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[BW)] —MEHEERICEIT2MBE7IO01 KRB (AB) 42/40L, ) VE{E5 ™ 181
(p-tau181), 7' 7iRiEMERBIEEH (GFAP), BXUHIR 715XV ME#H (NfL) &R
HEERE & OBEEART L, CNOOMBNA A Y —H—D BANEREDFREEER LS
B30 %ZRAT 5. [HARAE] RHEDRLV 65 LU EOBERARIKEESE 1,346 A%
5.0 ERERIME (2B L 7=, RINE/NA A~ —h—I[LSimoa HD-X A rEBEERWVWTE
L7z, Cox tbBINY—REFILERAWTEILFE/NA AT —H—L RILHRHERIEICRIF
TN —RIbEBEH U [ER] SRR 151 ANRAEEZREL, D55 108
ABTILYINA T —BIRAE (AD), 43 ADFETILYNA T —BIRHE (JEAD) 2o
f=. I8 AB42/40 L NILOEMES LU MEE p-tau181 L NILDEEIL AD RIEEEHRIC
BAEL=HY, FEAD RIEELIFBEEL AN o7z, —7F, M GFAP 8L U NIL LRILAE
WEEAD KU EAD DEIEY RV IFERICER L (2f@MME P<0.05). THIZ, C
NS4 DOMB/NA A Y —H—%RAEREY A7 ETILORRAIATHHHZETILICM
A% ERMEREDTAREEERICKELEL. [BR] BRAAMEBEHRERICEWT, M
5% AB42/40 & p-tau181 (3 AD RIEICRENBRNAFY—H—THH, M GFAP &
NfL (F2RAEREDBENNA AT —H—THD eAREIN, 352, BRICE
WTCINODMBNA AT —H—%ZRETZZL(F, RAEREDEVRI/EBZRET S
T=HDERMN DEBIERELRAENE LMKV, AARBERICOVWTIE, ISICKRE
MOEBHEEORVWIFR CORIENDBETH 5.
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F C & IC

7 iaAq FRHFEENRT7 LY NA < — (Alzhei-
mer’s disease : AD) OFHIAEE L L TEERBHEH» S
ARINF-Z ik, BIAEDNA VR IHZRET S
72 DDEEERTEI A FRHEEOREN S L 2> T
5. ADEZWOODMELINTNAF~>—h—L LT,
& BER (cerebrospinal fluid : CSF) #8 X O PET ED
7 3vA4 KB (amyloid beta : AB) 2% %. L2 L, CSF
HEZIPET CINLDNA A2 —h—2HET L L
ZRER, EfisRETH 5720, BRHICEMBTE LWL
b‘“’)ﬂﬁ%ﬁ?ﬁ%% 2022 4E, Teunissen, C. E. S AT
T4 7L Ea—CBOTRAGEDIMEEN, F~>—A—L L
T 7Ia4 F B (AB), V vEgEts Y (p-taw), 7
7 RAEMERA B (glial fibrillary acid protein : GFAP),
BLUOMEE7 1 7 A MBS (neurofilament light : NfL)
22 T03'Y ABIZ AD O EEHEN~—H —Tdh
b, HifFEPIEICE TS AB42/40 i (AB42/40) @
ETFAADRIEL ERICBET 2 L S MEPHA S L
29, KB & ORHEEIZE T, M p-taul81 i& AD
CRRINGENA A2 —A—Th D EHEShTL2Y,
GFAP A7 A tad A FORIGE7IET7T A by A
F—Y RO —A—ELTHILATWSEY, UL, I
GFAP L )L & RHAME Y R 7 OB % 5T L 72 Bif 1 & 5%
B2 DS Z, 14 GFAP & SRANERIE O BIE % i
A L 7B S A% 20D, NIL I3, 2 OWBENERIC
Phbod, MREEHEO—h—LLTAILATEDY, Il
B F 721X NIL L )L & SRANE FERE o BY 8 % §TEifi L 7=
RIS HREITHA SN BY. L, Zhx ok
R%EN5iz Ap42/40, p-taul81l, GFAP, 8 X NfL ®
I L~V & FBREFAE Y A 2 & 0 BEE % Gl i1 31l L
TR E WSR2 T, AR HAR NSRS
iR %2 NS ImEE AB42/40, p-taul81, GFAP, NfL @
RE L RAVEFRIEDOBEZH O CL, o 4 DDl

