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1. IXC®IZ

3RS DA M - R RO DT DITIE, WA SCESITIE DWW 72 RO 5
NDo IHIT, IEORFHAMTOEARITLY | HUREIE L EOF 7B E g2 F 7
HEFLMPARINLT T, TNOOER LA EICLEETHBE THE IR T80
WX DR > THY | BRI BGE S LR DA #2016 CEAL 28 426 H 2 H B!
ENZIBNTE, B ER L FEOMEH ORI HEEZ XD Z LS TS,

FrHERBE 26 T 5EIEMIT, EEEHSCZ 2T 7 7 AV DBEAF DESE S L6
INZEIL DLW D, ZOT2 | A IME KR DL NI T DA+ 0 B FEIN D ETOR,
WM EI GO REERZ T HIENIIRFSNDBF IS LU THERA T 2L, RITER AR
BT BRI B et i a L D2 LS AT REZe— B D B i 7o 9 R RSB O § 5 283 &
HCThD,

Fo, BEVEIZ DWW TIL, FRAVE SR HEHE IS (B FnocaE6 A) I -Dx | FRAVE DR IE
LY BAEICR > T A LBa o THF AR Z B o022 B BATED AR
FIEOW R BN 64 LT PR ) 2 o ifnl U T RAHEEL CX7oL2ATH D,
S\, HAAEOEBIAHERET D70 OFBHE AL (G F5H-6 H iz, 5 F164-1 H e
INCEDE, A% BEMEM R HEE BTG S 2R E L, SRAVED N EEA R FFL DD
i BoFfo TEDLTZENTEDL) , BEVEMK 2R A DRI HEE T2 L8725,

AFIE N3G A B (NKIF IR ITHBNTE R A2 LS A B) # =R LT AHK
EEGTHY, BEAFOEI G LB RIS DALE S, EERH , Bk a7 7 A V50
B2 DT N0, )7 BT BRIOR G-I, EERIE AR BLOBRO RIS 2 X5 R 5%
MR LTz BT, Bl 7o SR IE AR I CE D IITHED QUK ENEE THD,

L7=Bo T, RTARTA L TIL, BIRBEESLINETIZHBLIL TS EFIRFN - B
AN IS LU O ER G O fGi 2l 2 HEE 28 DL B e B B 2 07 R OV
BHEZRT,

18 RITART AL, MSLATBOE N 3T RS AR G HAE . — et RiE AN B A rh
TR | —HRALRIE N B ARG 22 | NIRAEETE N B AR fphi s | — AL 5
N BARRBIEE P2, —MRAEE N A AR E 75 AEETE AN B AR BFERRE P2 K
O AL BN B AR AR 2 O I Ob AR LT,

% B LB E KRR~ B s TR L)

SR EIRDINRE U EL 7Y A~ —Ji (S LA SR e 5 2 Ny VB JEE D FR AV DA T
il

RGERDNER O H&E @ AIIRN T 2~ (B G R ) L TRlElE 350 mg,
2[A F 1% 700 mg. 3\ H 1% 1050 mg, Z D% 1A 1400 mg %4
TR T, D7 s 30 230N CATiEE 5,

foxE IR OB ¥ EH BAS—TAV—ASEH




2. BHIDORHE, 1R

N F3r~7 (BiaF#Hz) (LU TARAD X IMNOTInAR B (AB) I TF—IDIITHF
ETHEEZHNDH N3G A B (NI 3FEILICBNTE R LA EENTZ A B) ZHER L
TH5E 77U Gl (1gGl) & /7 a—F LK T 5 (Neuron 1995; 14: 457-66) ,

T A =95 (AD) TIE, IMNIZEFE - TEAE LT A B DSR2 AL US| 8 AniERE
ETICBET BN TWD, KENL AR T T7—7IZRRIICHE AL, /U7 %297
LI-BRERICED AB 77— DrEZEHET 5D (Neuron 2012; 76: 908-20) Z& T, AD IZ
LA B ER NS (MCI due to AD) TN AD (2 LA OZRSNIE (BB AD-D) O34T 241
THZERMfFSND,

7285 RSCETITFRZHI D72 ERD | TAD (2L AR AR (MCI due to AD) LT AD
(LD OFRAE | & [ B AD | SR EL T 5,
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%%E&%%mu R IR 2T > 72 72 B R 5l R M OGRS T — R B KGR IRp | R &2 1T
ST RO flfE & 777,

(1)  [EBEEILE I AEENER (AACT 3RER)

[FRBR O]

AKHNDOHNWEC DN T T BRI T HEBMEZRREET 2 H BT, BENLEEOMN
HERDDONLF ] AD B 1736 il (OB H AN 88 i) kI G L LT 7T AN xf R 4
VEZ b — BB MR A E NS 277 Mgk CRIES L,

ABRTE AWM GEe A7) — =27 WM ORNZBERE) | FEM7R A7) — =7 Wi (&7

B, 76 WMo —HEE R G-I, 78 B Ok G- IR R 44 R OB AR A I D
S EN-, “HEHEBRESHMTIX, 77 BR UIAHF 1400 mg (277U, H&AIO3[E1*
700 mg) Z 4 M1 FEFIRIN 5752 s eSi, IRBREEE 5 24 JOY 52 D7 m/L~%
L (BF) X7 _ 2 (BF) & =T I A R - W g 52 (PET) Mg 12 380
CTIaARTT—=I OO 3 558 T OIREV ET-Li-H46, —HEER T TAFINLTZ
TR ZHZ LS,

