RAERDIICFEE 20 2 3FE HIEVEHRE (REHRE)

BRI DR IR IR0 TR BB FHRREREIA L 7 - R T A7 U T R — 4
fiEtrtse (21 —23)

TAENEE Rl i ENRFERIEE A — AT A ANT ) At S —
-k (HER)

HREE

EEINRIET D5 E (RIFEIER) OBEHERTFOHEG Th 2 BIERITIEFITHE N
FERNHMOHNTEY | fIET VY A = —JHTIE 60~80% & HFEDH LIV TW D, A,
ZORBIIEIRKTY 27 LR 5 BIEHIRTFREEELRI V2= V7R THDL Z
EOVHIBILTE TR Y IWBRORRE Z M 5 IR FE DR BB RRK 7R Z T
LT ZLAE L, BT 58EFHEOER LT 0L ERN S H, o, WIMNIBT
B RRIMESEDRERD T ) DFFERHEAL TWD D, BRI 27 ) SEEOE )N
5 b AARNIET 2 KB ARITA LT L 725, A TIIINE TICERB L T 2[H
SLRFEFREMTE R X — (NCGG) NA AN 7 EFiE LT 70— hERTZARAD
T A AITAT—HEILIIHE, KA IE, BARANCBIT DIESENIC
B L 7= G BR A i e & DB HIFNE O YR BB B R 1 HE A ARV IC IR E L, i
IG5 T —Z &M, T L T&ETW5b, ZTRETICES /) MMET. BRIRICE L
LicV = ) BT T LAk 287 7 AR (GWAS) 72 E OGRS ) L i
Frick 0 727 MR R RIBEIET VY g ~—J (LOAD) OV X7 @I Th D
SHARPIN 5 X O° MLKL #[F7E L, FEREMZ2 M RS 5 & & b ICRRAERS Ml
N REZ FE L C&ETWb, £72. LOAD LIS OBIVEIZOWT H & Mt & 1
DI BRIEEMEN 2 F TN D, S DIZ NS EEIA TR & ORI 2 18 I A
T, 2,300 Bl &2 5 DMEMIRIZEITD N T A7 V7 h—AfiffrbFEi L C& Tk
V. LOAD ORJEIZBIHET 5 B{n FHEORBURIERL Z AU L D iR, S RMiiati D5y
i IR L ORE, FEERE SR T = — 1 O R L O ERAEEN S AD ~OB(T
T 72 EIRBFIETFHET VIEORRB L OT — 4 _R—2OHE LD TE 7, 5T
BEE BT D0 ARE, BzEh, mEMRRAIED U 2 7 & 725 REARIC OV T HHEF &
FL[FCREBUL GWAS Z 0D, 7 7 NITHRFERBYR BN % 5 e BB AR T RN A M R
WRELTETWD, RAVE, TEERIEER & OBFERITRIEIZB D 2 BB OF|
A THHBEEDN 60%LL EEFmWDR, TORRIEIRY Px=v 7 (< OBERTHE
HEDS o) RTHLZENHPLTETEY, BEROEREZMIIT HIIIRFE



DR BB K F#E 2 TE 27210 % < FE LEDES L BnFRF OFEEE b A4 5 4
R D,

FATAF T

Rl i— ENREFEEEMEE X — AT ANT ) Ak F— (B F—RA
&)

VARLELDIS ey

TR KB ENEHEREE S Z— AT 4 ONT ) Ak — (HE)

FE M ENEBEREMELCY— AT ANVT ) Ak E— (H5ER)

wiE th ENLREHFERE Y X — AT 4N ) Ak — (B3ER)

g W BRI AGERE R X — BB/ I A AT F v

T4 T AMFRETF— b F—L Y —H—

FRILEKES ENREHERIEE X — AT 4 IV A2 — (HifFE)
(202144 H 1 H~2023 47 A 31 H)

HFRE BT ESREHFERMEY X — iR 4 — (B F—R)

(2021 FEDFH)

JedR B ENLREFERMER VX — AT A WNVT ) sk F— (B%ER)
(2021 FEEDFH)

BRI ENREFEREE A — AT AWV sk F— (B%ER)
(2021 FEEDFH)

HR Tl ESLREFEREE X — AT A IVT ) Ak F— (W)
(2021 FEEDFH)

WFZEEAR 202144 H 1 H~2024 43 H 31 H

A. WFIEER

AR TIZARNCEBT D25 ) LT — 2 B L OREICF L LT LA 2z
Px ) BA T T —HI L BEERD GWAS & & HICHRKGE, TS E4kic, 7]
REZRIR Y 7 ) DMZRAET DENA LT AV b (ST %% V- GWAS &4
HFOELZEIZE ST, L0 ORBEEBEMEFHEAZMEAT L, SHICZHH
R EE BT IZ DWW TS AEIR AR VAL (T 7 A v~ o B ) BEORE
ABELER R TREOFES L O ORI L REfEN A D 5, /-, Zh b Ofifir &
CHNETITHIEHEED TV D ERGE N OEMEER T A7 U7 h— AT (ML
fafske) 7 —2 &2EM, 72—, &5 2O T v MEH, BR, BREEE
WEOMATRNT 2 MiATT 52 LICk Y, AENREEANAY =—( DFE, K7y 27U