WA F = —h —DBIVEFRIE D FRIGEICH 2 5 2% T
L7.
|. ARDAELHER
. WREH

Zliﬁju I HAD 8 HISICEE D ElE 2 R E L 7238A
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JEDRTE Zif%ETdH % Japan Prospective Studies Collabo-
ration for Aging and Dementia (JPSC-AD) % —B&

T, WRBEAILE 25— b OBHHAED T — 2HHL
ey TNt E UTEMLU 72, R AT 2012 5
2013 £EIT2 1T T 65 i LD 4fER 2,036 A% NRICEN
L7 RANEOBEFEIC 1,906 A (k1,126 A, HH:780
AN) (BMFE93.6%) HBBML 7. AHROMNGE R, [
Br2B2I LB TERD o744 N, FBIEDBEFAEH 339
N, BREMHED I2h o572 174 N, R—R T 4 VRO RHAIE
BRENTERDP-7 2 A, AINEEZ DD 1 A2KBWVE
1,346 A (&M 765 A, 5581 N) THD., KHFEIE~
Ny XEF B L CIMRY: & EL & FREARANIT ST D
BRI AMEEERES (K@EHE S 686-10, 2023-56,
2022-24) DARDOH L TEMMI N, £z, TXTOX
REDPLEBEIC X Z2ABEZIEL 7.

2, EIERE

AN OB BFHAR 12 il 5.0 4 (PU5r AZeERE 4.9~5.1
i) oz, BIFERIMEF— L, HITOMERE, IO
RIEFTOIRB TR S WAL SN HENRE=S ) v
VAT LEAMALT, RAKRET MR ZETHL
WIREEA XY M 2B EFRICINEL ., £
7o, BEEZEEML, REEOFHFENZREL 7.
BED@EZE R T 2> L SME PR L -2mE
IiE, BECEFEICX2IEZITo. S0, ATRERR
D IEMECRANEDRIEE #HET 572012, 2017 Fh o
2018 fF 2\ CERRANE D EFEN e BRE 2 =ML, 1,159 A
(2BMED 86.1%) DBSMLU 7. RBAVEL R T
EEU MR ANEREEONIZ5GH, TR — L ORME
HME L P EMES Z 0N RE L2 EEICTHE L, R
EOHFEEZMER L. £/, WREVPHC L LEGEICIE,
FKHEPLFEREADA % E 22—, CT/MRI % £ OFEHEI 5
ZEU TR TOMMRE LR AN LT L
EhL 7.

REEEDZ
RAGE B & CEEFAMEE (mild cognitive impair-
ment : MCI) ©OZWilx, zhzh [ErEEOBZN - #
o= 2 7OV 3R (DSM-TI-R) 1V 8 & U Peters-
en, R. C. 5232001 4F I #if U 7z iR HE ICHE U THT -
7o, FRHEEEOJREIRZWII National Institute of Neurological

and Communicative Disorders and Stroke and the Alzhei-
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mer’s Disease and Related Disorders Association D2 #i5k
BIZEDWT, AD £33 ET VYA = —BERANE (G
AD) (@BWiL7Y, BRAEDOR 2 Y —= v SHRETI
Mini-Mental State Examination (MMSE) % 7229
RHAVE £ 7213 MCL b 22 MFICH LT, ikt
H[EE A Wechsler Memory Scale DFBREIE T 2 p 41D
EU RN RN & NS E L EML 72,