[ SRR v ]
UL T #0729 60 sz LA L 85 s LA F O R4 AD

o FREREEN6H LA EIZOT o TR A2 ITHEITL CWOBD ZEDBAR AN UIAZ T 43—~ —
IBEES TG

o EAMAM ITAZY —= 7 dD Mini-Mental State Examination (MMSE) A= 7 28 20 LA
28 LN THD

o T ARFE )L (BF) T7 v R (BF) VA VT IaAR PET A ICEVAMNIC
TIRARTT—IINEHHIND

o TENATTEN(BF) EAWEAY PET A IS KVEREE DD R Y DR N 2 B RE D70
Y I

o AVV—=U T IEORERER I EE (MRD MR IZHBW T, Rt T AAFRD BT
|7

D 1 EOBEIET 11 BrFua FRM, X35 2 RORET 11 BLE25 vrFu s FR,

VIRRBINOT-DICREBRH CEZEH L, B L 1HEBIC 10 B BEE 2R D RBICH Y . BED
BRI IR D 2 LN TE D UIRE L RIICET CERPI TN D H & ST,

Y HARTIETrARZEL (5F) OLBAVLITE,

DN & T BRSO RS L B ERTINL O R F — S ED AD (JAMANeur012020
77:829-39) (ZHHY L SUVr1.10 LA E 1.46 LLF, XUIREFIC L 2ERENLO X — 0 BNEED AD 12
Y4 L SUVr 1.46 LT
MM & 7 ERED B R IC L A BRI 8 Z — U N HEEEE D AD XIS D AD IZFEYS L SUVE
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FEFHILIE H THAN—RATAIOIREREE 5% 76 B ETO integrated Alzheimer’s
Disease Rating Scale GADRS) ” 2L &13 1D LBV THY | FEAFAHIE B 0O 3= B2 iR 5f
S LN EREER T IADRS O EALHIHIRN ROV TARIRED 7 TR R BT DB
DIRENT, RABECET D IADRS OEACIHI ORI L 22.3%THY, b BOFHMIR R T
BLHYG 12 RO G-HERH CERDFRO DAL, HG-FER ORI LN IR 0O Z O e Tkt
RFEIZ IR 23> 7= (K1),

BREHIIE H LS Te_X— AT A D BIRERIEE 5% 76 #H £ T 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-Cogys)®., 2 O MMSE OZ L EI1XFK20DEBVTHY | 45T
i B S DWW T ARAIRETT 7 2R R L el U CEAE M 17 233880 b7z, CDR-SB,
ADCS-IADL & T8 ADAS-Cogs DE(EAMHIOFREIL, T LI 28.9%, 27.8%, 19.5% T o7,
CDR-SB (T2, FGHEMDIEHN R DA DR HEI IR RN IR A -T2 (X2)

N=2TA PO 5% 16 BETOTInAR PET B (B F mARE) ICKD
LN A B EREOZEALEIIRIDOEBVTHY, 7T AR i U CARFIRE T LTz,
RENED R —ATA RO T OARAT— L OFVEIEIL 104.0 THo7203, 5% 76 B
IRF AT 15.0 &7 o7 (5 3, X1 3),

TIRART T =007 T A (24.1 B FRARKIGT) & R LT HEBRE OFI G ORI
ZACIERADERBVTHY , AAIRETIL, #1524 D 76 W ETOLRTOFIR R TF T
AL L CTInAR T T — VT T2 A% LTk OEIE BN @ otz

> iADRS ¥, ADCS-iADL % U8 ADAS-Cogi3 7> 5B H S 11 % 3B5ERE & OV H & A TEHRE 2319~ 2 RJE, &
FAITIZ0ND 144 OFPHE LV, A a7 {MEITEEOREN LY KE W LE2RT,

© CDR-SB i, "RAbEaE L OV ¥ AIGHAEZ il 2 RE, Aft2a 73000 18 0#iE LD, a7
FEIEEEOREN LY KE WD L E2RT,

7 ADCS-iADL 1%, B A& AELEE (Baf. B, F3, @k, S 252 g, AstA=

TIX05 59 oz & D, Ao T {KEIXREE @%zf“ﬁiot DREINWZ EERT,

@Amwc%uu T IV NA = — I Tl b BUBIRYIZ B 452 1) 2 R8BS REREI OB, &3t A 7130 2>
585 DHEIHAE LV, A a7 EEIEE @&ﬁhi@k%w:k%rﬁo

V241t FuA RRIEOHA, RHEHEMICHREENE T —7 N IE0 T \mOREICHYS L, 7

R uA FPET BEIC L AHRFTHIFHMECTORMEICA Y 9% (Alzheimer’s & Dementia 2018: 14; 1565-71),
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NFRRHEAINFE, Apo ¢ 4 (RIFHRIL, AD SR UCEIED GFFI A 28, BEFRATH (MCT due
to AD K OMEJE AD-D) | [UINF DV EREOREE | K OT 04K PET B FBARA— /LD
—ATA BN FE S/ FIFEHT OFERL JADRS & U CDR-SBIZDWT, Wi
[ Th B I Te A AHN LD BB 23580 i Tz,
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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 237 D_— 25 A L INBD L & (NCS2) (&K EER)
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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~_—2F AL 6D ZE b (MMRM) (2REE )
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LSM = least squares mean; MMRM = mixed model for repeated measures; PET = positron
emission tomography; SE = standard error

X3:73I0AK PET & IZ LB LIZ M TS0 AR 7T — 2105 (B FaARiE) D_—2F A
SO bR (MMRM) (SREER])

F1: RXR—=RTA BRI H5.4% 76 # £ T iADRS D21V & (EES)