WYY a =2 7O LY EMLAREN D FREORE, RETHETAHEENLO
THZWHED BT 2k . AT HEE L Tk 7 ARIRO AR 2D 5,

B. WFERE
ENRHERIGEE X — « AT A DNV ) D Z— « XA F 07 (NCGG 73 A A
D) AR RFIEZERT . B TERT, S AN D N R U I v— S
CRANEFEDOEBEHR KO b — A I N2 D, &7 ) b, =7 Y —
LRGSR T — &2 . RIRIZRH L LT =L (SNP) T v A (TVT A7 V== 7T
A 5 ASA) ZRHWEY = ) ZA T T2 BIRNT AT VT v AT —FEEREL
Ty FF—=hRLTETWS (F1), BAVEDY 7 12U A FEHEMAT (GWAS) (2 V7= DNA
WZOWTIX illumina kDT VT A7 U —=2 77T A (ASA) \[ZXLDBDET ) Lvx) B4
Y7 EREIT L ASA T —HZIZOWTIL 1000 7/ A7 a v =7 M B LI 2, 500 i
BILUINCCE 24 2 AEFNZ N Z 725 5,400 D4 ) AFFNCTHESE ST 77 LU %
NEANMZE DAV EaT —va Vg 21T Lic, UK N1 A2 (UKBB) 7 —4
(Affymetix GeneChip) (Z-DWTIE UK /A AN ZITHEHFFATHEE L, &G (GG 1D;
6006, %1 hJL; Establishment and characterization of polygenic risk scores for
geriatric diseases such as cognitive impairment in both European and non—-European
populations) #f3C, Y= /XA 7T —% (£ 241,000 %)) 22X >nm—KL7, &
J KU A RBIEAENT (GWAS) IX plink Y 7 b= TIZX W HifT L7z, RT VAT A=
GWAS 13 H AN GWAS #EFHE & KK A (UKBB) #ERHEIZ DWW T A Z fiftfr 24T - 7=, GWAS #Eat
BEFWN=T )7 — a UfENTICIE FUMA GWAS (Functional Mapping and Annotation of
Genome—wide association studies (https://fuma.ctglab.nl) ZfEH L 7=, Transcriptome
wide association study (TWAS) =g PrediXcan
(https://github. com/hakyimlab/PrediXcan) {Z & U §ifT L7=, &4 / LECHIERHTIZNCGG 4
YT OWTEATNA A (BR) 1IHMET 22 &Ik it L7z (151bp RT7 = R
— ), 42 RNA fIEHTIZ DUV TILNCGG /XA AR 7 DR T g —a— kL0 @l D RNA %4
U, 2 RNABSIENTZ 4 727 UIERLS » NE2RWT, BREEDORNA 74 7 7 U 2455
L72e 4 RNA EEAEATICOW T~ ny =y (BR) ~DOINEICTT — & 215372, FASTQ
WIZOWTIEE R 77 Lo RS 2 A (hgl9) I~y B 7 L, &7 7 AR 7T v Ok
HilX Genome Analysis Toolkit (GATK) ZfEH L7, ¥H L7=NU 7> ML snpEff B &L
TNANNOVAR 2 HIWTT 25— b L7z, SHARPIN XU 7 o h O¥gReftT & LT, 1E%. NV
T N E 7 TOMBANJRHTEDE T HEK293 MIAIE R KOV 7 v k& 37 il
FEHL LSO K0 B BEMBRIC L AT o7, . RIEOFLHIRAT 4 =—H—T
& 5 Nuclear factor kappa B (NFkB) DIEMIZH- 2 AN T o h DB DWW T, &€
NS 7 =T —PBIE T2 534 % HEK293 MaAH4E L, Z OMIICIER B L O
Ty NE R BRSBTS 5 Z I KV T o7z, CRISPR/Cas9 v AT L& HW=F /) A



HREEITIE, ALt-R HDR Design Tool (Integrated DNA Technologies, Coralville, IA, USA)
Z AW, Alt-R CRISPR-Cas9 crRNA (crRNA) & Alt-R HDR Donor 0ligo ( K7 —ssDNA)
ERE L7, &EFL7 crRNA, R — ssDNA, B XL ' Universal tracrRNA (trans—
activating crRNA) % Integrated DNA Technologies 23BHHEA L 7=, PCR, Vo H——
I BROA v R_R—=F =T v A HOT T A ~— 3N EER LT (T 7 A<y
274t gRNA, Cas9 # > /37 /& RJ—ssDNA O HEK293 M ~D T A7 =7 2 a id,
Lipofectamine CRISPRMAX (Thermo Fisher Scientific, Waltham, MA, USA) % HWT.
A—=H—=D7 8 k3= WIH - CRIIFICIT o 72, 7/ A7 v — 2 ORI PCR—
R—=F =T A EEZRM LT, AB ELISA FZEROD 7= 81T pcDNA3. 1 X7 &2 —NIZ APP695
FHIZ Swedish ZERA HOAPP 27 u—=27 L, 20 APP EREIRFE2LRERRSET-
HEK293 flfu & fH L7z, & h B 7 I 1A KELISA % v b (Wako) & T, B3R HIT5y
WENTZAB40 & AB42 DEZWE LTz, BERIZIMNL LT3 ERTVL, K37 Lizon
T 12 EDOERE AR LTz, AB40ITKT 2 AB42 DHERIE, FIED AN ESWNTEE L
77
NCGG /A A/ 7B D87 ) LELAIFENT > B D GEAS IZ DU T L B —/IMAFRHE
(DLB) 61 #i, = kv — 1 45 il FVTERMHT 2170, A RIC-DOWT 7380 0
Jb (79 DLB, 1959 AD, and 5342 CN) |Z X % BH#EfiEHTIZ LV DLB & OB A R4 L7,
F1BIMEFICETET /L SR T —LT—20WMBLERE

ﬁ’lﬁf? v b .
ﬂ--ﬂﬂ-

1,808 4,012

WES 953 5 15 29 3 10 10 182 100 1,307

SNP array 6,682 340 85 1,929 196 118 @ 211 @ 23,450 9,079 [EivHE

Tran(scriptome 5T 30 0 589 %) 2 0 495 545 2,420
mRNA)

