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HEHEMDIKRENDLH T, ZNHDOEERLZ BN E LT 5 BT ICE IR T 5280
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TENTBWTE, FH M EIR LSO A O b HEEL XD LS TV,

B RS T 2T 2EELIL, EEEHSZ 2T v 7 7 AV BBAF D EI LSS
INZERIRDZEN DD, ZDTD | AN LRI T H1EF RS+ BFEINDETOM,
WL E IR O BEE R T A eSS D BT L TR 3288012, BITERAR%
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EThD,
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ZIELHE | BAVEIC2> T A EEA > TH R AEZ WM Eoa% HIFL . BRAED AR
FIEDOWR B BRS04 | LT PRh | 2 ozl U TR A2 HEEL C&7-L2ATHD,
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N F3r~7 (Ba -z ) (LR TARA D X IMANOTInAR B (AB) I TF—IDIITAF
TET5HEE 2515 N3pG A B (NKdaH 3L B W TE Y VAU EEIT A B) ZFER) &
T 550 a7 ) Gl (1gGl) & /7 a—F )Lk TdHs (Neuron 1995; 14: 457-66),

T I NA =95 (AD) TIE, NI ERE - TEAE LT A B DR EA A LS, AR
RTICBET BN TWD, KENL AR TIT—7IZRERIICHE AL, /77 %57
LI-ABRIERICED AR 77— DkrEZEEET S (Neuron 2012; 76: 908-20) Z& T, AD (2
LA BEFR NS S (MCI due to AD) } TN AD (2 XA BE D ZHSE (B AD-D) DOHEAT 2401
THZERMfFSND,

7285 ARSCETITRHTHI D72 RY | TAD (LA FERB AR (MCI due to AD) KT AD
I ZR DR E OFRAE | 2 [ B AD | LK EL 5,
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AKHNDHEZNEIZ DN T Z BRI T DB ZMRGEET 5 H BT, 8RO & DM
HERDTRDONLFH] AD B 1736 il (OB H AN 88 ) &kt G2 & LT 7T 1k kf i fiE
VEZ b —FE B M LR A E N4 277 Mgk CRiES A7,

AR TE AW GEle A7) — =2 7 HIE ORNZBERE) | FEM7R A7) — =7 Il (&7

W) | 76 WMo " HE S e G-I, 78 EE Ok G-I &R 44 W OB R )
DRSS -, HEERESHM I, 77 'R IIAF 1400 mg (72721 | @)D 3%
700 mg) Z 4 IZ 1 EEFARN & 5352 L e, TRBRIES G- 24 J OV 52 IF D7 L~ A2 e
Jb (BF) % florbetaben (*F) & W=7 I ARG E i T g iR 2 (PET) & I8\ TTR
BART T DRV 3% 558 T OIEUE B LIz A . HER FCARINL T T 'R~
Pz sz 3Tz,

[ 7R AL e ]
VAR %4729 60 ik LA _E 85 sk LA F R ] AD FRF#H

o FEEMEEN6H L EIZO o TR ITHEITL CODZER AR A UTAZ T /8= —
IMBHAAESIN TS

o B AMABI X IFTAZY —= 71D Mini-Mental State Examination (MMSE) 227 A3 20 LL
28 IR THD

o TLHE L (F) XU florbetaben (F) Y& Ve TImAR PET ALV HNICT IR
ART T = DO ND

e Flortaucipir ("*F) 2\ \7=Z™7 PET MfIZLOEREE D E EY DM 2 ERED RO B
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VIEBRBIMO 7= DI FEHRACEARH L, B L 1 EBIC 10 BRILL EER 2 o 5 005 . BED
%ﬁ%ﬁ%ﬁ%mﬂ“%% 5 ZENTE L IS E LRI B CHS A BN 5 FH L ST,

Y HATIZZ o ARZ /L (BF) OZRBHNLI,

DN Z T BRSSO R L BRI 0% — 3D AD (JAMA Neurol 2020;
77:829-39) 1ZAHYS L SUVr1.10 LA E 1.46 DL R, MUSTEFEIC L A2 EREBAL O/ NF — U BNEE D AD 12
A% L SUVr 1.46 LLF
TN 2 7 ERED B R B C K DERENL O/ Z —  NHREED AD XILEED AD IZFHHY L SUVr
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(A 20E]