EREH
7T R AFRE
NS 103.82+13.88 104.55+13.90
(824 ) (775 #i))
o 93.82-20.38 96.98 =20.87
BSRT6 8 (653 1) (583 i)
NR—2FA DDA R (NCS2) P © —13.11%0.50 —10.19+0.53
TRERT 7= [ WA 95%(Z FE X R 1° — 2.92[1.508, 4.331]
FERT HEER O p fE > — <0.001

a: W AR 22

b:NCS ORJEEIE (2 THH) , NCS ORJEEMIE (2 THH) LB EHORZ EAEH, X—ATA L BEOFE, 7 —
IVENTMiFE, N—AT A DWRNZ 7R (B SUIP S, mE)  N—AT7 A O AD fEIRSER
(ChE BHEFEHEK O/ XFAwr T2 ) OFEHOF BB EHHREL TEDT NCS2 E7 /L, #RENFED
Ay E AT ACIX Unstructured 2 V7=,

i/ N IR AR A S

d:2 SOEMTOFMEERTHZECLIMED L EMEEEL T, £AREMOREMILERICBIT 5 H Bk tEE
0.01 (F{HD) SRR E LT,



F2:RX—ATA L NBIRERIERE 5.1% 76 #HETD

CDR-SB, ADAS-Cogi;, ADCS-IADL } Y MMSE MZE 1t £ (EES)

AIREEM]
TR ARFIHE
N AT 3.89+2.034 3.92+2.055
i (838 #1)) (794 1)
o 5.80+3.223 5.25+3.207
CDR-SB° Be5% 768 (672 #1)) (598 14il)
R=ZRFA DBV B (MMRM) ™ © 2.427+0.092 1.72+0.096
. . —0.70
RER 72 [ ] 95%{= X R ]1° — [—0.95, —0.45]
N AT 29.16+8.85 28.53+8.78
(841 1) (797 1)
o 34.53+12.00 32.72+12.44
/éDASe_ B3 7618 (677 i) (607 fil)
og13 R=ZFAUDHDEAL B (NCS2) * © 6.79+0.27 5.46+0.28
\ - —1.33
FERTZE [ 95%12 4 X i 1 - (2086, —0.565]
RS 47.98+7.70 47.96+7.85
(826 1)) (780 1)
o 43.30+10.61 44.53+11.06
AAII))CL? Bk 768 (661 f4i) (591 #1)
! Re=ZRFAUDHDEL B (NCS2) * © —6.13+0.30 —4.42+0.32
. ~ 1.70
FERTZE [ 95%12 48 X i 1 - [0.840. 2.566]
RS 22.20+3.90 22.52+3.84
e (841 f31) (796 f31)
o 19.79+5.51 20.71£5.52
MMSE ° BS54 76 8 (679 1) (600 1)
R=ZRFAUHHDOEAL B (NCS2) * © -2.94+0.13 -2.47+0.14
. ~ 0.47
FERTZE [ 95%12 48 X fi 1 - [0.104, 0.841]

a: P AR e 2

bG8, RN, LR OZ BAEH, XR—=2AT Al XR—ZT A BRI D22 HAEM
NR—RTA WO, 7 — VST Sz, R— AT A DI Z T SRS (B E TS, mE)  X—2T
AV BED AD JEIRSGESR (ChE BLEE L O I AT ) O HOF A FEE R EL TE DT MMRM,
e BRE N ROy B3y BATFICIE Unstructured % FHV =,

o e/ R L AR 2

d:NCS ORJEEFTE (2 THH) , NCS OREERTE (2 THH) GO HEER, N—ATA U BROER, 7' —
NVENTHERR , N—ARTA ORGNZ T EAE (B XX EE | JE) | XN—2AT A D AD ekt #3E
(ChE FHFESKE O/ XFA~TF ) OFEHOF EEEENFRLELTE O NCS2 E7 /L, FEREWNRD
Syt Ay B TAIZIE Unstructured & fV 7=,

e:CDR-SB., ADAS-Cogi3. ADCS—ADL, T8 MMSE @ FAZIE B O KRANFTIRDOL BT LT,
CDR-SB {ZDW\TC, 6 HLH®DHY S 1 B HBKROLGAIIRHPIL TR 5 B H OFFAT T DM K R &7
DINTEALSIT N 2E ., 2 THA LLENKRBIOEE1L CDR-SB 12Kk #ll&E72%, ADAS-Cogs (22T, 13 18
B D55 3 HLLTF O H BN KBIOBE T KB TORWE B OEFHAT T 23K 85 miii e/ b IO EHS
IAZREN, 4 HELEOIE B A REIOEA 1L ADAS-Cogs 1ERMIE72D, ADCS-ADL (Z-2UNT, 30%ARm5D
HABKBPILIZHEE, ERRERERIZ, KL TORWIE B O/ FEAT T DM K e 7e D L BE A S0
S, 30%EEDIE H N RPN DAL, ADCS-ADL (FK L7225, MMSE (22T, W o IE B 23K M|
LTWBEE ., MMSE 13Kl 5,



F3:R—ATA U NBIRERIER 5.1% 76 #HETD

T730AR PET o F A RA 7 —/)LAFRIEL LT-MIN A B SREEDZE(V & (BES)