CN : cognitive normal

Z DM FEMREAEE (SCI) | RNKEEERZMWE. RETHORME. Kol e
GWAS*:NCGG + BBJ + BHfH >~ FIL+31a 4~ 7L

(BRI~ D ELFE)

AT OMIRITT R TEOMITICK T 2R EEZFmRTHTND, £, HiX
AR 2 L2 R OW TR ENL R FERI R o 7 —, BULFAIIERTIC R T S fi
HEESOKHBEEZHGTEmL TV D,

C. Wt R
HIEE CICENLRFHEEMIEE o Z— (NCGG) SA F N7 2l LTIE SN



FUE, 22 ha— 72 EOY TN ONWT, &Y ) A 7 Y — AEHT — X BIER
B IHLT (SNP) T LA (TUT ATV —=2T T LA ASA) ZHNWEYx ) 2 A
o TT—=8 NTUAIT VT N—=LT =B EEML, T /A, N T AT YT N — LR
a7y 77 —=hLTETND (F1), AFEHIHNICIWNTEY ) LT — 5 586
e, &7 ) — MENTT— 5 4001, V= ) XA T T —H2 15,1491, v T A7 Y
TR —LT—H 1,326 thEENEIENT, FERELTE TS

INLDOT—FEHNMNNG, T YT AR LOAD BEEREME XY 7o b

(G186R) % %& ., L C\U N2 SHARPIN SEALF 2 HDOW THIANFEIZ BV T E 512 LOAD B I
Ay b= ORT ) LEINT —F @RS L. S (R 1%) O EFEEITRRD
BIOKERENET 7 NFFRA Y 70 b (R274W 5 FIBNRTE, J9E R O LY 22 55 K -
NFkB OiEM: 2K T) & F£72 LOAD (RS (P > 0.0016, F v Xt 1.48) 452 k%%\éﬁb
THEL WD (K1) (Asanomi Y, Ozaki K et al. J Hum Genet 2022), X 52, Fx
DS SHARPIN XY 7 > b & LOAD OBl 2 5 L7=#%., Ok ar— M & ékfﬁﬁiﬁ
GWAS T, SHARPIN DHEELDOBEREMENY 70 b (BCKATHENE <, BARATITRED B
720N) H39R< LOAD IZBHES 2 Z & 23 S/ TH ¥ SHARPIN D LOAD FAEIZ 1T 5 HEL
PERVRERZ D 12725 Tu5 (Rojas et al. Nature Comm. 2021, Bellenguez et al. Nature
Genet. 2022), SHARPIN 2R OHEHEMEMNT & LT, CRISPR-Cas9 ¥ A7 A& MW F ) L
££12 K % HEK293 i@ (HEK293 filfdli==—nr :/Haﬂ%@%'ﬂm@ & A OB T HBIHN b 5
TENHONTERY, BREEMITOR 7 ) —=0 ZEBICHE L TWD) ~DER ) v 7
A EEDT, BRT VAV EZREIHRHTELREA X=X =T v T AT AT L
DIEEL, RIS/ v/ A VIR E g Tz, 20/ v 7 A Rl E AT HREREAT
& LT, Wl BR TITo i b 5, MIBNRTER L OV INF- o 5535 KE 0D NFKB O
RIZOWTHERR L7 & 2 A, RKIFEEL L7 Z2 58 SHARPIN & (38720 | NKMEOZ FA
SHARPIN (X85 AR [FI RIS IS N Y — 20 A LT, — 7, TNF-aifs it NF-xB IE P I %)
LCiE, KEERIHAR 6N (K2), 612, SHARPINIZT I A KB (AB) @
OYFRICBE S 5 AR DS STV 22 &S, 2 SHARPIN 2500 A B /I EIZ 5%
DB OWTAR ) v 7 A A ZEHA L2 AB 1w B X OVAB 12 1281F D ELISA SRIZT
TR L7z, M 3ITRLIZE DT SHARPINZER D /) w7 A ALV AB1aos BEUL AB -
12 DI ILIZEENNT 2 = & AVHEIB L, LOAD #8JE D% & LT SHARPIN B F I L 5 A B
WAL RIBEINTWD, /v 7 A BRI AT Sharpin 2R ) 7 A4 <0 A
DIEREZSET L, HEDO ) v 7 A v~ REFRH LA TV — v AT AL VAT
BYIRAT 2 BRAEAMEIC CED TBY  invivo lZBITFA 777 a iy /) I 7 AHiE
HTWND,

F 72 SHARPIN & 1XBINZ NCGG /A AU 7\ 28T D7 ) MMENTECSIT — & & H\ iz
GWAS ZHED  MLKL N D BERF SEHVRBE N Y 7 M (A Ry 75 A 280 7 2 B (p. Q38X))
EAD EOREAI R LTc, MLALINDA Ny 77 A 307 ok (p. Q38X) (XAl TH



