLNTWD, —H T, IT7 077 P IEINZEERANH D2, Rkl F—<3
VADOERIZZNE TEEIN TORY, ORI CIXEEREAERORKE F— I ok
BRI T2 7T > 7 7 v DR R A BGE LT,

(FiE)  7THEHSHEYESD R7 v ME W,

1) RS o S5 434 (conditioned stimulus; CS) & L C 30 MR 7 ¥ —F & IESL M4
(unconditioned stimulus; US) & LT 0.8mA 7 v F ¥ 3 v 7 Z[RFIZH/R Lz, 2) AL FR05M &
L C, ERBUNENT & @ik 7 o~ s 72 7 ¢ —1EIC X 0 kK (probe {iZi&: posterior 2.4 mm,
lateral 5.2 mm to the bregama, depth — 7.2 mm from bone surface) DS K— 33 o L~UL 2|
7E L7z, 38) Guanfacine (GU) 1.0 mg/kg F 721X E DB A AR5 L, 80 0% CS ##FHE L+
D% D F—r33  ORFFEL 2B LTz,

AT RO L FERRF I IR E B S OKRZ G, BiEdt 23T L TiTo 7,

UES)  GU 1.0 mglkg OFHIZ L0 RBHA R — 33 U OB/ B3 Z2 b Lis o7z,
AR 5 ClE CS BB ITRMKIA F— 33 U OJSEVEH DA BTz,
GU 1.0 mg/kg $ 58 TlE CS ZBRITRHIE K— 33 v OIE M N A B o7,

(B2 GU L F—/3 3 AR JERE T RIS B M i 2 i3 5 72 012 I EhR st
F v bU—27 OIFHNT &0 FEANRIAE B —3 3 itk 2 806 LT 2 ATREMED B %,

(fEam)  GU OIFE L EIERICRIR R — 33 v OISR 2 06l 2 /EA 2B 5 L T 5 AlEE
PR D 5,

(k)

1) Oshibuchi H, Inada K, Sugawara H, Ishigooka J. Aripiprazole and haloperidol suppress
excessive dopamine release in the amygdala in response to conditioned fear stress, but show
contrasting effects on basal dopamine release in methamphetamine-sensitized rats. Eur J
Pharmacol. 2009 Aug 1;615(1-3):83-90. doi: 10.1016/j.ejphar.2009.05.006. Epub 2009 May 27.
PMID: 19477171.
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2) Miyagi J, Oshibuchi H, Kasai A, Inada K, Ishigooka J. Valproic acid inhibits excess dopamine
release in response to a fear-conditioned stimulus in the basolateral complex of the amygdala
of methamphetamine-sensitized rats. Eur J Pharmacol. 2014 May 5;730:20-5. doi:
10.1016/j.ejphar.2014.01.020. Epub 2014 Feb 26. PMID: 24583338.

3) Kawano T, Oshibuchi H, Kawano M, Muraoka H, Tsutsumi T, Yamada M, Ishigooka d,
Nishimura K, Inada K. Diazepam suppresses the stress-induced dopaminergic release in the
amygdala of methamphetamine-sensitized rat. Eur J Pharmacol. 2018 Aug 15;833:247-254. doi:
10.1016/j.ejphar.2018.05.048. Epub 2018 Jun 6. PMID: 29885289.

4) Muraoka H, Oshibuchi H, Kawano M, Kawano T, Tsutsumi T, Yamada M, Ishigooka d,
Nishimura K, Inada K. Escitalopram attenuates fear stress-induced increase in amygdalar
dopamine following methamphetamine-induced sensitisation: Implications of fine-tuning action
of selective serotonin reuptake inhibitors on emotional processing. Eur J Pharmacol. 2018 Sep
5;834:1-9. doi: 10.1016/j.ejphar.2018.06.033. Epub 2018 Jul 5. PMID: 29981749.
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