4, MBNA A —H—DHE

IM#EE 2012~2013 FFDR—ZA T 4 VIFAEDO—BRE L T
INE L =TFL v Y7 I VMEERE (ethylenedi-
BRI L 72 s fA 1%, %
I 30 SR & EE S 7258, 1,500 g T 10 43 EhED
STEEL 7o, ATEES NZMERIERY SREL v F 2 — T
gB3h, AW 3.5~6.0 KREIBAIC —80°CTHIAE L 7.
2023 FEIZ 2 NS DY > TV % EHE L, Simoa™ HD-
X 7+ 94 % — (Quanterix #, LFT v by, Frovy
¥ — ) 2T, Simoa Human Neurology 4-Plex E
¥ v FB XU Simoa pTau-181 V2 7 KAV F—=YF » b
(Quanterix #, EL U A, =¥ F 2 —t v V) 2L,
APB42, AB40, p-taul8l, GFAP, NfL DI#HL ~)L%5E
Bt L7z. AB42/40 DA, 1 ABIETERD o Tz,

aminetetraacetic acid : EDTA)

5. BIREF

NR—Z 74 VHETE, 22T -EHEECL>TH
B, BUEEE, SOns, WE, BERE, SInE Sav
250 —)VIGEDEHER E, EFEEECET 28/M2/T-

AR O EU T ORBHEFEREERL 2. MER

BENLC 5 4y DA EZERC L7212 3 EEIE L, 20 3 B
Btz W72, \ILEEIED 140/90 mmHg ML E, &
O/ E 7 3BREROBMEORM L ERL 72, MBEMEIE~F
VX F—EHETHIEL, BRI Z2IE R B EA 7.0
mmol/L LA E, BERFE 721 75 ¢ O 7 B o A RERE 2
e D MBEEAY 11.1 mmol/L Ak, BX /i34 R
U ¥ E - 3RO T IO TER L 2P, ik
LATa— L L )VIGEERIECHIEL, MalLA7Tr—)
MEE IR M 2 L A5 7 —)LA8 5.69 mmol/L MLk, XU/
¥ RBIERORMA L ER L7, MEZLT7F =i
FEI TR CHIE U, #HERRBRA @R
merular filtration rate : eGFR) (X BB WHEYE 2 7 K
L—yarvoiEXzHwTHAARE0.813 TFHEL
729, B O BEE I A ILETIZE O 9 N T OB K E# % H

(estimated glo-

WCER L. BROEEEI, fizE»FIcRETHEL,
BMI (kg/m?) ZFEL7z. DEMEEZ, IxVSa-—
F3-1, 4-1, 4-2, 4-3, £7/I383 CEHL . KL
BYE BRI BEOHENE R THEL . HEDBHKIES)
LNV, BECKETO—BRNBEEHICBWT, Hbo
KiEE (FEAE—HFRES>THEPHEICRS>TNS) @
BRTHE L. APOE-e4GHEZRET 572012, 22D
—IERL R (1429358 B L U rs7412) %, =L F L v
I APCRIZEDK A v R=F =T v FhiZeLFT
Ly Z7APCRIZHEDK =Ty b=y vz
WCEEBEFS A EVY LY,

6. HREtERIR

Cox N — FEFT LV ZHA VT, FMHENAL L~ —

— DRBHGEFKRE N 5 Y — FI (hazard ratio :
HR) & Z®D 95%{S4#HX M (confidence interval : CI) %
HeE U7, SERHFEZE IR, FEi, MR, 2R, SIhE,
PEPRIE, BMI, BZEHpfE, BUEEE, Hrbhoo{RiEs)z 28
'Ll ZhODOHERIEE, wWiIhbbhbhHLIETC
FA%E U 72 SRAEFSIE OEK FHIE T LVORTFTH b, 8
FEDY A2 Za7DEMICHWEY, £/, ZhoDis
&2 eGFR 8 X W APOE- €4 31238 U 72 % 2= BiR 5%
MHERMEL7Z, oL, FMBPASAT—A—L NV EFE
HUE LRI DOFIE ) A 7 & ORRMEIC OV THIRM & 3
RAT T A VN2 T, BEEIZSIENA 4~ —
H—=D 58—k ry A NZRW. EBEOBREZ,
BEHZECETNVONBREL 3RATIA4 VEHZECE
TN DONBAEZ KT 2 RERERIT 72, BT,
LR TH O RF TR S N RAREDFREY R 7
FHIET VKM A —h—%MA B LICXD,
RHGEFIE N BN NA A2 —H—D V) 27 FHlkE%E
#Hii 3 % 72 1, DeLong 2 HWTETIVHICEIT
Harrell ® C EtEZEH L 7. T X TOMHEHENTIZ SAS
VI bhI 278 v =Y (ON—V 394, SAS Institute,
Cary, NC) ZfHMHL TTW, TXTOMENTT P ED 0.05
Kz RAHICER L ERL 7.