BHLARWI LR TE - (T & mRNA 23f#) , MLKL IZRIEM 71 75 LETH S
X0 h—= ZADFEBERFIES X THDLZENRMOENT WD, ANy T oA
YT bz gRIEEL L 72 HEK293 AlfdiZ 36 7‘6*7 BV RARBRELIZL Z AT
DAIISESPE SN D Z L BHERTE 2 (IK4), IMLKL 7 2o RBEAICH X
5O Swedish ZE R APP %227 HII ;%éfﬁét‘f: HEK293 #Hfa CBIZE L= & 2
A, IEF MLKL OFEIFEBITT I v A FBOEAZMA DN, Ay T TrA )T b
TEERAPAONRNMAMICH Y (K 4), AD BHE# MLKL A by 7oA Y 7 |k
(p. Q38X) XM TORFMITOHEME ABDOERE S EE = ﬁ‘ﬂﬁ%‘%ﬁ%ujﬁ N7
(Shigemizu D, Ozaki K et al. Molecular Psychiatry 2022), S L B —/MEREEH
JE (DLB) (2B DR ) MMt T — % & W i-i& {E?/ﬁﬁ@*ﬁﬁﬂﬁ% iz A
MFSD3 &\~ 9 YE AL B B A 72 B 2R B p. 296X A [F7E L (X 5) ., 7380 ¥ 7L (79
DLB, 1959 AD, and 5342 CN) |2 &2 BEf#TIC LY DLB & OBEA KA L7z (DLB vs
CN; P = 0.00063, OR = 4.32, DLB vs AD; P = 0.0096, OR = 2.96), F£7-. ZDZER|Z
KO EWE T B F v a ) CONKSIRICEES 2ETHDL 7FIvalrx
277 —EBOMPRENEFTHZEbMET —XITTHAE LTS (N = 1206)
(Shigemizu D, Ozaki K et al. Am J. Med Genet. B Neuropsychiatric Genetics
2022), F7o, BERT & L TOMRKIEICITREENELS Bbo T, b FAMER
PUR (HLA) RZOEELRFEE O iz H->TNDZ ENMBENTWD, T, FCKkORF
FE7> 5 HLA DIRAsF 2 & LOAD FEAE DB HE ST E 720y, £ DRI T NHERE 7
PERFROBND, —H T, BARANIEIT S LOAD HIEIZBE D 5 HLA OEfs -2 Ao\ T
IERIEHE N2, 2T, NCGG /A AN 7 2B ERS LTV D LOAD B3 303 A & 78
FNHERE IE 5 =53 (Cognitively normal: CN) 1717 A®D WGS 5 — & Z T, LOAD & B
95 HLA B 2R 2 EBNICRAE Lz, TORE, APOEe 4 ZFFi=72WERITIE
HLA-DRB1%09:01 & HLA-DQB1%03:03 7 L/LBEEE A LOAD BBFICAH E I E < 720“(11\5 z
CONVHIBA L. (F2), E7-. Z® HLA-DRBI*09:01 & HLA-DQB1%03:03 D7 L /LHHE 1
MOKATIEDED RoNZ2vny, BRAEZELRT U7 ANRRICGRO LN T wlzfz!b
HZEB R U, AIFZETRIE L2 HLA N7 1 % A 770 HLA-DRB1 & HLA-DQB1 %, HLA
7 7 A TLIZBT 2, HA 7 7 A 11 43 f1%, MilaRmichR 28R L, 2 ohRz T Hila
T HIBEZFR (TCR) IZ &k » TRR#T 5 2 & T, 4T~ 3T Hifg~D /3 b &tk &
THZENHOBNTND, £ 2T, AR TRE SNTeNT r & A7 L TCR DEARMEIZE
N D MEFHRTRER, AL THRE Sz HLA ~T'a & A 7 L ORFEITERD b7
o123, TCR D o SHDOZARMEDIR T A LOAD FIEIZBH G- L T\ D Z L IHI L7
(#3) (Shigemizu D, Ozaki K et al. npj Aging 2023),
RIBIZR L L~ ZR (SNP) T v A Z2HWey = ) 2480 77— 2 LT
GWAS (2T, %9 8, 000 51l % FHV 7= LOAD @ GWAS & Z DRk A & DR A # fight Gt
72,000 ) A fiidT L% LOAD BB (R 1AL & 15 T % (Shigemizu D, Ozaki K et



al. Translational Psychiatry 2021) Z L2z R) P =x=v 7 ) RA7 Z2a7 (PRS) %
ML TE TS (ROCH—T7AUC=0.74), S ORDHTOREL LT, L0 KR
LOAD @ GWAS % RERFRMT VAL DY = ) A A I TR f  Ea—bT52

LlIck D, AAANLOAD 5,638 %> 7L, @ hr—/L 11,363 %2 7 /LTI T,
AiEl LD b SBIC7 AV T —ar be— &L LTOWAS 21T-o72L 2 A, &6
B 7 A M & R T LOAD 2 VA RN AE A R E L TV D (K 6), 27—
BT Dy MU — 7 i CIIMIEEE P RIES 7T VBT DA 7 7 ) B
31 APOE 38 X O BINI OF BB S H 72158 b, F7-, B5 78RRy
EARIERL (eQTL 5 RIS Y 7 0 R SEIR TR BLEIC G 2 5 EAEE) AT Clx, BN
V7o "B A T 7 BRI Z JELER T ORI T 2 RBUCEEST 5 Z L2
IRENTZ, £72. NCGC DMIE R T A7 VT h—AT —XIZBWTHIDONY T MZ
BWTINF & 7 F VBB FORBUCAREITHE L, TORE 7B L LOAD BHEH L
gy b —VRETHERL7Z & 2 A LOAD BRI BT 2 IEHICH BRI LA NEBD o
ﬁv~ﬁ~m&éﬂ%@ﬁ%%énfwé(ﬂﬂoé%k@m%wafmwmkkw
THHHRICEER 3 B rEZRELTWD, £/, GWAS (2% Transcriptome-wide
association study (TWAS) & 1T L7=, TWAS & (% GWAS DfEHE & eQTL F—Z 2 A LT
BEFICB T 2HEEETORAELHTE LEER R T2RETL2FETHDL, 20
TWAS I KV EReA 7 77U BT 3 O 728 4 LOAD Pdlis(nF & [FE L7,