AR
TSR AHITE
JEE 101.75+34.371 104.02+34.417
7 (812 f4il) (765 {3i)
o a 101.78+35.710 14.95+22.820
Beli# 76 1 (690 1) (614 1)
NR— 2T AP HDZEAL B (MMRM) > © —0.6720.909 —87.03%0.950
. ) B —86.37
FRERE] 22 (iR 95%CI ] [—88.87, —83.87]

a: EXE R AE(R 22

b: G0, FHMREE, & G RELFHME O AAEH ., XR—RAFA Ul X—ATA LTI O BEAEH
NR=RTA U FEOEM, R —RATA L ONZ 7 ERE (B TSR, fE)ZBEEDHRELTED
MMRM, #5RE NZEh RO 53 Bt /3 BATFIZIE Unstructured 2 Nz,

o e/ R £ AR TERR 2

T4 TIARTT—I )T T AR ERK LT
BB DOENE ORI 2L (EES, £ARERH])
AT - AKIE
(812 1) (765 1))
0.2(2/805 i) 29.7(226/761 )
0.1(1/730 i) 66.1(443/670 i)
0.3(2/690 1) 76.4(469/614 )

F 5% 24 8
& 5-1% 52 18
5% 76
% (140




(%2t ]
CHERKRGHHICBI A EREROFEERDUL, K5DOLBVTHHT,

K5 A HFEROFEBIRDL (L EVEMRAT X REM)

T TR AFIHE
(874 #i)) (853 i)
DA ERER 82.2(718) 89.0(759)
Flpdg"
7 A N B R L — B R T R 1.9(17) 24.0(205)
TInA RIS R E - NS X ONNE DT I 7.4(65) 19.7(168)
COVID-19 17.6(154) 15.9(136)
SHA 9.8(86) 14.0(119)
HAfE] 12.6(110) 13 4(114)
EANCE G 0.5(4) 7(74)
UFRA~EFY PR 1.1(10) .8(58)
TFENED F 5.5(48) .2(53)
RAiE 4.8(42) .7(49)
IR I 6.8(59) .3(45)
T 5.7(50) .0(43)
i 5.1(45) .9(42)
% (511 %0)

ar WA DORET 5%LL HICHRBRL-F 4

FETIE, 7T BAREET 1.1%(10/874 f51]) . AAIFET 1.9%(16/853 f51)) IZ5RDHHIL, ;@9%7
ZRAREE TR DAVIZBREEALIE | N ONEAFIEE TRRO DT IBIOFE T, 7IuA N EE
G B — NI B LI ONED T b E R O I R BQ@@@;E%’*#@/Y%HMQET
BIXIBBRRE O R RERHY s, EERAERSRIT, 7 7R T15.8%(138/874
) . AFHIRET 17.4% (148/853 f51)) IZERD BT,

TRBEEOE G- IEIZEST- A EFRIT, 77 8HRRET 4.3%(38/874 #1) , AFIBET 13.1%
(112/853 fi) (@O BT,

IRRIEE DK RBIR DB ESNRWAFEFRIT, 77 BARET 19.8%(173/874 f5) | AHAl
RET 48.1%(410/853 f51)) IZERD BT,
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(2) Mo+ MAREER (AACQ FER)

[FRBR O]

AFN % BIp D 5L DA TG LT & O T 1A R BE {5 5L - VA8 18 H i e 28 B
HEHELODORBFEAE T HT, B8 AD B3 843 Bla kLl UI-F5x IRIE/ES
b E B M LGRS 49 Jiaak THEMSI,

ARRERNIAZY—=2 7 ]I (R B 7)) | 76 MO —HEER&E G, KORE 12 8
I OBFA I O S, —HEEREGHE T, 16 B ETIE, R6ITRLIZEE:
LA 1 RO 2 B OT DLV A TARRIXIT T ZeR% 2 I LREIRN & 59
HZEEEN, LtkIE, AA 1400 mg 24BN 1RIFRIRNIER G322 L8N T, BB 5-
24 X 52 BHEDO 7L ~_EZE)L (BF) I 7 /L _EZ L (BF) Z W -73I2AR PET
ICBWCTIuAR T T =7 OO H 552 T OREAE VA3l - L& “EHER T TAAID
BT TR~ REZHZ LS,

#6: FHLU A (AACQ 3ER)

BHELUA] #ENE 350 mg, 2 [A HIX 700 mg, 3 [B1H % 1050 mg, LARRIZ 1 [A] 1400 mg %
(350 mg BRALARE) 4 B TE AR IR 5
BELUA 2 A 3 [\ 1 18] 700 mg, LARRIE 1 [8] 1400 mg % 4 3 [ CHARN B 5-(F]
(700 mg BRALARE) B AAGRIE D FHE K OV )

[ 7RI UE

LU T 295729 60 el b 85 s LA F O BA4] AD R
o EMEBREENGDH DL EIZhm o THh 2 ICHEFTL TWAZ LR A U IE IR E 55,
BTV
o AJU—=2JHFD MMSE A7 M 20 LI L 28 LL R THD
e TInAR PET BREICIVIMANICTIaA R 77— RFRHHIDH
o RJY—=ZHE MRI BREIZE VT, FreDAT RAFRD LI TR
> 7oA RRE R R TR, B R T
> SAPTLL O H i
> 2HFTLL EORE~EST I NAE
> 1 cm O
> HEOHHERE

107 I v A RS — TR B R IR, M
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[ 5]
[ 24 ]

T B 1345 5 24 RO T I 0 R B 5 R 5 R B IR EE S Y o
FHLEIG LS4, 350 mg BAEEE & AR OF L HEREIZOWT, 244700 mg B
BERE L HEHR L T - 24 JHIRF DT I A N B G 2L V212 R e B e O FE )
AY WD TRt 200092 F AR MRS Y TORER, & 7 DL 350 mg BH
BEHE CIE Y L A RN FRNCELUE L7 (80%) 2 _L[Al>7-,

T PG 24 WRE DT IvA N B G FLE VR R TR B R O R BRI S
(22 = VEfRAT X SR )
350 mg BHAARE 700 mg BHAGHE
(212 1) (207 f51)

