2 1. STING/RANTES #2882 K %5 1 #5 2 BURIEDFHE

dEHET LT, MEALT. B ZEANT
(R RN RHT)

(BM)  Stimulator of interferon related genes (STING)IZ. RNA <° DNA % §8i# 4 5 37 — %k
SZEEROOESTHD, STING 7 I =R ML, W B O GIEIRE 2 I\ TREINE & a4 %
ZERHLILTWD, Fox 1L, B ERICBIT S STING O&EIZHOWTHRF L 7-,

(i) %E LMl o STING 28 % GEO 7 — ¥ RXR— R IZABREINLTWVWDHT — X

MW THEN Lz, STING 7 =2 FTbH 2 cGAMP 2~V 2RI EREG L, 71
— % A4 P A—X%— |2k VY LinVEcad EpCAM*ffi L Mg % 75 Bff L T RNA-seq % 1T
S, b MR EEMEAE cGAMP THIE L. A N A4 v Z2H Lz, RIZ cGAMP
F7ZIEXRANTES 27 Va2 Ny h & L CHDMIC L BB ET VEERL, 4 b &
A4 v, BAL Zymi, ##. 28 BHKR Y N ALC2)B X OB M DC) % i L 7=,

(FER) b PXGE LM T STING 3% — v RBZAKOP THRLEREBTH
. RANTES @ ¥ BliZ ¢cGAMP 5 ~v 2B L0t PGB LEMTLER L,
cGAMP+HDM ¥ X 8 RANTES+HDM # 5-fifi Ci% ¢cDC2 RNE B S 172,

(28] STINGIZ. RS T A /LA, T4 ) TA LA HIEREDDNA, RNAZ U B FELTWS,
b STING IEMALIC LD %0EREIZ, RANTES % L CW D RIEEMEDR B 2 b iz, F7ir4E,
RANTES 78 1 BUIRJEN S 2 BBIE~DBIT ML TWVD E WV I HENH Y . STING OB B4 5 #H
HHLENTWAHZ 2D V. 2 RANTES 78 STING #&MHALIC X 20 BRIEICB W CTEETH 5 Ak
PERE 2 b, 2BRIE~OBITEFICONTELI LR IBHFABMLETH D,

(fam)  %E ERMAICR T 2 STING/RANTES iz, 18 & 2 Mo RIEZ Sk <
BERRKETHLIWREDL D D,

(3R
1) Gauthier M, Kale SL, Oriss TB, et al. CCL5 is a potential bridge between type 1 and type 2
inflammation in asthma. J Allergy Clin Immunol. 2023;152(1):94-106.e112.

(FEFK )

1) STING/RANTES Pathway in Airway Epithelium Enhances Der pI-induced Airway Inflammation.
Mayoko Tsuji, Mitsuko Kondo, Akira Nishiyama, Tomohiko Tamura, Ayako Nakamura-Ishizu,
Miho Koizumi, Hiroaki Honda, Etsuko Tagaya. Allergy, 2024 2024 : 79 (7) :2008-2011 #H¢
DOI: 10.1111/all.16173
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(FRHER]
1) % 64 [0] H ARPER 4372 Pl E KalE B STING/RANTES & 7 F/WZ K57 LV VIEED D
Wi BFIEOKEFF. i BT 2024 4F 4 A MR GEFUIEERATRS R A, DEARER)

2) % 73[E HAT LAXF RN kE STING/RANTES o 7V FARKERIELYFHRTH
T B T b 2Es BT

=

European Respiratory Society Congress 2024

3) STING/RANTES signaling in airway epithelial cell is a candidate for the bridge from type 1

inflammation to type 2 inflammation. Vienna

Mayoko Tsujil, Mitsuko Kondo!*, Akira Nishiyama2, Tomohiko Tamura2, Ayako Nakamura-Ishizus3,
Miho Koizumi4, Hiroaki Honda4, Etsuko Tagaya. Vienna

-39-



2 2. JHHMOBENT L DIFEFEMET L R AT 1 EIRFEE O BHERE IS T T

PED R, BRATS, BRUGAL T, AL
(78 M)

(BRY) M7V RAT v AEPAL, @I 7V R AT 1 U Wi X0 @i ELIE S U o i
ZHIEEZTIREETH Y, PA OFAUITICT NV RAT v VEARRIEAPA) & R8T L K27 0 UE
THAZ RIS D, — i APA T I Z < | THA LW AR IR A TH Y | Al TEVESE T
BRI NS —RIRE 20 . BERIPT NV FAT v RIC K HWNIRIEETTS5, £ 2 AT, PA IZE
TV RAT 1 SRS K 2 AR ERERIEE O 72 D | AT B RERAIEE B (eGFRITFEM & 7> TV |
169 1%12 eGFR 2ME T U CRMEBRR ST 2 2 083D 5, AR TIE, PA OZNEROREIC
BT, 1BH% D eGFRAE FICRE-T 23 RE T OE W M LT-, RBP4 FER R PR Z
B 0ERE 5 11T - 7= GK#%E 5 2023-0042),