UK A AN I ERFFA T — 2 Z AW b T VAT A=y 7 A ZRETCIIEsUEE
BTN E LT6 M AZRELTWD, ZDbDOBME RO TE 2, 4, 7 FYAERE
AT DWW TIEME L OMLIEAIAZIZ BT % eQTL & GTEx T — X N— R Z X Va8 L=, b
TUAT A= I A BRI BB F_—AD GWAS ICBW T HHH 1 8s+ (Gl
fadgsE, NEEMAHHCBEE) 28R L TnWD, ZhoD7—FEZ W T v 7Y RYy
2 = TATTCIE, AARANDHZBIOHARNEFCKAN & DFEET — & THRIZIEL LD
R MLIEIZ 35 1T 2 VRIS LOAD VRSl & L TG FRIA BEMEZ > THEN - TE
TW5, BUE, ST T EJER L7z LOAD GWAS (HA AT —# %9 25, 500 i, UK
A F R 77 —5 232,400 i) ZHEfTL, eQTLR N7 A7 U h—LAU A RBfiF
B EEHAREHER 2 T EIFRCA T T v F SIS K DR R & o BEOASHE A - o B
BlZoWTA v 2B BTt 5 L 2, PRS OFEHELE N T A7 U7 h—
LT =2 L OREIT AT D,

F 72, LOAD LIS OFBEETH 5 L & —/MEHL (DLB) . 1EHJEKEH (NPH) | mﬁiaﬂﬁ
(VaD) ., REEMISARIGRAE (FTD) 122\ T H A —ADH > ATV BARNIC
75 GWAS 3 X ONBIE X — A AT, BEREMYT /7 — > a UiFHT S HIZ UK A A3
EDNT VAT A=y I A XN E#ED T, HARN DLB GWAS (235U CREMZ2fiENT (211
DLB vs 6172 controls) #{T-olz, ~ /Ny X7y &K 8IZR LA, BEFO APOE
TEIR (APOCIPI) & OFEVBIENFEH CE T\ 5 &3c, Ficy ) AV A REEKER



7= IENL & 10 BYetafk BICRIE L2 (K 8), AJEAL L NCGG MEHiE s 7> A7 U7

M= AT = ZIZBT DB FRB R BRI OW TR 21T o 72 & 2 A, /NMalkizks
WC, ZREEERR B XD B DM IIA RN I L ONF XD SRS S [ R T
vAma v LRI FAEE O S N7 D— D% 3 — N3 58 5775 DLB & fiE!
ZHRAEN AR > TEET 2 Z EDREN - TETWVD, ZOHFIIMEEALICIBNT
ERBELTEY ., DM A U RAIZEET 2 2 &M BMREMEREBOF THERIZ DLB (2
B4 2 ATREME AN RIB SN D, £2AK GIAS F— & Z W=k B & O & B9HE B
(Genetic correlation) (Z- DWW CHEHN M ZFIH L7 51k GHEIA V- 2 =27 [A])+%)
WCROBAELE 2 A, BILrEKAER A ERME (9) 2R L Th Y BR8N
2O REIMPENEZE L DB NBE T2 2 L2 AL Tnd, 2 b OHMENBAEIFEE L
T2 N Y 7o 28 DLB ICBIT D3, A~ — 1 — s ZE D BRI T X % algE
PERH Y | BIEAEZEH O DLB PRS (BfEMGEY > TV NEF) LHAEDLED Z LIk
Y DLB DIEMER TEIS O ToZWNIC - T & 2 & TR BIEE s OB REARIT 208 L
72 DLB R REMRIAN IR T = 2,

— TRl 2R D 0ARE, AT AEMRRHRED U A 7 & 72 5 AEEIRIZHOVWT S
PRAJF & LR CHRBUE GWAS D 7=, HARNDEME) (AF) GWAS & LTAA AN -
¥ /3 (BB]) OIEBIRIRT —% & >~ b (AF9, 826 i, IR 140, 446 #i) ZHNT, <A
F—7 LVBEEE 0. 1%L, Bk 16, 394, 105 255 & X Yuta ik 423, 039 288 4 v -
GWAS ZZEHE L7=, RGWASIZE V., 7/ AU A RIZHE 31 O AF BELE R 7R E S
N, 2O 52 FINFETHESN TV -T2 (K), FilTHARNENTRE RIS, =
— 1y R N TR KD AF-GWAS (&7 — 2 60,620 A, = hE—/L 970,216 \) &7 15
v RORBULS ) L2 d— b FinnGen OF —# (Fr—R 17,244 N, =2 hwu—/1 56,378
N) & T RIRRABT A 2 fifdr 2 F2 i L. S 51T 33 O LWL A B e 150 DR R
SZMEEAL 2 [FIE LTz (IK10) , A BFRAEIBI A & fEATIZ 0 150 ¥ FBIESZ RN 203 [F] E
EN, vATFF I v 7 AT XY TL6R & ESRRC(EEFIR ¥4 ERRg) 730 pE) & B
DEH LWMEMERTF & LTHRERE (K1), 2 bDREND ., LA OFRE AL
ISR DRIEOEEML, DA B = X LD N FHEMRFH Sz, £72. AF PRS
WL ZEIZEY, LEMENCHT 28 Y A 7FHMERRRETH D Z LRI
(ROC 51— AUC=0. 738) . JREDFIE TR 21T T . AOHETH, T# FTll7e EhEx 7
IS T & D ARetE R S e, BRRIGH, 2 L TREBERFEBOIZDITIEI HIT
RN T VA BAERDILERS DM, AFRIZEARANOLFEHENICBS N TZED
HEERDMETHD, 5k, 7/ LEFaR— MR L, AR EIEE - REESh
TET VALV EEDDH I ENTEL, BFEERENIZS T ORBEERFESOKRE
TRk RIS ILDS (Mivazawa K, Ito K et al. MNature Genetics 2023),
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H3 ZEEAEM SHARPIN D704k 8 3l E5EZ 5%