7. % R

Z DHERIC BT 5 AP42/40, p-taul8l, GFAP, NfL o
MARE DR IfE (Mo ER) &, ZhZh 0.0652
(0.0569 ~ 0.0736), 4.12 pg/mL (3.199 ~ 4.466),
165.625 pg/mL (126.539 ~ 227.047), & X~ 28.781 pg/
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F:1 MIB/INAFv—H— L RILBIZHT-BEHERKEDBIFR

MmIgNA A~ —Hh—L~JL

WREH REH

NY— R (95%EEXMH)

M- EERRE ST BHEY LB
AB42/40
Q4 (0.0736~0.2172) 336 28 1.00 (E#) 1.00 (E#) 1.00 (E#)
Q3 (0.0652~0.0735) 337 26 0.96 (0.56~1.63) 1.05 (0.61~1.81) 0.97 (0.55~1.72)
Q2 (0.0569~0.0651) 336 42 1.42 (0.88~2.30) 1.57 (0.96~2.55) 1.48 (0.90~2.44)
Q1 (0.0068~0.0568) 336 55 1.98 (1.25~3.13)  2.23 (1.39~3.58) 2.07 (1.27~3.35)
famE P <0.001 <0.001 <0.001
P-tau181 (pg/mL)
Q1 (0.381~3.198) 336 29 1.00 (E#) 1.00 (E#) 1.00 (E#)
Q2 (3.199~4.124) 337 25 0.82 (0.48~1.41) 0.82 (0.48~1.40) 0.82 (0.47~1.42)
Q3 (4.125~5.465) 337 41 1.07 (0.66~1.74) 1.09 (0.67~1.77) 0.996 (0.60~1.65)
Q4 (5.466~44.946) 336 56 1.35 (0.85~2.14) 1.37 (0.86~2.18) 1.33 (0.83~2.13)
fEmtE P 0.09 0.08 0.12
GFAP (pg/mL)
Q1 (29.723~126.538) 336 12 1.00 (E#) 1.00 (E#) 1.00 (E#)
Q2 (126.539~165.624) 337 24 1.71 (0.85~3.43) 1.86 (0.92~3.74) 1.87 (0.90~3.86)
Q3 (165.625~227.046) 337 39 2.24 (1.15~4.36) 2.41 (1.23~4.71)  2.53 (1.26~5.07)
Q4 (227.047~1095.508) 336 76 3.72 (1.94~7.14) 3.98 (2.06~7.71) 4.27 (2.14~8.48)
f&Em M P <0.001 <0.001 <0.001
NfL (pg/mL)
Q1 (7.131~21.681) 336 9 1.00 (E#) 1.00 (E#) 1.00 (E#)
Q2 (21.682~28.780) 337 26 2.50 (1.17~5.37)  2.56 (1.19~5.49) 2.80 (1.25~6.25)
Q3 (28.781~39.271) 337 42 3.64 (1.74~7.60) 3.78 (1.81~7.92) 4.18 (1.92~9.09)
Q4 (39.272~675.691) 336 74 4.18 (1.97~8.88) 4.05 (1.90~8.63) 4.61 (2.08~10.22)

At P

<0.001

<0.001

<0.001

BREEXLTELR 1,346 A GERAES) *,

65 L, 2012~2017 &£

*TIOA R Pa2/40 (31 BRETERD SF2F2H, 1,345 A

a) BERT 5, F#, FE SN0E #ERE BMI<185kg/m?’ B
b) HERT : WA, i, P, SME, FRE, eGFR, BMI<18.5kg/m? M