(5i5) APA JER 45 FIEIRH HIC X 27690, THA JEF] 37 B (BL7 v RAT v VAR X D6
) Zxtgel Uiz, PA OBZWiEHEIZ A ARANGWFEEZDOTA BT 4 2 VIZHETL TITW, BEERZE ORI
BB FIRY > 7 o T AT o 72, APA BETILMRL, 1Ttz 1 8. 6 22A. 12 22HIZ eGFR %,
ITHABECIEPLY WV RAT v 3% 6 2 H . 12 2 HIZ eGFR OJIEZ1T - 72, APA BETIEINE 18
M COREHDZELEIZOWT HIENT L, T2 & IE EF(L U7 & mIE 7R Lo ERITD
VTl The Primary Aldosteronism Surgical Outcome DFEHE DA RE(Z Uiz, F7-ME NEEREMRA
(FMD)<°, BT 5 KCONJ5 ORHNZEROFHEZHER L. T4 5 2% O eGFR OZEALIZ FIF
HEIZOWT BT 21T > 72,

(W) BEOERNTE LT, APARCIZ IHA B ek L ¢, 4, mHh V74, LDL 2L %
Tu—/VIABICEE, mPT7v RATa B EPAC), 7 R VARG OT IV RAT e L=k
PERESC, AFAMKARTH%O PACIIAEICHEE TH o7, APA B THA BETIL & bICIRER 6 00 A |
12 A THE: eGFR OIX F2RDT-A3, 1A% 6 20H T THA BRI LT APA BETIXZ O T
A REICE D5 72(10.5E7.8% vs. 20.715.0%), F7=. APA BETIXFiith 1 D eGFR D& {bH &
JRE A OELRIZHE 2 EOMBE %R D7 (rs=0.62), APA BETIEIN% 6 2°H O eGFR O T & JHJ#
il PAC S EICIEOFBIZ R L(rs=0.49), THA B CiXifitk 6 2>H ® eGFR DK T & BMI 35 L OVA
AT eGFR ME23E & 22 IEOFIE %2 7R~ L 72 (rs=0.33,rs=0.40), PAC, BMI, 75%%0H1 eGFR Z M 72550 & L
TR 6 22 A O eGFR Z{LHRIZFH 53 5 K 7% EEUR 58T THENTT 5 & . APA BECldiaal PAC,
[HA #£Cld BMI 3 BICIEOFET 2 2 & 23R S 72(8=0.42,6=0.36), APA B Tid PAC524 pg/mL
DMtk 20%LL LD eGFR IR F% THlIT 20 v b A 7EE L, —J7T IHA BTk BMI25.3 kg/m? 23
169 1% 10%LL ED eGFR IR F% PHIT 20 v bAT7EE L TRIHENTZ, £z, APA BEIZE VT,
ith 20%LL ED eGFR K FRICH 59 5K+ & LT, {ifAi flow-mediated dilation (FMD){EAfE(<5%) 3
bIF b=y X 4.675, 95%(5HEX [1(1.169-18.686))— 15 T, itk O i E DFETFe KCNJ5 & fin
TEBROGEL, FRCBENRL DR T,
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(BL) A5, PAFFRARIGRICED . APAHETYH THA B TH eGFR O T30 541,
Frio, APA BFETIZZNEE Th o7, E74irsg 1 8 &I TH . APA BETIIRE B ORI 537
D HNTZ, £ PA KRG D eGFR DR TIZFH G 2R T & LT, APA BETITHTATO PAC &
&2y, THA BT BMI &2 H1F biviz, APABEIZB W TIE, iAo FMD O T, 972bbiE N
BREREDIX T 3R D eGFR DR TICHE T FETH 5 Z LIVRRSNTZ, TNHDORRNL, Th
LHERETZ L OBEICE VT, PA FREIRNEE, BRELZEERCB TV ZENLELE
Z b,

UkEam)  APABEL THA BETlX. 2N ZENIEER O eGFRIE T IZEHE ST AR T3 R ->TEBY ., £
ZDOFFRRNZIR - T fERK T~ DXL, 1RFEEZOEEREDIR TOR 95 Z L1273 5 2 & B3R
=iz,

(3CHK)
1) Nishikawa T, Omura M, Satoh F., et al. (2011) Endocr. J. 58(9): 711-721

2) Williams TA, Lenders JWM, Mulatero P., et al. (2017) Lancet Diabetes Endocrinol. 5(9): 689-699

(FEFKam )
1) Watanabe D, Morimoto S, Morishima N., et al. (2024) Endocrine. 84(1): 245-252
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2 3. Amulti-institutional study found a possible role of anti-nephrin antibodies in post-transplant

focal segmental glomerulosclerosis recurrence

Yoko Shirail, Kenichiro Miura!, Kiyonobu Ishizukal, Taro Ando!, Shoichiro Kanda2,

Junya Hashimoto3, Yuko Hamasaki3, Kiyohiko Hotta4, Naoko Ito3, Kazuho Hondas,

Kenji Tanabe?, Tomoko Takano8 and Motoshi Hattori!

(1Department of Pediatric Nephrology, Tokyo Women’s Medical University, 2Department of
Pediatrics, Tokyo University, 3Department of Nephrology, Toho University Faculty of Medicine,
4Department of Urology, Hokkaido University, Graduate School of Medicine, 5Department of
Surgical Pathology, Tokyo Women’s Medical University, éDepartment of Anatomy, Showa
University School of Medicine, "Medical Research Institute, Tokyo Women’s Medical
University and 8Division of Nephrology, McGill University Health Centre.)