» Amyloid— 8 (AB a0 AB 1) D0
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AFPome: AFP with Swedish mutstion (KM570/671NL)
APPawe plasmid: pcONA-APPone
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Japanese population. Furutani M, Okamura S, Morizono T, Shigemizu D, Niida S,
Nakano Y, Ozaki K % 66 [f] A AR NFHBEIEFRME AAZ— (Blk, 2021 410 A 14
H)
Gk B (B, AARE. RE) S ABITG S AEROFERIIL T T
M) ST SRR &R £ > % — 2021456 A4 A (On the web)
GEE E  (JRPEGERE. BAGE. NUH)  Basic Science Summit Session3: The
Promise and Peral of Next-Generation sequencing “Al %AV 7= A T )ViEEHA
Variant of Unknown Significance OfiEfR” &6 7 [6] H KA REARLER FEEFHES
(67th Japanese Heart Rhythm Society) 20214 7 H 2 H (On the web)
Ito K (Invited, English, Oral) CVCT (Cardiovascular Clinical Trialist)- Asia-
Pacific Forum: ” How Should We Apply Omics on Cardiovascular Diseases to
Clinical Medicine?” [How to Utilize Genomic Information to Realize the
Precision Medicine for Cardiovascular Diseases| July 12, 2021 (On the web)
Gk B GRIGEE. AAGE. A8 YU RV TL3 DARY ) AEROEAHR
(7 2inh Be T—ii)7e) BB L LCOLAREZE]  §2 5E A ALREERT
it 2021410 A 1 A (4) (On the web)
FiEE B (FBIEE, BAGE, 0 7 o—oMadEm & N AL OERHIZE R o
ZNBNLRER 2RI g £ > % — 20214510 H 8 B (On the web)
Gk B GREIGRE. AAGE. 08 YU RV ULl EEEEROS ) AFEO
AT DDIRED T LENT OREIRL] AARNEBIEFRH 66 BIR= - 4 28 [IH
KB F2RFRREEFBME 2021410 A 14 B (B{jE, HA+0n the web)

21



10)

11)

12)

g (PR, BAGE. A MER&GHEEICEIT 27 AU A FEEFET O
BUK ERRESE) B 9 Bl /LT NGS A X 7 Affrifisies ORRRY: EeAmEF
WEJERT M) 2021 4 11 H 19 H (On the web)

Ito K, (Oral English, Invited) Symposium Basic Research for Cardiovascular
Precision Medicine (APSC04) ”“Genome analysis of ischemic heart disease and
atrial fibrillation for the development of precision medicine” , Asian Pacific
Society of Cardiology Congress 2022, Mar. 12, 2022 (On the web)

Ito K, (Oral English, Invited) Plenary Session 14. Progress of genome medicine
in cardiovascular diseases “Japanese and trans—ancestry genome-wide
association studies for atrial fibrillation provide new insights into the
disease mechanism and the potential predictor for cardioembolic stroke risk.” ,
The 86th Annual Scientific Meeting of the Japanese Circulation Society, Mar.
13, 2022 (On the web)

2022
(EERFZEH)

D & d, WEARKRE, KLEKXRS, SeHRMEW, HBERY, RiRiE—
Identification of a novel functional missense variant associated with
late—onset Alzheimer’ s disease in Japanese., & 11 [E|/AaEIKFERFES K
&, 2022/9/13, EHN, RAZ—

2) AR 3 ARE FE RKL BERER, HE B2, RiR &, #K RE, BAA
KRBT — 2 HWTeT VI NA =i 8T A7 YT h—AT A NEEMRT,
55 45 B ARy AR AR, 2022/12/1, [EN, RAZ—.

3)  WRIE i, FUK KRB, B BECOKER, Otdk PR, i ¥, R -, A
RANIZET DEINET VY A ~ — i BEE 5T SHARPIN O [FIE & AT, B AN
WIRFRE 67 mIke, 2022/12/15, [EHHN, RAH—.

4) Ot BN, Wi i, EOK ORE, KL BEORES, RE PR, ORERE BV, RiR
-, AARABLORERBENT S 50 A FEEMITIC L2 L e —/ MG EE
TR VEENE DTRFR, B AR NS R 67 [BIRR, 2022/12/15, [HN, WAL —.

5 b ook, AR FE Ot BRY, A4y 30 PR mRdT, O RTERE R, EK
KA, BRI —, AARNERICK T 5 QL figh, A AR NHBIZZARE 67 [HIRS,
2022/12/16, [EWN, RAHZ—.

(G HRAITIEE)

1) TIdentification of a novel functional missense variant associated with

late—onset Alzheimer’s disease in Japanese. EHRfAHL, HFEAKKE, FILEKX
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ip

BB, DeRERY, EHEEF, RBRE—, % 11 BE/AEMEERFEHRTES KRS,
2022/9/13, [EWN, RAHZ—.

2) BARAKBUET =2 ZHW=2T AN ~—{ b T A7 U7 h—LUA FEHE
fighir, S 3, ZE BE, O BKIL EURER, BrARE 2, Rk i, EAK KE,
55 45 [8] A Ry T RS, 2022/12/1, EN, RAX—.

3)  AARANIBITDERMET VY A ~—JfiEEE s 1 SHARPIN D FRIE & fiflr, i
mi, EAK ORE, BKIL EUKRRR, Otdk B, Hm R, R B, BAA
HBIRFEEE 67 MRS, 2022/12/15, EHN, WA Z—.

4)  AARABLOREMBEEN S ) 50 A REEMTIC X D L e —/MAGBEE RS2 1
JERLDORER, AR B, EIE eth, FEAK KB, KL EKES, KRR B OHTER
H &Y, Rl #—, BANBBERZERE 67 [MIks, 2022/12/15, EHN, RAH

5) HARNEMICIKT D QIL M, e Joft, ZRE P Otk B, S 3 P
MAdT, HTERE R, BEAK KRR, R i, AARANEBETRE 67 BIRE,
2022/12/16, [HWN, RAZ—.