FHEFMIE H THOHXN—ATA D BIRRIER 5% 76 I FETO integrated Alzheimer’s
Disease Rating Scale GADRS)® D28V B3R 1D BV THY, TEEHMIA H o> =B g
RLISNTAEMERIT IADRS OBEACINHIZN FAZ DWW TARAIFED 77 ARk 3 DB
DRI, AFIFEIZI TS IADRS OFALIMHIORREL 22.3%THY | b FUOFEATRF AT
HOHE 12 BRSO 5RER] CERENGRO LIV, # 5 R OIRIE R O Z O HE I L%
REEOI IR 27 (1),

BIGHRIE B LSNTeN—AT A NBIRERE S 5% 76 1 £ TO Clinical Dementia Rating
Scale - Sum of Boxes (CDR-SB) . Alzheimer’s Disease Cooperative Study—Activities of Daily
Living Inventory, instrumental items (ADCS—iADL) ", Alzheimer’s Disease Assessment Scale—
13-item Cognitive subscale (ADAS-Cog3)*, 2 TN MMSE OZL&IFFRK 2D LB THY , K7
i H 2 DOWT, AFIFETT T RARFEE Foi U CEAL I 7 23538 D 7=, CDR-SB,
ADCS-ADL K O ADAS-Cogis DIEALINHIOFEEE T, Z40E 40 28.9%, 27.8%, 19.5% Th -7z,
CDR-SB {22\ T, #&HHERM DOIR RN R O 22O MERHBEITR R HII DA D 72 (X2)

NR—=2FA L BIEBREEE 514 76 WETOTInAR PET #if (B F oA R1E) IZ L0 EE
L2 A B EREEDOZLEITRIDEBVTHY, 77 BARFEL i L TARAIRE TR LT,
AKFNBEDOR—ATA DB F AR A — )L OXEBEIL 104.0 THoT-25, ¥ 5% 76 H
. C 15.0 &7 72 (3 3, X 3),

TIOARTT—I VT T A(24.1 B FuAR K" ) &k LB OE| 4 ORI
BALIZRAD LBV THY, AFIRETIE, &5 24 BHS 76 B ETOETOFMRF S TTIE
AR L CTIRART T — 0 70T T2 A R LT R OEIG D mn T,

> iADRS I, ADCS-IADL &% U" ADAS-Cogis 7> b i &40 2 iBAREAE & OVH & AETEHRE 2 RFl 32 RE, &
FHAITIZO0D 144 OFFHE LV, A aT{EITEEORENL Y REWZ & E27RT,

® CDR-SB 1%, iRAEREN VA W AEIRHERE 23+ D RE, At A7 iZ 006 1I8DHFMHE LY, 2aT
FEITEEOREN LY KEWZ L ERT,

7 ADCS-IADL i%, FER B #AELNEE (BaE, By, FF, Bk, 4HS) 23042 RE, Gitx=

TIX0D 59 OFiHEZ LD A a TV IREIIFEEOREN LY KRENWZ L E2RT,

@Amwc%uﬁ\7w9A47~ﬁ?%%ﬂ@%ﬁ& %\ T B RFIBERERIR ORI, AFA 271X 0 2
585 OFIHE LV, AT EEIIMEORENL D KE W & ERT,

9241 FuAf FRBOEE, WHZAANCHREENE 77 — 7 NEIEO T EORBIZEY L, 7

I A K PET MEIC LD RTEHRHME COREMEIZFIY 92  (Alzheimer’s & Dementia 2018: 14; 1565-71),
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N FEFHZAORE, ApoE e 4 (RIRMRIL, AD JER S EEK OO A B, B (MCI due
to AD KO AD-D) | IMINZ T EFEDORRE | KO I0AR PET B F RARRA— /LD
— AT A BN IS GRSy BT Ok 5 IADRS K& TN CDR-SB (DWW T, WL B4y
T Bt AR FNZ LD B IHE M 23D AL,

=it
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iADRS = Integrated Alzheimer’s Disease Rating Scale; LSM = least squares mean; NCS2 = natural
cubic spline model with 2 degrees of freedom; SE = standard error

X1 :iADRS A7 D_— AT AL N0 ZEA L& (NCS2) (LK)
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CDR-SB = Clinical Dementia Rating-Sum of Boxes; LSM = least squares mean; MMRM = mixed
model for repeated measures; SE = standard error

[X]2:CDR-SB 227 D~_—2F7 AL b0 28l B (MMRM) (A4 H)
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LSM = least squares mean; MMRM = mixed model for repeated measures; PET = positron
emission tomography; SE = standard error

X 3: 734K PET &IV L =N T IaA R 75—k (B T aARiE) O_X—R5 A
IO bR (MMRM) (& ARLER])