(Purpose] Recently, a patient who presented with early posttransplant massive proteinuria
recurrence was reported to have pretransplant anti-nephrin antibodies (abs).! We also reported a
case of post-transplant recurrent FSGS (rFSGS) where circulating anti-nephrin abs were detected
in the plasma before transplantation.? In the 1-hour postimplantation biopsy of this patient, IgG
deposition, nephrin tyrosine phosphorylation, upregulation of Src homology and collagen homology
A (ShcA), and altered nephrin distribution were observed together with foot process effacement
(FPE).2 ShcA is involved in nephrin endocytosis and signaling cascades that contribute to actin
polymerization, cell survival, and barrier turnover.3 To confirm these findings from a single patient,
we conducted a multi-institutional study examining patients with FSGS who underwent kidney

transplantation between 1986 and 2022, including those without post-transplant recurrence.

(Methods] 14 Japanese kidney transplant recipients with childhood-onset primary FSGS who had
stored plasma samples and graft biopsy specimens were analyzed. All patients underwent whole
exome sequencing and no pathogenic variants in FSGS-related genes were identified. Circulating
anti-nephrin abs were measured by ELISA and the cut off levels were defined as 231 U/mL, the
maximum antibody levels among the controls (9 genetic FSGS patients, 13 membranous
nephropathy patients, 4 lupus nephritis patients and 13 healthy controls). Dual immunofluorescence
staining of nephrin and IgG or ShcA, an adaptor protein of phosphorylated nephrin, was performed

using the structured illumination microscopy.

(Results] There were 11 rFSGS and 3 non-recurrent (non-rFSGS) patients. In rFSGS patients,
median (interquartile range) anti-nephrin abs before transplant or during a post-transplant
recurrence were markedly high at 899 (831-1292) U/mL. Graft biopsies at 1Thour post-reperfusion or
during a post-transplant recurrence showed punctate IgG deposition co-localizing with nephrin that
showed altered localization and increased expressions of ShcA. Nine of 11 rFSGS patients achieved

remission, and graft biopsies after remission showed normal nephrin expression and no signals for
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IgG and ShcA. Anti-nephrin abs decreased to 155 (53-367) U/mL in 5 patients with available
samples at remission. In non-rFSGS patients, anti-nephrin abs were comparable with the controls
regardless of the timing of sample collection. Their graft biopsies showed normal nephrin expression

and no signals for IgG and ShcA.

(Discussion] Our results indicate an association between circulating anti-nephrin antibodies, the
phosphorylation/localization of nephrin in the glomerulus, and disease activity.
Strikingly, elevated anti-nephrin antibodies were observed only in rFSGS but not in non-rFSGS or
genetic FSGS cases. These findings indicate that anti-nephrin antibodies are an attractive candidate

circulating factor responsible for rFSGS.

(Conclusions] Our results suggest that anti-nephrin abs are associated with rFSGS via nephrin
phosphorylation. Larger studies including other ethnicities are required to confirm this finding and
to determine the prevalence and incidence of post-transplant FSGS recurrence associated with anti-

nephrin abds.

(Reference)
1) Watts AJB, Keller KH, Lerner GL, et al. Discovery of autoantibodies targeting nephrin in minimal
change disease support a novel autoimmune etiology. J Am Soc Nephrol. 2022;33:238-252.
2) Hattori M, Shirai Y, Kanda S, et al. Circulating nephrin autoantibodies and posttransplant
recurrence of primary focal segmental glomerulosclerosis. Am J Transplant. 2022;22:2478-2480.
3) Martin CE, Jones N. ShcA expression in podocytes is dispensable for glomerular development but

its upregulation is associated with kidney disease. Am J Transl Res. 2021;13:9874-9882.

(Article]
1) Shirai Y, Miura K, Ishizuka K, Ando T, Kanda S, Hashimoto J, Hamasaki Y, Hotta K, Ito N, Honda
K, Tanabe K, Takano T, Hattori M. A multi-institutional study found a possible role of anti-

nephrin antibodies in post-transplant focal segmental glomerulosclerosis recurrence. Kidney Int.
2024;105:608-617.

(Conference Presentation)
1) Yoko Shirai et al. Multi-institutional study of anti-nephrin autoantibodies in post-transplant focal
segmental glomerulosclerosis recurrence. Kidney Week 2023, American society of Nephrology at
Philadelphia. November, 2nd 2023.
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2 4. FYOARTAVEENE) 2 REFEIEHC BT D Splicing mutation & MBI R FEAE O BE M DT

WRES . RIS EE A, BB
(BN 2)

(B WG RBaE () 232 (ADPKD) 13k b 2Vl R ETH 5, EELAIHE
ELTHMENRE R H Y. —RARLY S 510 fFORIEV A7 2/ T 5L aNnD, ThE THRX I
ADPKD (B 2B TFEREOMEEL I 20 - TE 72 MENEZAEIZ IS PKD1mutation 725, 1 T%H
splicing mutation & frameshift mutation 23B# L T\ 5 L LT %, LA L splicing mutation
(21X Exon skipping, Intron retention, Intron retention with cryptic site 72 K IZHi/b S 4L, ZEh
DI EN IR FRIE B L TV D 2ME A TH 5, AWFSE TIL splicing mutation @ Exon skipping,
Intron retention, Intron retention with cryptic site & IMEIRIEFEIE DUV TI 72,