6) fHEE E (FEEE. AAE. 0 LOBEMBIORIEKT & T8 - 15
Present and Future 7 EMENO BRI 2 OfF & Precision Medicine M3
BAeRELT) HB7HAARLMEHFIEES 202245 H 14 A (On the web)

) BHEE E (BEEERE. BASE. DE) YUARY U A ERESEEERICEIT S
7 BIEFIGE) MEBRAR IR D ) WY AT A a T R L R IR AT T R
%5 54 [o] B AREI R L i s - NSRS 20224E 7 A 24 A (&) (ARK, BA)

8) fHEE E (MR, BAGE. HE) [RMBINGS 7—X 2k & Lz s ) LfiF
BT TRIEBEANA A3 7 o b MERSHEES ) LENT ORI 2022 4
ARNA T A T F~T 47 ZFRES F 1 BAEMERERES KRS

(TIMBMP2022) 202249 H 14 A (KK, AA)

9) B E  (EIEEEE. BASE. A8 [ZRFAERSEEDS ) LMRHT & RIS
M ORI 55 4 [ NOVC (ENLAEBR 3l 95 o # —)  Seminar Series 2022
£ 9 H 30 H (On the web)

10) Ito K. (Invited Oral English) “Cardiovascular Genomics for Disease
Biology and Comorbidity Prediction” The 6th RIKEN IMS-Stanford ISCBRM
Joint Symposium, February 21st 2023 (On the web)

11) Ito K. (Invited Oral English) [Genetic advances in metabolic,
cardiovascular, and aging] ” Applying multi-omics in cardiovascular
diseases” The 1st International Conference of Cardiovascular, Metabolic,
and Aging Research Symposium, February 25th 2023 (On the web, Indonesia)

12) g E (B 0B BASE) FINZEBES 603 fERIEEOMEBNERFE
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B DOFEBIIETH - P70 7T AT 20 Rss . 4587 B A A
TBRER AR PP INES 202343 H 10 H~12 A  Online

13) g E (PR D¥E HARE) Topies 3 AERfEIKIZHBITS F T AL —

a VRS T EMEND 7 IEREAT SRS~ O REREE” 5 87 Bl H AT ER 4R
PoRffES 2023453 H 12 H., f@hk. AAK

14) Ito K (Invited, English, Oral) CSC-JCS Joint Symposium Recent Advance

of Genetics in Atrial Fibrillation “Atrial Fibrillation from the Viewpoint
of Population Genetics” The 87th Annual Scientific Meeting of the Japanese

Circulation Society, Fukuoka, Japan

2023 i
(EERFZEH)

1Y)

2)

3)

4)

5)

6)

Shigemizu D, Ozaki K. (Oral, Invited, English) Genomic research on dementia
in the Japanese population. Human Genetics Asia 2023 B 2023/10/12 v
RY T A

Asanomi Y, Kimura T, Shimoda N, Shigemizu D, Niida S, Ozaki K. Knock—in of
late—onset Alzheimer ‘s disease-risk variant SHARPIN G186R lessens NF-k B
pathway and accelerates A secretion. Human Genetics Asia 2023 B
2023/10/12. ARA K —

Mitsumori R, Asanomi Y, Shigemizu D, Akiyama S, Morizono T, Niida S, and
Ozaki K. A genome wide association study identifies an East Asian—specific
risk variant for Lewy body dementia in Japanese

Asanomi Y, Shigemizu D, Akiyama S, Mitsumori R, Niida S, Ozaki K. East
Asian-specific late—onset Alzheimer’ s disease risk variant alters the
endogenous SHARPIN function. International Association of Gerontology and
Geriatrics (IAGG) Asia/Oceania Regional Congress 2023 /& 2023/6/12-14 7~
ALY —

Yamakawa A, Mitsumori R, Akiyama S, Niida S, 0Ozaki K. and Shigemizu D.
Identification of blood-based biomarkers associated with conversion from
mild cognitive impairment to Alzheimer’ s disease by RNA-sequencing data
analysis. International Association of Gerontology and Geriatrics (IAGG)
Asia/Oceania Regional Congress 2023 fif{ikc 2023/6/12-14 NA X —

Ishii K, Ma L, Shigemizu D, Asanomi Y, Nakamura H, Ozaki K, and Watanabe K.
Ferroptotic aspects of cartilage degeneration in mouse osteoarthritis.
International Association of Gerontology and Geriatrics (IAGG) Asia/Oceania

Regional Congress 2023 f#fiik 2023/6/12-14 HUH
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7)

8)

9)

10)

Kimura T, Suganuma M, Sawamura K, Hosoyama T, Ogiso N, Niida S, 0Ozaki K,
and Shigemizu D. [MFSD3 loss of function with dementia with Lewy bodies
causes an increase of butyrylcholinesterase activity in the brain. |
International Association of Gerontology and Geriatrics (IAGG) Asia/Oceania
Regional Congress 2023 ffii 2023/6/12-14 A A —

Mitsumori R, Asanomi Y, Shigemizu D, Akiyama S, Morizono T, Niida S, and
Ozaki K. Genome wide association study identifies new genetic risk loci for
dementia with Lewy body 1in Japanese. International Association of
Gerontology and Geriatrics (IAGG) Asia/Oceania Regional Congress 2023 HRiE
2023/6/12-14 RAH —

Suganuma M, Furutani M, Hosoyama T, Akiyama S, Mitsumori R, Otsuka R,
Takemura M, Matsui Y, Nakano Y, Niida S, Ozaki K, Satake S, and Shigemizu
D. [Identification of blood-based biomarkers for early diagnosis of frailty
through a combined analysis of the clinical data, gene—expression data, and
aging-related factors. | International Association of Gerontology and
Geriatrics (IAGG) Asia/Oceania Regional Congress 2023 fi{jE 2023/6/12-14 7~
AL —