F1:R_R=RTALBIRBRIEE 5. 76 # £ TO iADRS D2l & (EES)

R
TR AHIRE
JUIE 103.82+13.88 104.55+13.90
(824 1) (775 H4)
o 93.8220.38 96.98 20.87
i (653 {4l) (583 f91)
NR—=2T A HDEE{ L (NCS2) P © —13.11%0.50 —10.1940.53
TRERT 7= [ TR 95%f(F 4 X R ]° — 2.92[1.508, 4.331]
FEM o p fl >4 — <0.001

a: EEIE DA HE(R 2=

b:NCS ORI (2 THHE)  NCS ORJEREME (2 HE) LR GHOLENEH, X—2AF A RDOF i, 7 —
IWENTHEER . N—ATAL DRGNS T ERE (B T P& S | XN—ATA D AD RS =R
(ChE FHFEHEKR O/ XAV F ) OO B EENREL TEWDZ NCS2 7 /L, HERENEFRED
Sy RIS A THINZIE Unstructured 22 FHV M=,

e/ IR E SRR YRR R

d:2 DOHEM TOFHliZFE T2 ZEICLARED L EMEE B EL T, RREMOBER LLEICRB T A H B KL
0.01 (FE{HD) L% E LT,



F22: R—=ATA U DBLIRHEEE 5% 76 HETO

CDR-SB, ADAS-Cogi3, ADCS-IADL K OF MMSE D% {t. & (EES)

AR
7T REE ARFHIHE
g 3.89+2.034 3.92+2.055
i (838 f3) (794 f31)
s 5.80-3.223 5.2513.207
CDR-SB° B3 76 8 (672 ) (598 1)
AR 2GS BD I (MMRM) ™ © 2.4240.092 1.72+0.096
\ 4 2070
FERT Z= [ A 95% = E X R 1" — [—0.95 —0.45]
R 29.16-8.85 28.531+8.78
e (841 f31) (797 f31)
o 34.53+12.00 32.72+12.44
AT BSH 768 (677 1) (607 f5)
o8 N 2GS LEAY B (NCS2) 6.79--0.27 5.46+0.28
\ _ 2133
TEERT 72 [ A1) 95%(E fE X e 1 — [—9.086. —0.565]
R 47.98£7.70 47.96+7.85
71 (826 f) (780 f31)
o 43.30+10.61 44.53+11.06
v BSRT6 8 (661 f4l) (591 i)
! N RGO LAY B (NCS2) —6.13£0.30 —4.4240.32
‘ B 1.70
TEERT 72 [ A1) 95%(E fE X R 1 — [0.840. 2.566]
R 22.20+3.90 22.52+3.84
i (841 i) (796 {31)
s 19.79+551 207114552
Vvsge | XPRT6HE 679 f) (600 f)
R—=2F A PED L (NCS2) ¢ © -2.94+0.13 -2.47+0.14
‘ B 0.47
TERT 72 [ 95%12 4 X fi 1 - [0.104, 0.841]

a: EXIE AR R =

b e 5RE, R, G REEFHERF IO R BAEM ., N—AT AUl R—2ATA BT O B AR,
R—RATAREOF R, T — N ENT MG RX—ATA ONZ T EHE (BRI HEE B | N—2RF
A HED AD SR K (ChE PREIR L O XTI A~ F0) Off O A FE ED R EL TS 7= MMRM,
BEERFE NI D 43w 3E 7 81 T8I 13 Unstructured & FV Nz,

o/ TR E TR S

d:NCS OFJEEBIE (2 THE), NCS ORERIE (2 HE) LEERORAIER, N—ATA U HOF R, 7 —
NENTHEFS,, N—ATA ORNSTERE BRE TIPSR, BE) | N—ATA M0 AD ERSEEK
(ChE FHEFK Y/ XFA<F V) OFEHOF 8E2FEERELTE O NCS2 E7 /L, HERENDRD
Sy A T8 Z1E Unstructured & FV 7z,

e:CDR-SB. ADAS-Cog;3. ADCS—ADL. & T8 MMSE @ F{7IE B O KT D EBVIZEIES =Sz,
CDR-SB {22\ T, 6 THH?DHH 1 A BKPOBFAII KL T2V 5 THEH OEFEAT T DS e K s b 7a
DIDNTEHIHR ST NS, 2 THB LLES KA OH;E 18 CDR-SB 13K HIE7225, ADAS-Cogi3 (2T, 13 1]
BHD5H 3 ELLTF O B SR POBE I KB TORWE B OGFFAT T 23 K 85 sl e/ DL EAS
F37eE . 4 EEL EOIE H S RIIOBE 1L ADAS-Cogs 13K HIE 725, ADCS-ADL 12U VT, 30%AT D
HHBSKRLZE AL, BRRERERIC, KL TOZARWIEH O A G Aa 7 MK A LD XSm-S 37
S, 30%HBOIA H R OEA 1L, ADCS-HADL 1ZRE725, MMSE (22T, W20 IE B 28l
LCWBEA MMSE 12Kl 725,