T I A R B A B -V E B R AT B R S 0
PN 13.7(29) 23.7(49)

Lo SEG /> 3% b, ¢ 405 -
e [13.5, 61.6]
FEHUZZ 3D 70 & 20%TR0 DS TR (%) © 94.1 —

a:% (%)

b %[ A1 95%f( X[ ]

c: BEHRE, APOE BIZ T, N—ATA L RO N ML OF I, RX—RFA L REORE ATV TV LERED
FIE N—RFA L REDOTIRAR PET AR RERET-LL TEOTA_A AP AT 1> Va4 BT i -5<
700 mg BHAAREL ORER FLESAE JL, MEET NV ClE, HE ST A—X IR 2 0 SE LI F /14345 N (O,
4) % BIATEITIE AACT SRBRZE 2 MERIE 9 OS5 (24 HIRF D 7 oA N B {5 B — V2 B 18 IR TG 56
BLEIA 1 18.43%) e OEIRAARICFE IR A FRIA0 N(—1.49, 8.10) i H L 7=,

Fo, B 5 24 WRIZB I A FEFROFEHRIIL, K8DLEBVTH-T,

10 SRERDORRINEEE T, A IHEEIT LY 700 mg BHGTEL R L TR &b 1 DOHME - A&l
(350 mg BAAATEML) CTH G- 24 WREFD T I v A N PEHEE G 5 5 -7 IE B R TR B G Ot U 2 7
Nh7e &b 20%A T 2 FERMERN 0% AR D Z L &I,
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#*8:24 WRF DA FFROIEIVRDL (2 EMERRAT R RIEM) )

350 mg BALARE 700 mg BRLARE
(212 f51) (207 #1)
EHERR 85.4(181) 84.5(175)
Frpdige
EAED OGS 17.0(36) 13.5(28)
BIEPE 15.1(32) 19.8(41)
7 XA NEEE I R L — IR B IR TR 13.7(29) 23.7(49)
7 IuA R B EE G R — U s L OO T YA 13.2(28) 15.9(33)
Hi 5] 9.0(19) 7.7(16)
COVID-19 9.0(19) 4.8(10)
FFEIMED 8.0(17) 9.2(19)
PR REG 7.5(16) 3.4(7)
BAE 6.1(13) 3.9(8)
I 57 5.7(12) 5.3(11)
T 2.8(6) 5.8(12)
MF~ET T VAL AE 2.4(5) 5.8(12)
% (41150

a: W IDEET 5%LL FIZHHL -3 4%

FETIE, 350 mg BHAGHET 0.5%(1/212 f51]: s 1) (ZR8D HAL, TRERFEL ORI EAfRA L&
HWrS Tz, EERAEFRIT, 350 mg FHAAEET 9.9%(21/212 i), 700 mg BALAHET 8.7%
(18/207 #i) IZFRO BIVIZ,

1RO G- L IC BTG EFFRIT, 350 mg BT 5.2%(11/212 ) | 700 mg BA%A
BT 3.9%(8/207 1)) IZRBH BT,

TRRIEL DK RBIR DG ESNVRNWA FHFRIT, 350 mg BALAHET 48.6%(103/212 1) |
700 mg BAAEHET 50.2% (104/207 BI) (5D I,

[ 20

AACQ FBACIERRMA IMEZFEL TZewy, BIRGHIIE B L&NT2_R—RAT A D5
TREBRSES 1% 76 METOTIRAR PET A (B FaARE) IZEVFHAIL-ANN A B S
BEOEALEIFRIDEIBVTHY, 350 mg FLAEEE 700 mg BHAAEEDIZBAG)E TR
LIV oT,
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R R—ARTALINLARAIEE 4% 76 ETD
TInAR PET £ F A RRy — VATEIRELTZINN A B SRR OE( &

350 mg BALERE 700 mg BALAHE
R—25 4 (EHIE) 84.33 84.78
—56.96+1.713 —59.08+1.738
PehH4% 24 W~
(201 1)) (194 1)
—70.56=+1.546 —71.10%1.564
P h5.4% 52 1~
(183 i) (179 )
—70.92+1.409 —72.14+1.421
5% 768 >0
(169 #1) (169 1)

a: /N IR AR ERAGE

b B GHE, REAMIE, 35 GRELRFMIF O AR N—ATAUH, = AT A A LRHTRE ]

DEZHAEM BEON—=ATGA RO F iz [E E 2R EL TE D72 MMRM, #8RE NBIR D5y
J:

AL EATHIIZIE Unstructured % FV =,
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4. B EXIR LD BE KR OEE R

AFNI. XTSI THREHEH L 72I5 12, FREVE IR 28T HHE AT OEIR L THY,
ERRRBRIZ I 1T DA I R OV A B £ 2 | U] 70 B SR IR Fe G-I, SAS 722 mIE
FEHLOBROIGHE R ZE 5t R LA et L7z B C, fai /2 3Lt c&a 010t T
SBNHDHZENE, RETHETDEE MR BT+ _&THD,

B AHTARTA TEDHEML, BHRRBROEREL2 B E L MG R 2 b SN
BFETH Y L E X DNDOBUE THY | 5 1% DAANARD A INE « 2 MO IFEHRDOEFF DR
MEHEZ | HWEISCTABRBELEITHIZEET D,

() HERIZRERDEE
B H-OBEE DA DHTz> T, L FOT R TUTE L T DT Y AA~—IRIC KO LR
PR K OB DFEFEDBE ThDHILa MR T 0, MIEMT A B JRHEA R T DT
DI DHERTE-F R O LUED T Y A~ — IR IC LD 2 HE B I3 B AA L
AN
O BERAKOGE-TH#EE O, 22T 2NEL M EX ARANC LT85 AR
MERIILTNDTE,
Q@ FRAIDEEDITFEE LT,
[ﬁa