JERRED, WM, EACORE, FKILIECKRES, REFE, REREE, BRiRgE— A
ARNB LORBEREWTE 7 ) D0 A FEREAFATIC & D L & —/ IMARRIEIRSZ R R AL
DORFE] 5 31 [B] A ARES AR 2023 HU5T HU 2023/4/21-22 RA X —

(G HRAITIEE)

1Y)

2)

3)

4)

5)

Ito K. (Oral, Invited, English) Symposium 16 Genetics of Complex Diseases
“Genomic analysis and polygenic score application in cardiovascular

diseases” Human Genetics Asia 2023, Oct 13, 2023, Tokyo, Japan

Shigemizu D, Ozaki K. (Oral, Invited, English) Genomic research on dementia
in the Japanese population. Human Genetics Asia 2023 B 2023/10/12 v
ANDZAVAUN

Asanomi Y, Kimura T, Shimoda N, Shigemizu D, Niida S, Ozaki K. Knock-in of
late—onset Alzheimer’ s disease-risk variant SHARPIN G186R lessens NF-kB

pathway and accelerates A3 secretion. Human Genetics Asia 2023 B

2023/10/12. RA K —

Mitsumori R, Asanomi Y, Shigemizu D, Akiyama S, Morizono T, Niida S, and

Ozaki K. A genome wide association study identifies an East Asian—specific
risk variant for Lewy body dementia in Japanese

Asanomi Y, Shigemizu D, Akiyama S, Mitsumori R, Niida S, Ozaki K. [East
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6)

7)

8)

9)

10)

11)

12)

Asian—specific late-onset Alzheimer’s disease risk variant alters the
endogenous SHARPIN function. ] International Association of Gerontology and
Geriatrics (IAGG) Asia/Oceania Regional Congress 2023 /& 2023/6/12-14 7~
ALY —
Yamakawa A, Mitsumori R, Akiyama S, Niida S, Ozaki K and Shigemizu D.
[Tdentification of blood-based biomarkers associated with conversion from
mild cognitive impairment to Alzheimer’ s disease by RNA-sequencing data
analysis. ] International Association of Gerontology and Geriatrics (IAGG)
Asia/Oceania Regional Congress 2023 fif{ikc 2023/6/12-14 KNA X —
Ishii K, Ma L, Shigemizu D, Asanomi Y, Nakamura H, Ozaki K, and Watanabe K.
Ferroptotic aspects of cartilage degeneration in mouse osteoarthritis.
International Association of Gerontology and Geriatrics (IAGG) Asia/Oceania
Regional Congress 2023 F&E 2023/6/12-14 18R
Kimura T, Suganuma M, Sawamura K, Hosoyama T, Ogiso N, Niida S, Ozaki K,
and Shigemizu D. MFSD3 loss of function with dementia with Lewy bodies
causes an increase of butyrylcholinesterase activity in the brain. |
International Association of Gerontology and Geriatrics (IAGG) Asia/Oceania
Regional Congress 2023 f#fiilc 2023/6/12-14 A A —
Mitsumori R, Asanomi Y, Shigemizu D, Akiyama S, Morizono T, Niida S, and
Ozaki K. Genome wide association study identifies new genetic risk loci for
dementia with Lewy body 1in Japanese. International Association of
Gerontology and Geriatrics (TAGG) Asia/Oceania Regional Congress 2023 HRik
2023/6/12-14 RAH —
Suganuma M, Furutani M, Hosoyama T, Akiyama S, Mitsumori R, Otsuka R,
Takemura M, Matsui Y, Nakano Y, Niida S, Ozaki K, Satake S, and Shigemizu
D. [Identification of blood-based biomarkers for early diagnosis of frailty
through a combined analysis of the clinical data, gene—expression data, and
aging-related factors. | International Association of Gerontology and
Geriatrics (IAGG) Asia/Oceania Regional Congress 2023 /& 2023/6/12-14 7~
ALY —
JCRRED, WAL, EAKHE, FKIIECKES, HREFE, B EF, RiRE— TR
ARNB LORBERWE 7 ) DT A FEREAFATIC & D L & —/ IMARRREIRSZ R R L
DORFE] 5 31 8] A ARES AR 2023 HU5T HUT 2023/4/21-22 RA L —
OhE # (EF5. DEE. BASE) Symposium: AEERD U 27 - BT - {6HRE T/
LGB E 2 A [New genetic insights into atrial fibrillation and

Prospects for clinical application? from population genetics) &5 69 [A]HAK
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13)

14)

15)

16)

REROEFRFMES TH TR, 2023 4, LR, BA

g #E (REA. BAGEE. 1) ERSMRE LT L7 E A RKEE R
Y77 T AL 20234 T H 26 B, AL, AA

Kaoru Ito (Invited, Oral, English) JCS@ GW-ICC virtual joint session:
Precision Medicine in Heart Failure “Heart failure as a “Common” disease
from a Genomic perspective” , The 34th Great Wall International Congress of
Cardiology/ Asian Heart Society Congress 2023. Sep.7-10, 2023, Beijing/

Online

Asanomi Y, Shigemizu D, Akiyama S, Mitsumori R, Niida S, Ozaki K.

Identification of a novel functional missense variant associated with late-
onset Alzheimer’s disease in Japanese. 2022 FEHARKNA A A T r~T 4 T A
FRER RRZ— (B, 202249 H 14 H)

Kaoru Ito, (Oral English, Invited) Symposium Basic Research for
Cardiovascular Precision Medicine (APSC04) “Genome analysis of ischemic
heart disease and atrial fibrillation for the development of precision
medicine”, Asian Pacific Society of Cardiology Congress 2022, Mar. 12,

(2022) (On the web),

G. B EMED HIRE - BRI

1.

RIS
L

FE T ZR bk
L

Z DA,

L

27