U5E) FRNCSBRF B IR Y — 7 = o =0 Tl T ERIZOWTRE Lz, BE DI
AR D RNA £ IZ cDNA G E1T72 > 72.cDNA BRI EREZGT 5= YV ORiZIZT
A ~—%7-T, RT'PCR %1772>7-, RT-PCR ®RIZEXIKENZITWERILO /N Ra g L7 PCR
product % purification L 727, > #—iEIZ T splicing mutation /05 EDER X A 772D )% [F
L. MBI FEIE O A & OB 2 T 2,

(RR] BUE, 21T ->T05

(AORE]  ZHETHR LY ADPKD (25T 4 IMENRE 213 truncating mutation 23 F4AEFEIE I

BHE L CTWD LS L T& 72, £D7-% splicing mutation (23 T intron retention X ¥ % Exon
skipping <° Intron retention with cryptic site [ZAMENIREEFHBIEN 2\ & TART 5,
%72 ADPKD 1235\ C PKD1 #{s 1 L VB S D PC1 BARET 5 &, BN EEREIC LY
AMENARESIEIC 5T A REMEN RIS N TS, 2D Z &5 51 nontruncating mutation K Y
truncating mutation O BIKENIRIERIEITZ VN & TRT 5, BUEREEEZESCT OB T RA %
TV, BR21T9 TETH D,

() BUE, T 21T ->TW05
(3K

1) H. Kataoka, Stroke: Vascular and Interventional Neurology. 2022;2:¢000203
2) Mouad Hamzaoui, Hypertension. 2022;79:2542—2551.



2 5. v U ARRMENOKAPAZEE 7 VI KO #\EFEE T VBT 2EREL 2T 4 a =07
SRR IR DA N

AR, RERES, AR, db)I—3K
(B fRE N FHF)

(B8] Fex TR RIMENRACAPAZEIC S L CEREm = 7 ¢ 2 a =7 (RIC : remote ischemic
conditioning) (Z XV | MMEIEENRVIA 20 L 7 RIRIIAT 2 38 3 S W INIRE N R D BIE S L D F o
LTW% 1), #EREVEPRIN TV DIRMAKIREE L RIC OMNRERRZ . KAAZEET VB LD
—IEMEE R T VIS W CHMRETT 5 2 E A BN & LTz,

(FiE) k#A CBTBLI6 M~ w7 A% W TA Y 70 L W ANRREE N TP RINE) (MCA) & S+
WS & 0 SR A K A PAZE & 7o 13— PEPAZE(45 43fH) L 72, MCA PAZEN & 70 43 DR it 4 & =
#— L7, RIC HflZ MCA /K/APHZE 30 4314 £ 7213 —WEPAZE 5 70120 b il PR Ch 7 2 Hn T
200mmHg DT 4 23T 5 4y MBRIL 5 7> Mz 4 IR Uz, s B 0 RR I M £ 72 L TRl U IR
BRI 2 I T A A 24T o 7o BE L L7z (Sham Bf), [RASIENRIEIT MCA PAZENS 70 ZpfHl{AiR 2 33°Cie
REF L7z (RARERE) . MRI I & 2B SIS OMEL, 24 FEIHE OMRAER 2 =77 (0 HER—14 B,
TTC Geall & 2 ISR & i L 7e,

(SR KAPAZE# O MRI EMAFEIEL Sham #£(49.7+2.1 mm3)iZxf LT RIC ££(34.2+5.5mm3,
p=0.004), EMAIERE(40.9+10.3 mm3, p=0.098) T RIC |2 X W i/ &bz, MRER A = 7 HHgufiix
Sham F(7.5)(2%F L C RIC #£(4.5, p=0.006), &AIREEE(6, p=0.0096) T RIC 35 L OMEMAKIR & & BAFCTH
S 770 B R FHZEARAE X Sham BE(45.4+3.2)12%F L T RIC #£(31.9 + 2.8mm3, p=0.008) THi/ N & FRD 7273,
AARIERE(39.548.5mm3, p=0.07 DIFHE/ NVHBIZ R S e dvo 7z, —iErEE%E% o Sham £, RIC B, K
(AR EED MRI FEZE(AFE(37.5+8.7mm3, 16.2+9.0mm3, 14.2+8.0mm3), MFEIR 2 27 (4, 2.5, 2.5), %
HAEIE(ARE(33.6£7.0mm3, 12.6£8.2mm3, 10.7+5.6mm3) D\ 911t RIC 1 L OMEIRIE T & dk#
DIESN k= 3F Wi

(BL)  ~ U AP RMNENR—EMEPAZEE 7 /L Tld RIC 6 X OMERIRIR & & I 280 /1N 36 K Otk
BERR B STz, — 05 AKAPAZEE 7V TIHERMRRBRIE DR Z L < RICIZ LV A& 72 MAEE
fii/ s L OPRERSCE R B S T,

Oftem)  MMREZEREIIOMRBICZIS 1T 2 RIC 13, AMEEZE /N L OMRERSGER R I S D,

(3CHK)
1) Saito M, Hoshino T, Ishizuka K., et al. (2022) Transl Stroke Res. 2024;15:41-52.