AN

o ARAHNDETH L EBIRRBEIEDBIEROHL BH
o ORFIFRGBRAARTZ M AE STV TEIE, 5 fE L L ORI L, IRA~E DT
UALAERE T 1 em 22 26 H ML R ST B

@  MRIFRE (1.5 Tesla LLE) MEEfE AIRECTHHZE, (i &R % 5 To R AT (MR 2
(2R T DA PED MR S AV B L 2 <) A AHIA B S TR B LT BTN 7T)
@  FEIERE DR T K& OB AR O FE EEGEFH 23 2L T 0D (a) KON (b) DO 5 27292
EN, B G-BAART 1 A DINO I A B Z TGRS TnD e,
(a) FRENEREZIAN MMSE 27 20 S04 E, 28 SULT
(b) B PR Z850E R EE CDR £k 2=7 0.5 i1
MIEEOLGAX, B OBFOE | RGOSR 27— [BEREY— vy
— =D &G T MEE O B EEROR T 2R 52 L0 F B
A4 TV, CDR B AT &3l 52 &,
7L, BEOEHOFE | MR OfE R — | ERY Ty LT — ) — %
MHDTEFRPELN/RNE | CDR A= T FEAMh N F #2355 1%, thoF i 7
IEIZED | FRAED BIAEE OHFIPANFRIE TH L LB LT ETHWDZE,
® O~@ZW-+LA2MERLEZET, 7I0AR PET XUIMMEREIK (CSF) Kt 2 92
L.AB JREA R T DT ROSHERSNTWDIE, 728, AU ERICBEL T, iivft
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LEOBEE TN RICEETHEFICB W T, AFIOE I H, AR FREICE
TOMARE. AD OFH, 7ur 2y e )L (BF) 2 vz PET Mz L6
X DOFEREE BB LI LT ARFE GO EE2HW T 5L LFEEH SN T8,
BIRERUZIRI1T DX Y PET MADERFERELINEZ | HiROMITZVERBOREL
RDIpNZEET D,

(2 B5HERH
O wWEES~60HET
(1) DEF I L CHIRIEG-TDE121E, LLFOT ~o &7 fia Txhis o2k,
F7, PRI 5456200 H £TIL, Flisk C5-7 528,

7 B GICERL TR ER A
o FRAUERHBERELAZ—EED TILINAT—IROREE, RimE T, 2k 15
W (B8 FRHER BT ART A (A AR PR ) ZBFIL , ARIA*D
VA 2 B e RFNZDUWTO+ 37 Filia A L. B EELR B O & ONRIFRIC
KT DEMMAAFNCBE T HIEROBEEE LU TR ESHL LT ON(1) Mgkl
BUDIEMMOBLE |) |, x>, HHITEEL CTUEZRRAEES] (LT (i) B
il 1) B OVF— LK (LR T (i) F— LK 1) SEEES N TWD EREE T
bHHZE,
*TInANREEE RS, ARIA-E: VEIE 2 H . ARIA-H: ARIA (21200 H i, 4
FAEDT Y ks, M (B RBRIZHBV T, 1 cm 22 2L ARIA-H &
BNZEHML72) o

(1) MRz HIERT DAL &
FRAHIE R D2 K OVRHRICHE BT D ERTEL T, LU R O3~ CTAd /-3 = Al
INAFNZBET DI OREE LL TR E THREA R EIN TWDIE,
> TNINAT—ROBIRIBEE T LT OV DOF 2O EOREE
ALTNDHZE,
o HARMRFER
o HAREBFEFR
o HAK MRS
o BRI ES

> [ERTGRFFESR 2EOMINHEZE T L7212, 10 ££ 2L Lo R IEE D
W, FBEESR B OS2 W F O R e T 7203685 L LIl R e B e A
LTWVDZE,
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> WEEFTRNS ARIA OF BRI L 72 BT BERIEIROA B LG CTRAI O
Bk, thr UL k2L, OB RSN TELERM THHE,

> BLERTEER DRI D ARIA IZBI35 MRI Zt i OWFHEELZHEL TDH L,

> BARRIEFR K ONHAREFREMELZOFEMET DT VYA~ —TFDN
RE., W, ARAN O£ G315 R K OVEIRICBE T HHE 2 2L T\D 2,

(ii ) B AR
BB Gl N TEAIRHIE LT, LR O3 R CAili7- T ERERE T

HHZL,

> MRI ## (1.5 Tesla BL E) 28520 Al REZREIBE R THY | 72D, ARIA 237D 5
NTHAIT, B AT RCIER OF B D | AFIOF Gi#kee ., FWr T k%
FIBrL . 2> DftiEE N T B2 A CEA ] (LA RO (i) - — 24 1) 23
WSTNAIE,