(>t 8 £ DR L T3 RARE)

mL (21.682~39.272) 72 7-. BT, 151 A (B
60 A\, M9 N) PRIEEZFRKIEL 2. ZD5bH, 143

NIREREE 22T, 17 NIROFIRE 21T 72, RBAE
OIFEIBIARIE, 108 A2SAD £ 72 IZESHIAD (i : AD
& IMEEZRENE), 43 ADJEAD Wi,

£ 1 IZEMIFNA A~ — T —D L LGN A 72 FBHE D
FIEY A7 Zmd. M- IR L R, AB42/40 L X
UHBMENIZ E, GFAP 8 X U NIL L LS W IE EFRRIE
DRIEVAZFIERICEA L (FXToMEAEYE P HE
<0.001). p-taul81 L )L & ORICHEARBEIZZRD 7
Mol IThoOBEE, i, W, R, \IE, B
JR9E, eGFR, BMI, &R BEA:, BUERE, HpoE
iGH), APOE-e4 ZHFEL THEDL O o (TRTD
I P fiE <0.001). WAL OB (£2) TiE, M A
B42/40 LDIET, B XU p-taul8l L X)L d LRI
AD OFFEV A7 3ERIC ER L (FXRToOMERAE P f#E
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ZARMBE, BUEEE, BhoEEE
ZHRORRE, BYEEE, BHROEEE, APOE-£4

<0.05). —H4, IhoOBEIZIE AD TIERDEH o7,
GFAP 8 X U'NfL L )LD B AD 8 X UFE AD FiE &
WINDERICBEEL 72 (T TR P # <0.05).
FNCKMIENA T2 —H — L )L & FBHAEFIE D BE D
WRZEHE$ 27201, HBHE3IRZAT T4 V#T%
fio7e (K). RAKEDHKIEY R 271X, MEE AB42/40 HME
T4 3i2oNT, M p-taul8l, GFAP, £ X ¥ NfL (&Il
HREO LR L LD ML, Z0%IIBMBERLH»IC
%o TT 7 b—ICE L7 GEBED PE<0.01, X).
FIMEE N A A~ —h— & AD FIEDOBHEIZ, RAERIE &
OBE L FRSE 72, —F, FFEADDFIEY X2 1%, A
B42/40 L L5 p-taul 81 L )L & DRIZHH & A2 72 B3 X
RDIem o713, GFAP 8 X U NL OIf#HEL ~)v EF &1
R DB A R U 72,

B, BANEY ZZETN (BRoHOIcEIES
ERAETCHWZRARRT Y A2 2a72EH) (<&M

FERiERS (2025) #1275 H55



&2 IMBNAF2—h— L RILENICH IR BRI R A EEFIE DB R

TIVY INA 7 —BURAIRE

FETILYINA 7 —BIRANAE

MmIgNA A —H—L~RIJL TTRE
FEH N\Y— R (O5%EBRE)?Y  REHK /N\Y— R (95%EERE)?

AB42/40
Q4 (0.0736~0.2172) 336 20 1.00 (&%) 8 1.00 (E#)
Q3 (0.0652~0.0735) 337 15 0.77 (0.38~1.57) 1 1.42 (0.54~3.75)
Q2 (0.0569~0.0651) 336 30 1.52 (0.84~2.74) 12 1.40 (0.55~3.59)
Q1 (0.0068~0.0568) 336 43 2.24 (1.27~3.94) 12 1.62 (0.63~4.17)

tEmEE P <0.001 0.35
p-tau181 (pg/mL)
Q1 (0.381~3.198) 336 17 1.00 (E#%) 8 1.00 (E#)
Q2 (3.199~4.124) 337 19 0.99 (0.50~1.94) 11 0.53 (0.20~1.45)
Q3 (4.125~5.465) 337 31 1.23 (0.66~2.28) 12 0.62 (0.25~1.51)
Q4 (5.466~44.946) 336 41 1.69 (0.94~3.03) 12 0.74 (0.32~1.71)