K3 N—RTAUPHIGRE 5% 16 I ETO
7InAR PET B FuA N — VA ARRE LTI A B EFHEDZ (L& (BES)

DR

TR AFHIEE
R 101.75+34.371 104.0234.417

7 (812 f3i) (765 f31)
i 101.78 £35.710 14.95+22.820

Belite 16 8 (690 ) (614 14)
NR—=RATA L DEDZLEALE (MMRM) ™ © —0.67%0.909 —87.030.950

. —86.37

FERTZE [ 95%C1]° — [—88.87, —83.87]

a: EXE R HE(R 2=

b: 58, FHMREE, £ 5 R EFHMRE I OR AAEH , XR—RAF Al X—ATAELFAMRF I OZ BAEA .,
NR—=RATA U FFOEM, RXR—ATA L ORNZ D ERE (R TR EE, §E) 2B EHRELTEDT
MMRM, #5RE NZEh D5y 8t /3 #4752 Unstructured 2 FVM e,

o/ TR E SRR S

KA TIART T =07V T T R R LIZ
el OEI & ORI 2L (BES, 2F25EM)

TR AFHI#E

(812 1) (765 1)
Be51% 24 8 0.2(2/805 ) 29.7(226/761 i)
5% 52 1 0.1(1/730 1) 66.1(443/670 f51)
5% 76 8 0.3(2/690 1) 76.4(469/614 f41)

% (BI%0)




Ereeoidl

CHERKRGHHICBT A EEROFERRDIUL, R5DLEBVTH-T,

K5 A HEROFEHIRD (L EVEMAT T REH)

TR AFRE
(874 #1) (853 f31)
EHEER 82.2(718) 89.0(759)
Fledhg "
7 IvA RN E G — T 1B R AT 1.9(17) 24.0(205)
TIaA R G R E — NS XN T I 7.4(65) 19.7(168)
COVID-19 17.6(154) 15.9(136)
SHA 9.8(86) 14.0(119)
TR 12.6(110) 13.4(114)
HEAZE RS 0.5(4) 8.7(74)
AR ia 1.1(10) 6.8(58)
FEMED N 5.5(48) 6.2(53)
RAH 4.8(42) 5.7(49)
R B I 6.8(59) 5.3(45)
THi 5.7(50) 5.0(43)
W7 5.1(45) 4.9(42)
% (B1%%)

ar WD DORET %A IR L T-F 4

FELIE, 7T BARHET 1.1%(10/874 B1]) | AAIFET 1.9%(16/853 i) (25O BIL, ZDHHT
T RN TRRO BN CEIIREELAE | I ONCARFIFE TRO LN 1IHIOFE T, 7IuA R BEE
B — UM B L ONED TV PG KON e A R B8l 5 5L 5 — 2088 i
BITIRREEE DR E ROV WS, EERA FFRIL, 7 78R T 15.8%(138/874

i) . ARFIEET 17.4% (148/853 i) IZFDH BT,

IBRRIEDOFEHJ IHICE ST A ERELRIT. FTBREET 4.3%(38/874 ) . AKIFET 13.1%

(112/853 1&”) \—th)%j/l/ﬁ_o

TRBRIEL ORI RBEN S ESIVRVAEFRIL, 7T BREET 19.8%(173/874 ) | AFl

FET 48.1%(410/853 f5) IZZ8D BT,
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4. B EXIRLIDBE KR OEE R

AFNI. XTI THREIEH L 72IDIZ, FRAVE IR T 28 HE AR OEIE L THY,
ERRBBRIZ I 1T DA I R OV A B £ 2 | i U] B SISO B G-I, SAS 722 @IE A
FEBLOBROPGH IR L R IR A MR LT B C oli7e a2t e a0 1cEw T
SRENRHDHZEND, R CTHETHEE MR B W THEHTRETH S,