> (D) EEGG L0 BE BT 2BEBRIICKLIELRLBIERED AT
(MMSE Az7) f OV PR B HE R (CDR 2 A= T) ORI A 7] BEZ2 3 H3AL
BEENTWAIE,

> T(D) G5 L72bBHE | IBIT A BFRPUCKLE LA (PET M X
CSF ) N ERATRE Th DI L,

(i) F— LAl
P GAZBEL TR B IS A TEDIRHI ELC, [J— ik N TEL F O3 C&i7-
T F— AMEHI PRI CWDEFEE I Th D L,
> F(1)&5%%H£5%%J&m(3)&ﬁﬁ;ﬁﬁaﬂqﬂ@ﬂm (28T 5 R R A A

a9 H70i, (1) Rz BT DERMOBLE | A 745 B O A 2335
HNDTE,

> CDR Z&fgAa7dHickgmL . —ELL EORHliReERZ A 4 D ERIEFEA D
N

>  ARIADURZE BRI GG L, 7>, MRIZE#IZ B 32 R AE F4 )
HE RS2 LT=, ARIA O8ERIEE e MRI Bt 258 UNAT 250 EhE 23 1 4
LLEnaZl,

o RAERBIERR L H— DS DNiER TAFIZME T O% A FREIE R B IE R
Bk —LHEERE DR THEIMETHIE,

o ARFOREARTEH OM HBE O RGOSR I N2 2 O b A 7F
35720 D EFIFHENRELILTNDIEND, #laE 5K & O] $ 5-%%
IZBWTCY LR A 2 e F2 IS I M CEDMERE ThDHI L,
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o L. LT OFHICEAL TL, Fl—Ms N CEAAm IR ThH, YiklEk
BERE LEHE N LN D% T T HIEMAIRETH D,
> T BAERH OB, T () \EGRERLEE 1THEITDEE BRI LI
72584 (PET MAE X% CSF ) O3,
> 1Q) BEHIFTOXISI DG 558 T DY B L7/2% PET D %E
Jti

A4 BENOEIE G RE O]
o RUERAIELENEDAF R 22 BV O LHEROEG IS, AEFERNEAEL
7o A S B 7 R I LR SR e 8 A iR TATH T L SR D [ FE A A B
TG HOARGI D HE S TNDHT L,
o [EIMURAZEHEEE (RMP) O EMEMRFNFHEICFEIHINIZEIER L, B
PR A B S SRR S U BIE RS L CL Y Rt a% S oo [ Rk B o
HAMZ AT DEMEEEL | AEHOZKr-oRISICEL THRER O EE 2
T E O ZRALE S TELIERHI DIE S TNDHT L,

7 BWER~ORIG

o IRfMICEICREESHIZEWERICH LT, BITERAORZE-CRHSICBEL T, BbIC
1 B2 JLE ST EDIRE R FE S TNDH L,

*  ARIA B3HHDONDLIENHHDT, AANL ARIA EF I 2722 mi%ka A7
DR, OB GITERL TU B A IR i T — MR SRS L TV B IE
RSB IW TR (17 WIEIEE 512 BEL TR IR S8 | ARIA 2355889
B EITIE, BT ASOIER O s | RAIOF Gk, W T Ik
ZHIWTL | Do B LE 21T 28 (1 (3) B G- MR R O xhit ) KON 5. #5512 B
LTHETREEH I 2],

@ WERE%R6HA LI
FIElEe G5-4% 670 H LRI, T (3) 352 5301 ] b O 5h s LSBT % /A O RIAG - SR A A
D G-5E T B OFe Glkiwe « o 1k DRI ERF O GAIAF OYIEIFR G-2AT > 7 s (BLT
(RIEHR B s 1 &, ) TOFEMPBLETHLHD, ZnUS OB O 51E LT O
e UMz i TR G-I 0ZENTED,

o PIERGROEBENBEOILAL T, YK GHisk LEgERELNTNDIE,

o TROBEMHET T LIZEMA Y iLhisk OARFNZBE T HIREOE(TE EL
TEESIINTWATZLE,
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> TINAT—IROZRIZEE T LT OWT DR O MEORIE %
AHLTWAIL,
o HARMRRRES
o BARBFERER
o ARG
o AR ER

> ERRFFES R 2EOYIIFHEZE T LI2%12, 10 FELL LR E R AR ED
2, REER B OB 2 W E O E M ER L R0 X B LUK RBR A G
LTWbZe,

> BT RS ARIA OFHEAHIETL , BRRE R O A L OF TRAI O I G-k
for. HE ST H IEZHIBTL . 20l B kG CEHERMTH LI L,

> BLEIRGEEE DRI D ARIA IZRH 775 MRI e OWHE A 5L TV AT,

> AARRBIEFE LA RBERMEFSZOERT D7 VY A~ — RO
RE., W, ARANDOF G315 B K ONEIRICB T DiHE A L T VDT,

o AAIORLERGEE O EBE O R A MO DN 2 2 K O A7
95720 DEFIFRHENFRE DN TVBIENS, Yk 2RI T T
gk ChHDHIL,

o O WEFEEG~61AETIONL BENOEIELEREBOES] ) KO F
TEH D% ) DB AT T gk Th DI,

()  BEHIM P ORI
O HBEHMFOFEIMER VLMD, 5572 T kU Efkse - 1k OH| T
o RFIFE IR FIE, WA CESIRNCLL T OF M K OV ek
DOFHI AR DX IS EATHIZ
T RFIEG-BREA. . 620 A 1218, CDR & Aa 7 #if%, MMSE Aa7Hif, /&
F R OF W00 A R RE R OBEEE (2 XD R RS R OFEM ATV, il
RIER ORGP DARFN DG ZMERIFFCTERNEE X DN A IIAFI DR S
EHIETHIE, 7ok AFIEGBAE 12 A O, L0558 T 0%
BORFLHHOETITHIZE,
A KA G BRLERIL AFI 0208 B % 55, 3E1H O 55, 4151 B O£ 5 /i
K OT[EIH OG-, LRG> HIT1 ], MRI A% FE il . ARIA F$ELOF 4
MBI DL, o, ARIA 2R3 2IERDFRBO BILZIGE T, BARFHE AT
W BT T T MR S 352 &, ARIA 2338 DIV 5E 1T, IRASC
FOEEMILIZ IS T, ARFN O£ G- 1R T E Gk D nl A1l 5 28,
o ZeM EOBHENOR SR~ T (B iz ) &L T 1400 mg FTH&ET
RN T 1400 mg DHERF CERWIGAIL, B HE2F 17524,
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o FHBAtA% 1200 A% BLIZTInAR PET MEZEL, AR 77— DrE%
AL . AF O E-5E T ORI B EMETT 228, B AR T T—IDREDFE
Mz DNWTIE, KIMIK FE 7204/ PET 3RAIORRAER K, AZETO
EHENREWGAE AR TI7—IBBRESNEHWETAZ L, R OEMIX, 7
AR PET 3EAIHEORIEREER VPRI TLIEMELZSRT 2L (TInAR
PET f# 1%, ®llal& Gk Ll Nt b sk TR T2 LN iETH D),