(FEFK )
1) Saito M, Hoshino T, Ishizuka K, et al. J Neurosci Res. 2024 Dec;102(12):e70003.
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2 6. 50 Ll EDOZIEMERUIE R (2351 D IRBERTRIAIR O A )5 ETEE) & FEEEITIC RT3
BIZHOWT (BAME 22— MFJE)

R, A s RRR, B —3%, HARET
(B fRE N FHF)

(HR)  ZMEEIE (multiple sclerosis: MS) I3 4F IS I 389 2 FARARR D B 52 M it P
BTH D, FEAEEAMIEK(disease modifying drug: DMD)BNAEZTH Y . HRSCEEETOMENZEFS L
TW5D, MEZEVEBIFEIEDME T2 & B2 6 TWH P, FHilis MS B3 12317 5 DMD # 50 &
FICONWTIE, —EDRME/EL TR, D

(F1E) 50 mklh oo MS BFE I T, DMD R¥EHE & MR . R OAE, FEEEOEL,
TRVERETTRI 3 MR LIE (secondary progressive MS: SPMS) ~OBAT# LI L, ZhbD U R
FIZOWTHE L7, &HEE L, Wilcoxon f7E, x “IEMELZHWERL, KR TIX, eV AT 40w 7
EUF T 21T o Tc, ZRAGHRF I A 27 2 VIR L,

iESR) 50 kLl oo MS B 1L 76 il (&PEA 55 ), EYRIEFRNL 3710 5%, Bf&Z 2D
BIAEHRIL 57.6 £ 6.3 5% 72> 72, DMD WAL 51 4, BEIAMREL 25 B Td o 7=, 50 AU LD FRHIL
DMD 1898 T 33%., HEIRFEIE T 48% TH . MM CHEZEIL R -T2 (p=0.72), GRS
R (Expanded Disability Status Scale: EDSS) 3.0 L EOEISG L HEZEIL R (p=0.28), I
T owA Y —HfR T, BRE TCOMM AL LI, FEET o7, 50 mkERTO RRMS B 1%
61 ], SPMS ~B4T L7 #1151 (25%) 72-7-, BRI TIE. SRR OERI & BRE

(p=0.027) . 50 EHF D> EDSS 728 3 LA LD B (p=0.031) ., 50 ikl CHMEMRE 243 % B#E T SPMS
ZBAT LIEEIG D E»o Tz (p=0.009), B Y AT 4 v 7 BURSHTCIE, Bf&ZBREOEN (BALA v X
bt 1.5, p=0.027) & 50 mEFAUCHMERRZA (4> Xtk 30, p=0.018) 28U A7 K+ & LTHlitt Sz,

(B%2) 50 bl B MS B IZEB W T, W CHR, BEEOET, SPMS ~OBATIZ OV T
TR BT, 50 LA E CORBIEBIEDK FT2RE STz, Z OFERITIBA DT & 72 > T 5 S03BE
Wity & BAp D AT L RIRRDOFER CTh o7, ?— 5T, —H#D 50 kA LD BF TIZ DMD I5#% T
HRELEFOEITREO b, WETHRANRRKT 26T SEFNSIRRIEE B DEmR3H 0 | HIWri
LAY, BERE TR BLIA T O 22 W E BISCMERIRZE D 72V ERFNZ DWW TR, H IR C& 2 Al REtER
bHHLDO LBz BT,

(fiam) SO ORRLD | 50 bl EOBAICE L ik, DMD OHIEAMEEICKRET S 578, He

THRARRRET 2 A3 2 BROMERTHZE S /L 6 2 B Tid DMD Offffe O8I DMD 28 A$ 2% Z &A%
BRfsh s,
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(%) Relapse rate (%)

N.S.

e e [E1. B MS BECESHARE, AR TOBRED LE
- Rate of EDSS>3.0 last visit{%6)
. NS,
Vi e et vesiment 2. Sl MS BEICEITHERDHEICKHRMKZZHIFD EDSS DLLE
6 Rate of conversion to SPMS
” N.S.
” |
. || N . e .
With treatment Without treatment 3 %ﬁ% RRMS %%[:B(f%};ﬁﬁﬁ%[:;é SPMS AU)JE{TG)HS%&
(3K

1) Tremlett H, Zhao Y, Joseph J, Devonshire V: Relapses in multiple sclerosis are age- and time-
dependent. J Neurol Neurosurg Psychiatry. 2008, 79: 1368-74.
2) Kaminsky AL, Omorou AY, Soudant M, et al.: Discontinuation of disease-modifying treatments

for multiple sclerosis in patients aged over 50 with disease Inactivity. J Neurol. 2020, 267: 3518-
27.10.1007/s00415-020-10029-9

(&£ 3]
1) Disease Activity and Progression of Disability in Multiple Sclerosis Patients Aged Over 50 With
or Without Disease-Modifying Drug Treatment: A Retrospective Cohort Study. Akihiro Kondo,

Ryotaro Ikeguchi, Kazuo Kitagawa, Yuko Shimizu. Cureus 15(12): e49927. DOI:
10.7759/cureus.49927

E==t3
1) fREBJA. Disease Activity and Progression of Disability in Multiple Sclerosis Patients Aged Over

50 With or Without Disease-Modifying Drug Treatment: A Retrospective Cohort Study. & 65 [a]
A AR F 2 I RS L, 2023
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2 7. HLMOG HFUABIE A 5 SEFNT I31T 2 Mgy B AR

M SERRR 1 N =T B 2, KT AR 1
(URARRE AL, 2B (AMSRERY: - JRRERRRE R 200 BF))