BB AHTARTATEDHLEML, BRRBROE RG22 E 4 SR 2 RSz
Be Tl X4 &5 2 DNDHBLE THY | 5% DOARFN ARG 50 - RO IFEROEFEF DR
WEHEZ | HWEIISCTABRBELEAITIZEET D,

(1) ®BEXHERDBE
BeH5-OELRDOHEWNIHT=> UL, L FDOTRTUTFE Y T DT YA~ —JFIC LD R
PR e QMR FE OFBHVE DR ChHOZ oM T 5, BIEMRT AB WERAZ RS 58T R
DI DFERTET-F L O LI DT VY A~ — R I LA FRENE B I3 5B IAL
ANANECR
O HERAROGER #EE D, et TINELB X ARFNCLAEEE BN
eI TNDT L,
Q@ ARHOEZITHEY LN,
[H 5
o AAIORA K UEERBUE OB OS5 B
o ARHIIGBRAARNC IS RMERGEIE, 5 8 2L EORMMUN L, iMFRA~EDT
VPR AENE XIE 1 em 82 M6 HH L3 B ST B

@ MRIFRE (1.5 Tesla LU E) BNEfiAJRETHDHIE, (Bl &% G Lo EFEER (MR HEE
(2% 25 A PEA ERR S AT B S A BR<) ZAEIA 2 SR L7 BB TR TT)
@  FEEHERE DA T & OB AR D FHE FEFEFH AL T D (a) K OV (b) Dl 5 &4 7- 92
ED B E-BAERT 1) H IN OB B 2R S TnbH e,
(a) FRANREREZTEM MMSE 27 20 LA b, 28 JSLLF
(b) B AR FRENME R E CDR &k A=7 0.5 X (%1
MIEE OLETX, BE OB FOE | HIREE R 2 —, ERY —x /LY
— =D ERGTIMEE O B EATE O T EREIT 228120 BB
24TV CDR AT Z ekl 452 &,
7oL, BEOBHOE | M afE g 2 — ERY — Ty U — I —%
PODOTERPFOIN/RNE | CDR A= T AN F #7035 A 1 o FH 7
EIZEY | FRAE O IR E OFFHANFE TCHLIZLZ MR LT ETHWAZE,
® O~@%iT=T ZEuMER LI BT, 7InAR PET XTI #E (CSF) Mtk & Sk
L.AB JRERARIB T HAT MRS CWAIE, 728, AU ERICBEIL T, i/t
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LEORRE TN RICEE T EEICB O T, AFIOB G, AR JRELICE
T ORGSR AD O], flortaucipir (*F) & V2 PET M2 32 L7551 3% D
FERELBE LT BT, ABIER G ORI GEE W T 52 L LGRS TWAH A, Bl R
IZBITHHT PET A D ERERESEL I EZ | i OMIZZVER-ORAEZ KD
ZkET5,

(2 BERR
O wEEES~60HET
(1) DB TR U THIEER G-I D23, LR D7 ~D & il 3 s TR T 228,
F7-, MBS %600 A £CIE, Fiisk 53528,

7 HIEIEREICERL CTHEREH]

o FEMERRERELA—HD, TV N —IHORRE, s 1%, 2. 16
W (B8 FRIER BRAART A (A AR REE) ) AL, ARIA*D
YAD % B L ARFNT DN TO+43 70 Hik 2 A L B HER B OZW & ORI IC
KT DEMMAAFNCE T HIEROBEEE LL TR ESIL G T O (1) kgl
BIIDHEAOEE]) . 220, FHICEEL TR ERBRARS] (LLTF Ol (i) s
i) e OF — LR (LU O T (il ) F— LK) SRSV TWD EFEIEES T
HHTZ &,

B InA R E G R, ARIA-E: V2,12 H . ARIA-H: ARIA (2 X240 i, A
AT VTV ., I (FEERBRICEB VT, 1 em 2822061 1X ARIA-H &
BNCEHEL72)

(1) fERRIZIT D =R OB E
FOHVE SR B O K ORI BT D EAEL T, LU RO~ Tz 3 A

DAFNCEETHRFEOEMEFE L. TR ECHBARLE SN TWDHIE,
> TINAT—IROZRIZEE T LU FOWT N DF ORI MEORIEE
ALTNDIE,
o HAAMRYS
o HAARBEEER
o HARKGHIRRE T2
o BRI

> [ERISRFFESE 2FE O WIIWHEAE T L7212, 10 LA LR LR bR E D
W FREER OB WT S O B IR E 172035 L LI IR B e A
LTW5ZE,
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