> MO AB 77—V DBREDHERSNI- GG RRIORGEFE T $52L,

> MDA B T T DERENHERIN T 56 1, 5% 18 A F

TR EEKGE T DZENATRETHD L,

o 18 MAZEATHRGEMETHZEEMETT 2% A 13X, LL T OHEMER V4
PEDFARIZ AR DR EITIZ &,

7 ERRITBT T OEERIE IR OFHM & UM OFEAR N ONZ 8 5-BR 46 18 2> H
DT AR PET A 24772 EC, 18 73 H B L CORR ATET T i IR 95
W, BIEOHH, CDR A= 7T KON MMSE ORBHIEAT T 2 £ 2 727850
FEREDREAN . B & AETEHREDRHM, 7304/ K PET REIZLDTInAR g 77—
I DOEA, BEFGORIRNEEZEEL ., &Gk Al G4 HEIHET5
ZL, TIEARPETHREIZIY, BND A B 77— DR EPHERSINIZH AL,
KRN OB GE5ETTHZE(TInAR PET ML, MR G-k LN s D
fia% CHEMEITHIEMATRETH D),

A PEELIEDOT WA~ —IRIC L DB ANEE W ST A A LI
(AT LT BB T 52 L T2 L E O N MEDHENLL TN T &G | A
DOEHERIEL, HiHiEITIZ8, 7o, Fablilc 47> Tix, 4. fEhxt4ee
725 KO uag ) O (1) 5515705 838 | THEL TW DO ~@
AHERL BT 85 OME AL L,

@ #HEHIEZOFEH
AR OB HIEZOBHIZ, LLTFOTRTUEY T LEE THLI AR T8,
7 B OHA TR T UL A  WIER GO B BRI HEL T R EERR AN
FEATT ZRERRD b RENOF 53R LMD BT BRI E THZ 2R T 5
2, ek AFNR G P LR OBBIL, JRRIFIEER G5 18 22 £TET D23,
WIE G20 18 22 H 22 TR 25613, . A B WELZ/RE DT A
L ORBINFEAD T Z iR D b, RPN O G RERDBEBIMTL Y TH2e%
BT 2ZL,
A ARIA IZEDFIETEG-HHT 256 I SCEOE R MR I HET TR 5755
DA TG HEOIAIL T EL W T 528 (15, EICERL T E T &F
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HIZH), Z’EGEHEITEAT. BERMEATT 2RO | AR O 5%f
b AR E i AN/ R I Nt o I Nt
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5. REICRL CTHE T N&HIH

(D)

@)

(3)

(4)

(5)

ARIA RoHHLDNDLZENRHLDT, M4, FehxtG L7203 RO G-z | CHREL T
DI, AANT ARIA EHUCRE T 5 U miska B 32 EMO T oL, BG-BHAA
AT OG- HIEILL T ORISR T 528,
ARIA Z 7R DR DRBO LI HEITIE, 4. O (3) B H-HIR R Ot | ORFHIZ
BT EEIRFE 21TV MBS E MR A2 E 3528,
4. OT(3) HHEHM P OXIG ] THREL TODIIIC, KA 5-BRME%IE, AF D20
Ho#eH-Ai, 3[F B O£ 5-4i, 418 H O 581 &k O7EI B O 541, LAE6A 121
[A], MRI #i#E % Sl . ARIA O WA FERT 5L, £, ARIA 2R3 DIER
RRD BTG AT, BRFHE ATV LEHZIEC T MR & E FEhi T 524,
ARIA DO OLNTHAITIT., TR SCEOEEME ISV T, AFoF 5 1k X
V3 Gk D Al G AT 528,

T FT747% > —%E T infusion reaction GRLEE, #EIE L MR-, FETT, BEJR . MRie

PR, PR IR #E i E A EYAE) 3D A ZENRHY, HAE T B ek a8 S

BENWNGDD, 55070 30 ML F O EER BT AL,

BE R OFE - #EF N BEDR R —R | 25 51003528,

Priin N | HUERE S ST AR S A A 1 5- SO BRI, TR —R 12875

LT, AT A R ORI & O [RIREFE T, ARG L WD BRI,

AFN B HFOBRE ZOFREITHATIIL,

X RIE — R &%, AFR G- L3R 0 EF R ThULiEE R 50 Th o 8056
HED, AFERG L TWHBEEICEDLIEREFH IS, AFE G ORI THLHD
LEMERIARZAZEZ BELTE I —RTHD,

ISR A, BOEIRGE T DRI T 28R, WHE SR IE S EARA ORI e Ol 1F

i DT DI A+ 0 BURL COOE 528,

AHTARTA L DIFENIESKHEZ UM T 5720 KFID RMP 5L, 24

PEMET RIEZ MR T D2,

(51 3C#k]
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