(B $T myelin oligodendrocyte glycoprotein (MOG) HLiRB#EZEH (MOGAD) 1%, AL HE
K. DUEBIEERCEREZR ., MR, BImMRRRR EE2 R 5 2 & PR O B R ERIERER TH D,
L2 R, RIMRAEZ BT 5807 7 —7 8B I TE TN DA, I 2 fat L7293 72 < |
JREEIZ DV T B LN TR ERZ W, AIFFEIE. JERRHZE % 2 L 72 MOGADS fillZ 350 CTkdA
HPHMRE 21TV, ZORBEEZH LN T LI L2 ANE T 5,

(7ik] 20154 1 725 2024 48 10 A OREIIC, HUBelZ ABe LIIGERIMR A Z 2 LICBED S B #it
MOG HUARBG DI AERR 21T o T2 BFEIZ DV THRIR Y « FHRERE R W TR L 72, CD3, CD4,
CD8, CD20, CD68, CD79a, CD138, C9neo, GFAP, SM131, MOG 72 ¥ »fufEletalc iz, EVG
DYt AT o T, AFRIIAFHMBEEDOERBEH TN D,

URiR) 20154 1 A M5 2023 4 4 A OIS, IEERIMRZA 2 2 LIZEE O 5 HHL MOG sLik 35tk
DIDRMAERR 2 HiAT L7 BF L 5 Bl Th o 7o, FHIFIEFHRIL 26.8 5% (range 15~55 %), FHPEA 4 i T
bole, WA T 4 FI TR EH- L CuWe, BEES MRI TlE, 4 I CRIER D HMIBEZEIC T
T Gd BRI AL WA E 2 L, 1 BlX open-ring KD Gd HEFREN R 2 1 o AIIN=EEFE O ERE %
BEL7, WIS AT A Rigi - MIREEIRIEZITO, IBRUCHEIZR Th o7, F3IL 3 I TH
HivTo, MRERCIE, 51 HIEEDFRD H AL, 4 6T MOG OYLAMENQMET LTz, 5 6 Tl & B
2V U NERIZIE AR, 3 fIC B AIEENL, 1 41T T MAEAMENL, 16T T Mg & BHEARZETH
STz, 1HITCIEROFTR, 16 TIiE “actively demyelinating lesions” DFT RN 54172,

(BL)  ARIOMBETIE, BEREFRICETORE CRIEMNBEOFT RO biviz, REM 22X
PR DRIEMEDIBENER B Cd 2 ZF M LIE (MS) TlE, WE AN RIEVERBEOPT R 2 =3 (—KREY
ifE) . —77 . MS O T 2 BRI Ri R BERE T, W AZ2 T2 6007 X hu A

RIS — RIS S D 728 ZIRIGIEE & Bk ST b, ZhvE TOFE A ORFClE, $fE Oy

Th5H MOG DL LD BV, —IRIRIEETH 5 Z LAVREE ST, F72 BREITIIEMEH O
PFRRIRZEIZ B MAEAL O Y o REREEREDS 3 il CA LA (1 BT T MAaEAr, 1 F1ClE T Mfa s B A
R 23 [R55) . BEHE I, 1RIERBI12 T MifEALD U o \EREFEZ R L TR Y . Fox OREHIIBIT %
AT L Cd o 7o, 23 FToARBITITAR OB ORI 13X DT Dy, SRR BER B B T
BND KD RBERILE I BN -T2, £ 1 FITIEROFTRA, 1 61T MSICABILD “actively
demyelinating lesions” OFT RS H L2 Z &5, MOGAD X RIEMERLBEM:E B T 2 AR BRI
kx4 ToH V| heterogeneous 72K TH D Z EWRIBI T,
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Giksm)  MOGAD (il z T MIfRENLO U v BRI E2 2325 Z EnmbnTn g, AiFZED
FER S, MOGAD % B Mifa R0 Y o KizMaz 2L 9 52 L2z, mMEROFTRS MS THL
% “actively demyelinating lesions” %/~ 9 2 E R LN E 7272, Fiz, TEBEEMREZ 23 58
FIZHEWTIEL, MOGAD Z NS 2 NERH D,

ARG

PRI, L o T
. ':‘E '.l‘:‘.-'\"i ‘3 -.:{’ "
oo, e -

1. i MOG AR ER B D RMRAICH (T AR EFMA R (EVG 2 8)
MOG: myelin oligodendrocyte glycoprotein

2. $1 MOG HABEREQMRICH T BEEZNA R (HE £46)
MOG: myelin oligodendrocyte glycoprotein

3. 5i MOG AR ER B O RMMIZH (T 5B EF MR (CD20 )
MOG: myelin oligodendrocyte glycoprotein

(3R
1) Jurynczyk M., Messina S., Woodhall M.R., et al. (2017) Clinical presentation and prognosis in
MOG-antibody disease: a UK study. Brain. 140(12): 3128-3138
2) Takai Y., Misu T., Kaneko K., et al. (2020) Myelin oligodendrocyte glycoprotein antibody-
associated disease: an immunopathological study. Brain. 143(5): 1431-1446

3) Hoftberger R., Guo Y., Flanagan E.P, et al. (2020) The pathology of central nervous system
inflammatory demyelinating disease accompanying myelin oligodendrocyte glycoprotein
autoantibody. Acta Neuropathol. 139(5): 875-892
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28. N v e RERMEHTA M7 0 —0 B BRI X O N4 4~ — 7 —Bi%