1Ea% P 0.04 0.60
GFAP (pg/mL)
Q1 (29.723~126.538) 336 9 1.00 (&%) 3 1.00 (E#)
Q2 (126.539~165.624) 337 16 1.61 (0.68~3.84) 8 2.68 (0.70~10.28)
Q3 (165.625~227.046) 337 30 2.63 (1.17~5.89) 9 2.18 (0.55~8.67)
Q4 (227.047~1095.508) 336 53 3.74 (1.67~8.38) 23 5.54 (1.50~20.52)

fEmE P <0.01 <0.01
NfL (pg/mL)
Q1 (7.131~21.681) 336 6 1.00 (%) 3 1.00 (E#)
Q2 (21.682~28.780) 337 19 3.18 (1.18~8.60) 7 2.14 (0.53~8.71)
Q3 (28.781~39.271) 337 34 5.07 (1.94~13.27) 8 2.52 (0.64~9.98)
Q4 (39.272~675.691) 336 49 456 (1.68~12.38) 25 4.83 (1.28~18.24)

a1 P

0.003

0.01

BEEXILUAIEL 1,346 A (GERAMEZE)*, 65 mlE, 2012~2017 &

*TIOA K Pa2/40 (31 BRETERD >, 1,345 A

a) FAEET : MR, F#p, FE, SMLE, $BEMK, eGFR, BMI<18.5kg/m? B

(>R 8 &N FFR L T5IBHE)

HENA = —h — %N 2 CERAVERSRE O T 188 % 5l L 72
(£3). BEAFEY R ZETNLDOAD C Hitd (CHaleE .
0.727) LH-x, M#E AB42/40 M A7z FIVIZFHRED
DIDPICLEL 7 (CHigHE : 0.742, PE=0.05). —
1% p-taul81 ZMZ TH CHHFFREIGIAERICEIL Lo
7= (CHist&E : 0.731, Pfii=0.21). % GFAP % 7z & NfL
LAROVEMZZET LT, WThoORTH CHIEDSE
Blc#E L7 (GFAP: C#ial&=0.757, P{E<0.01,
NfL : C #idt&=0.736, PfE<0.01). F7, I%HE Ap42/
40 & GFAP ZRAMEY 27 EFIICA % & C iR

LICHEL (CHEHE : 0.764, P{E<0.01). S 51T,
AB42/40+ GFAP+NfL 2/ 2 7= € TV, 8 XU AB42/40
+GFAP + NfL +p-taul81 ZM 2 7z € 7L TH FRIC C i
HREIAERCHEL .

EROBE, BEEE, BHRoEES, APOE-¢4

. & =

BEROZE D & M AP42/40 13N AB BB DEET
EBNAAR—H—THBIENHMONTVEY, FT,
W< D h OBEIFFIZIC B T p-taul81 L ~L D |5
i3 AD BIEDH ARG T 72572, —74, I GFAP

& PRANEFAE OBIfR 2 BT U 72 BB ZE ke v, A F 5D
IR ZNR & L 72BBWTZETdH % Chicago Health and
Aging Project &, ZHITEEDBEHNI TH 5 Amster-
dam Dementia Cohort %%, %1 Z 1LIfiE GFAP D L7 &
REME, 8L AD FIE L OMICERLEEDH 5 L HE
LCwa¥, Im#E NL & RAKEFAE O B# I 2w T,
Rotterdam Study, Chicago Health and Aging Project,
Amsterdam Dementia Cohort 2%, 4% % 7z |X & NfL fif
DEREBAES LT AD BIEOHICHEE BEEZTR L
729, 2o DEEEOMRIZ VTS RIS R T