ARIEHA L2, ARAET L SEE. BFRIE L KGHT 4+ EEFR L KinfZ 2,
IINBRSC A, A

(NREBEE, 2 e E R TERT, SR tt= v v N A~ b U v 7 ABFSERT, 4ESLRS
ffi - fREERRATSEE 2 2 — Rt N ERL

(BWY) ol v e BERMER Y A be 7 4 — (Ullrich Congenital Muscular Dystrophy : UCMD)
i3, COL6A1L, COL6A2. %7213 COL6ASEIRFARRIZ LD VIR 2T — 70 OB NFENTRIET S
AVBEERTH D, IR OHEBERIET, FHMET, BEFEmfEcL R L, BREEIT L & IR TREESR
W JNE T ARBARE & 72 % D, AR T HMAIERITRMEL TH Y, BURIZI BV TF— g i d
DIXFFIED HBITHOI TS, LavL, EMWERR L1 TliL, 1PS Ml B kR 35 R aiBRHAE O 1R %)
ROBMEIND e E D, A% MR TOND Z L I3BMBRICES 2, L L, FDBEETHLIDD
RAZE D HRERLA N INA T~ — A —IZONTOREIIR O TEY 3, FRIRA 2G2S TE 2]
REMED B D &V ) BEDBFEL TV D, £ 2T, AWFFETIEL UCMD &0 BAREZFA L, FRHTE
BHEATICBIE T 2 8THNA A~ — I — i OFFEZ HNE LT, BI9EE1T> T\ D,

(U71E)  AWE CTIRE TR E IR BRI L U e S 7z b a6 20 3% UCMD £
10 A& L7z, 6 2H Z 12 GMFM (Gross Motor Function Measure : HKIEENEE /) RE) 38 L OWER
BEREZ R L. FHFE T &I, 2 IOV BF R 2 ek L T\ D, N A ~v—h—& LTI,
MHADONE 2 Z =7 ik 7TF K (WEA) BIORET 5 A b E 2HE L, EEETICHE
TS L PREND M~ A 27 2 RNA OFBLEL ST LTV 5,

(RR) AWPRITEITH TH Y . PRI REZI|E T2, GMFM X 227 & R REIZ 58V M IEOAH RS

(r=0.763, P=0.0021) 2354172, (X 1)

%VC
100+

80+
60~

40+

20+

T T T T T T T T T 1
0 50 100
GMFM

1. FEIR#%EEE GMFM D AEES

WE A O EE L GMFM U IEHEFICE ERMBIIRO S -7 (r=-0.19, P=0.62) 723, #%
IR L= BERE D2 Tid, 20 CEIMEREA a7 ME T 2%, WE A Ol HEEN EF4
LD HER Sz, (X 2)
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2. BETLIZRI-ME A DMPREHR

(B%)  ZHET, AR UCMD O HAREZ A L7iF5tid7e v, GMEM O 2 =27 3R B BE
(AR L T2 Z &1k, GMFM 78 UCMD D#EEIERER A 77—/l & L TRER D THL LI T
LERLTNAELEZLN, EARNY Aoy ha—L b LTOHKRBEIFZE 2 ks T 5,
VI 2 5 — 7 3RO Ry & LT TEY, ZORE TRIET S UCMD TR/ O |
§9MED & D FIREMEA @, Z DT SRR DO FERER 3 Th D IVAL 2 7 — 57 R R T2 Sy R (1)
B AOREZEIL, UCMD O iR BMECRH Y — L OB E KL TWD EEX, A F~—T
—OfEf & LCERE LT, TR Clddb 223, BEZ LR Z D L. WE A ol T ES
REOE(L L HE) L C EFTA2mAH 0, EERETOEEL LTHETHL EEXLND,

(ftiam)  AWFFEIZ LV . GMFM (% UCMD O jEEERERH i RE & U TR YRG0 A 7 —LThDH &
I LENFEHATEZE Y THY, MR RIISHOE A N Arary ha— e LTHERART -2 75
A9, £io, WHE AL UCMD OMATE KM T 234 A~ —h—Effi & LTCoORREMEN RSz, A
SRIERIFIE 64T L, S A A~ — D —DORMIN L8 23135 2 & T, UCMD OH#EITRIEIENR
HFEHEICB N THE A 25 0EBOEEZ2 AV - afBe 2w - SHliAH oMER RO 5N D, 4
%, ~A 7 1 RNA Offifix &, S LICHEMARRFEIT) TETH D,

(k)
1) Foley, A. R., Mohassel, P., Donkervoort, S., Bolduc, et al. (1993) C. G. in GeneReviews (eds M. P.
Adam et al.)
2) Harada, A, Goto M, Hidetoshi S, et al. (2021) Frontiers in Cell and Developmental Biology :9.
3) Koutsoulidou, A, Phylactou, L. A. (2020) Methods & clinical development. 18 : 230-239
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2 9. Bacteriological examinations on microorganisms isolated from the pharyngeal mucosa of

pediatric patients with Kawasaki disease

Ayane Ikebata, Yuki Suzuki, Yuki Kihara and Satoru Nagata
(Department of Pediatrics)

(Purpose] To identify the etiology of Kawasaki disease

(Methods] We have performed bacteriological examinations on microorganisms isolated from the

pharyngeal mucosa of pediatric patients with Kawasaki disease V-2,

(Results] We had isolated the multidrug-resistant a-haemolytic streptococci strain from the

mucosa of 3/4 cases which is a novel species in the genus Streptococcus 2.