BHREZO 7OV T 17 @ HEERERCE 2B/ F v —h— & BAEREDRERK 295



p AB 42/40 p p-tau181 GFAP NfL
N L
?u\ L — 4
ke
1% 2]
% e
% 1 = = [,
0.5k . 0.5 - . . 05 . . 05k . .
0.04 0.06 0.08 3 6 9 100 200 30X 20 40 60
MIFAPR 42/40RE m#Fp-taul8TEE MIFGFAPRE MFENFLURE
Ceishilllo):p)|
MIFAL 42/4A0BREHDETH LFMTpTaul8TRBED LR -ADRE X2 1, FEADRIE) XV —
MIFGFAPRES LUCNBNLEED LRD LR —>ADRIEY RV 1, FEADHKIEY XV T
B Mm#R/NA A2 —Hh—OMmTRE & BAEREDBF
*mﬂh—ﬁlllllﬂhjéﬂ 346 A (FERAMEE)™, 65 MLl L, 2012~2017 &, X EHE HIRGZE 3R TS1VETIL)
I0OA RB42/40 131 BRETELD S22, 1,345 A
EE%? DR, FHs, 2E, SME, ¥ERK, eGFR, BMI<18.5kg/m? MMIEFOBEE, BUEBRE, B OEEE,
APOE — €4
Cl: {E5BXME, AB: 77304 KRB, p-tau: ) vEILsy ™, GFAP: glialfibrillary acidic protein, NfL : neurofilament
light chain, AD : 7LV /A ¥ —BIZRAAE
(>cmk 8 & DR L T5IRARE)
&3 MBPNAFT—H—OFENICH-RBHERED FRREE
Harrell ® C #fstE PiE
YR X7 0.727
1) 2% 237 +amyloid beta 42/40 ratio (Abeta 42/40) 0.742 0.05
'y 22 X7 +phosphorylated tau181 (p-tau181) 0.731 0.21
1) 22 237 +glial fibrillary acid protein (GFAP) 0.757 <0.01
1) 2% 237 +neurofilament light chain (NfL) 0.736 <0.01
)R A7 +Abeta 42/40 + GFAP 0.764 <0.01
1) 29 A7 +Abeta 42/40+ GFAP + NfL 0.763 <0.01
1) R A7 +Abeta 42/40+ GFAP + NfL + p-tau181 0.765 <0.01
BRBXILETSE% 1,345 A GERAMER), 65 MU L, 2012~2017 F
YRYZA7 %, &, FE, SOE, $ER®E BMI<18.5kg/m? BEFOBE, BEZE BHOEEE
(X#k 8 £ DR L TEIARE)
2Hb0THY, —HEBERICBWT, MmiE AB42/40, p- Niswv, BEERPIZEICB W T, S GFAP EEIX AR &)

taul81, GFAP ¥ 7z 1% NfL i & BAMEFIE DM ICE E 7B
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Association of Plasma Biomarkers Levels with the Risk of Dementia in
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versity

There are limited population—based prospective longitudinal studies investigating the
association between plasma levels of amyloid B (AfS) 42/40, phosphorylated tau (p-tau)
181, glial fibrillary acidic protein (GFAP), or neurofilament light chain (NfL) and the risk
of developing dementia. The objective of this study was to assess the association between these
plasma biomarkers and risk of dementia and to determine whether these plasma biomarkers
could improve the ability to predict incident dementia in a general Japanese older population.
We followed a total of 1,346 Japanese community-dwelling individuals aged 65 and older
without dementia prospectively for 5.0 years (median). Plasma A 842, AB40, p-taul81,
GFAP, and NfL were quantified using a Simoa™ HD-X analyzer (Quanterix, Lexington,
KY) and classified into quartiles. A Cox proportional hazards model was used to estimate the
hazard ratios of each plasma biomarker level for the risk of developing dementia. During the
follow—up period, 151 subjects developed all-cause dementia, of whom 108 had Alzheimer’s
disease (AD) and 46 non-Alzheimer’s dementia (non-AD). In the multivariable-adjusted
analysis, lower plasma A 842/40 levels and higher plasma p-taul81 levels were significantly
associated with an increased risk of AD, but not non—AD, whereas significant associations
were observed between higher plasma levels of GFAP and NfL and risk of both AD and non—
AD (all P for trend <0.05). In addition, the predictive ability for development of dementia
was significantly improved when these four plasma biomarkers were added to a model consist-
ing of the total score of the dementia risk model. In conclusion, our data suggest that plasma A
B42/40 and p-taul81 are specific plasma biomarkers for the development of AD, and plasma
GFAP and NfL are potential biomarkers for all-cause dementia in the general older population.
These findings suggest that the measurement of these plasma biomarkers may be a useful and
relatively less invasive procedure for identifying individuals at high risk for developing demen-
tia in a clinical setting. Further large-scale and long—term follow—up studies are required to

verify the findings of the present study.
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