( Discussion]  Antimicrobial resistance of this strain could transfer horizontally among a-
haemolytic streptococci. These data may explain the reason why pathogens have not been known so

far and the disease shows resistance to multidrug.

(Conclusions] The novel multidrug-resistant a-haemolytic streptococci strain may cause some of

Kawasaki disease.

(Reference)
1) Nagata S.., Yamashiro Y., Ohtsuka Y., et al. (2009) Immunology. 128: 511-520
2) Nagata S. (2019) Front. Pediatr., Volume 7. https://doi.org/10.3389/fped.2019.00018
3) Takeaki W., Atsuya H., Emi T., et al. (2022) J. Glob. Antimicrob. Resist. 29 : 316-322
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3 0. DPP4HFEHIC L 2T v MGE BIEMENTRE £ 7 /15392 AT Ll 20 R

RETE 1 NETRESE  EBEE 2 IfE 1
(1/J\LE'571~$4% 2%’“*‘\ EERHARIFTERT)

(HH)  ERIGIE R (Short Bowel Syndrome; SBS) 3 O Tt e #2213, 158 BhE M IS E (Intestinal
failure associated liver disease; IFALD) Z3ifikR$ 2% Z & BB ORE & W R D, T 1388 1 BER IR 3L
T % DPP4 fHEF (DPP4-I) Z T, M GLP-1 O GLP-2 LA OZREIC LY, 7~ F SBSE
TINZBW TR AR T IS REFEAZHRE L C&z L AR FOFIRE +SBS 7 /L % i
TL727 » b IFALD 7 V% F\ T, DPP4-TIC X DRI ) L COBREE T L7729, 265
CHRET D,

(51k) A% 8D SD 7 v h&LUT @ 2 B, DPP4-1 ff: IFALD £ 7 /L [SBS+ LRk & ]+DPP4
PR SR H5.(n=7), Control #f : IFALD &7 /L +/AEBLEHFKE G- =7I2 08 L, R Lz, T 21
A#%IZT v F2sEE Lo, Mk Ol Mig) Z8H L 7o,

FFfRHE L 234 2 7=, Sirius-red %, a-SMA HURIZ X 28 B AIC L ABETEITo 72 o
SMA HUEATOMRFHZ DWW TIXEEARNT Y 7 b Imaged ([Z XD EBALZIIT LT, 72, AW=X2D
G & Uiy GLP-1,GLP-2,TGF-8 % ELISA £ CHIE L 7=,

i) Sirius-red 323 T, Control FETiX 7 PEHf 2 P2 FHARE PH O IR HE(L 18 2 38O =D I
%t LC, DPP4-T BECIIAFRRAEALAT TR O o7z (X 1), a-SMA HUiA%tt T, a-SMA Frikpgt:
IS DPP4-1E THEIZID L T 72 [ DPP4-1##: 0.180+0.053%, Control £f: 0.281+0.031%, P<0.01],
% GLP-1 X DPP4-1 £ CHEIZ_EH LTz [DPP4-1 £ 102.0+83.7 pM/mL, Control #%: 48.4+18.0
pM/mL, P<0.05], f.j# GLP-2 |3 & 2EI1T78 72 5o 72 [DPP4-1 ##: 3.73+3.66, Control £ 3.69+1.66],
3% TGF-B I% DPP4-1 # CH EIZHD LT /= [DPP4-1 B 21.8+20.6, Control £ 42.7+37.8, P<0.05],

(5%%) DPP4 PHEHITT v b IFALD £F7/UIEBWT, BB ZHH L Tz, TD A D
=X L& LT, DPP4 [HESHKIZ LS GLP-1 FHI2L Y, TGF-B iEEOIHEINEE S L T\ b 2 & AR
iz,

(fem)  ABFZEIC L DPP4 FHE SO ATRGHELMHIZI RS 5 & 72 0 88 A KIS K D FIBAEMRE D
BT IR IR N D 2 L IR S LD,



1 : Sirius red 6

A. TPN/SBS(Control) & :{EfE3%E PIARMEBICHHRHILATRZEL TS,
B. TPN/SBS+DPP4-1 B {Ef&%R AFRMILETRERBHIILN,

C. TPN/SBS(Control) & :&fE% PMRMEICHFRELATREELTLS,
D. TPN/SBS+DPP4-| & &fEE FRHILFRERHEL,

(3THK)
1) Sueyoshi R., Furuhashi N., Ishii J., et al. (2022) Pediatr Surg Int. 39(1):21

(FeRR]

1) Sueyoshi R., Ishii J., Yamada S., et al. Decrease in liver fatty accumulation and fibrosis in rat
intestinal failure associated liver disease models through dipeptidyl peptidase IV inhibition. The
56th Annual Meeting Pacific Association of Pediatric Surgeons, Bali, Indonesia 2023/9.

2) K& & b b )bk 7RISR, fh. DPP4 [HESRIZ X 5T » b IFALD €7 MZxtd 2 R
FETERLL 5 60 [Al AN RPN R . KBk, 2023/6

3) KiE sou. WiE Ly JIE TRE. fth. DPP4 PHEIRIC K 5 7 v ME BLEMITREE T T VICkT
D HFRME A Zh . 5 10 RIRO e FERRSE - BGOSR E < 0 —. 2024/2
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