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B&EE EXRER

AAIC Alzheimer’s Association International Conference

AB Amyloid B: 73O4/4K B

AChE Acetylcholinesterase: 7t&F/IL AV IRTS5—E

AChEI Acetylcholinesterase Inhibitor: 7t&FI)La)>IAT5—
FRREH

AD Alzheimer's Disease: 7ILY/\AI—i&

AD/PD Alzheimer’s Disease and Parkinson’s Disease
Conference

ADAS-Cog Alzheimer’s Disease Assessment Scale-Cognitive
Subscale

ADCOMS Alzheimer’s Disease Composite Score

ADCS-ADL Alzheimer's Disease Cooperative Study - Activities
of Daily Living

ADCS-IADL Alzheimer's Disease Cooperative Study-Activities of

Daily Living Inventory, instrumental items

ADCS-MCI-ADL

Alzheimer's Disease Cooperative Study - Activities
of Daily Living for Mild Cognitive Impairment

ADL Activities of Daily Living

AE Adverse Event

APOE €4 Apolipoprotein allele e4: 7/RJREH E HiLEEF 4

ARIA Amyloid-Related Imaging Abnormalities: 73R4/ KB
EEHGER

ARIA-E Amyloid-Related Imaging Abnormalities-
oedema/effusion: 7IOA/FEEEBREE —FE/BHRK
&

ARIA-H Amyloid-Related Imaging Abnormalities-
haemosiderosis/microhaemorrhages: 730 KEEEE
BREE — /M- HRAED TV IRELE

ATT Amyloid Targeted Treatment: ;73R4 B fAEEIZk
%iak

BEHAVE-AD Behavioral Pathology in Alzheimer's Disease Rating
Scale

BPSD Behavioral and Psychological Symptoms of
Dementia: FBENMEDITE) - DEGER

C2H Center for Outcomes Research and Economic
Evaluation for Health

CADTH The Canadian Agency for Drugs and Technologies in
Health

CDEM-QoL Caregiver - Dementia Quality of Life

CDR Clinical Dementia Rating scale




CDR-G Clinical Dementia Rating scale Global

CDR-SB Clinical Dementia Rating scale Sum of Boxes

CDSR Clinical dementia scale rating

CEA Cost-Effectiveness Analysis

CEAC Cost-effectiveness acceptability curve

ChEI Cholinesterase Inhibitor: 3> T XF5—EHEEH

CSF Cerebrospinal Fluid

C-SSRS Columbia-Suicide Severity Rating Scale

CTAD Clinical Trials on Alzheimer’s Disease

DADs Disability Assessment for Dementia

DAE Discontinuation due to Adverse Events

DEM-QoL Dementia Quality of Life

DET Data Extraction Table

DMT Disease-Modifying pharmacological Treatments

DS Dependence Scale

DSA Deterministic Sensitivity Analysis

EES Evaluable Efficacy Set

EMA European Medicines Agency

Embase Excerpta Medica dataBASE

EQ-5D EuroQol 5-Dimensions

ERG Evidence Review Group

FAS Full Analysis Set

FDA Food and Drug Administration

GDS Geriatric Depression Scale

HAS Haute Autorité de santé

HRQoL Health-Related Quality of Life

HTA Health Technology Assessment

IADL Instrumental Activities of Daily Living

iADRS Integrated Alzheimer's Disease Rating Scale

ICER Incremental Cost-Effectiveness Ratio

ICER The Institute for Clinical & Economic Review

IgG Immunoglobulin G: EMt&ZESOTYY

IQWIG The Institut fir Qualitdt und Wirtschaftlichkeit im
Gesundheitswesen

ITT Intention To Treat

MCI Mild Cognitive Impairment: BEZRMEE

Medline Medical Literature Analysis and Retrieval System
Online

MHLW Ministry of Health, Labour and Welfare

MMRM Mixed model for repeated measures: #&Y;&LBIE(E
TR HREMRETIL

MMSE Mini Mental State Exam

MRI Magnetic Resonance Imaging: K LIEE &

NACC National Alzheimer’s Coordinating Center




NIA-AA National Institute on Aging-Association: XKEEZ
IEARF-TILINAI—RIHE

NCS Natural cubic spline: B# 3 RRT5/1>

NCS2 Natural cubic spline model with 2 degrees of
freedom: BHE 2 DBRA 3 RRATISAVETIL

NICE National Institute for health and Clinical Excellence

NMDA N-methyl-D-aspartate

NPI Neuropsychiatry Inventory

PBAC The Pharmaceutical Benefits Advisory Committee

PD Pharmacodynamic: ZEh%

PET Positron Emission Tomography: [5EFiH ¥EiRs;

PICOS Population, Intervention, Comparator, Outcome and
Study Design

PRISMA Preferred Reporting Items for Systematic Reviews
And Meta-Analyses

PMDA Pharmaceuticals and Medical Devices Agency: EZE
mEBRMBREHE

PSA Probabilistic Sensitivity Analysis

QALY Quality-Adjusted Life Year

QoL Quality Of Life

QoL-AD Quality of Life in Alzheimer's Disease

RCT Randomized Controlled Trial: S>4 Lk ELBEERER

SAE Serious Adverse Event

SD Standard Deviation: Z2#{RZE

SE Standard Error

SF-36 Short Form 36

SLR Systematic Literature Review

SMC The Scottish Medicines Consortium

TEAE Treatment-Emergent Adverse Event

TTT Tau-Targeting Treatments

UK United Kingdom

WHO World Health Organization

WTP Willingness To Pay
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Population
Patients with an Alzheimer’s disease confirmed by

amyloid PET/ biomarker diagnosis and/or patients

diagnosed through a clinical assessment

® Patients must have early symptomatic Alzheimer’s
Disease, which may be described as any of the
following:

o Populations with mild cognitive impairment due to
Alzheimer’s Disease

o Populations with mild dementia due to Alzheimer’s

Disease
o Prodromal Alzheimer’s disease
Interventions

Disease-modifying pharmacological treatments (DMTs)
approved by regulatory bodies for the treatment of
early symptomatic Alzheimer’s Disease or expected to
seek regulatory approval in the future. Interventions
may be administered as monotherapy or in
combination with other interventions.
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DMTs of interested include:

® Donanemab

® Amyloid targeting treatments (ATTs), Tau-
targeting treatments (TTTs), and other
investigational agents including but not limited to:
aducanumab, lecanemab, ALZ-801; CT1812;
semaglutide; LY3372689; Remternetug/
LY3372993; ABBV-916; IJNJ-63733657; AR1001;
ALOO2; Nilotinib BE; Bepranemab; E2841; VX745

Comparators

® Any of the interventions listed above (alone or in
combination), best supportive care, or placebo

Outcomes

Any or all of these outcomes:

® Disease progression — time to progression and the
proportion of patients progressing to more
advanced disease stage (i.e., MCI-AD patients
progressing to mild dementia)

® Quality of life (i.e., EQ-5D, SF-36, DEM-QoL,
CDEM-QolL, QoL-AD)

® Validated composite clinical outcome measures
(i.e., iIADRS, ADCOMS, CDR-SB, CDR-global
score)

® Validated cognitive assessment measures (i.e.,
MMSE, ADAS-Cog)

® Validated behavioral assessment measures (i.e.,
NPI, BEHAVE-AD)

® Validated functional assessment measures (i.e.,
iIADL, ADCS-ADL, ADCS-MCI-ADL, DADs)

® Validated dependency measures (i.e., dependency
scale)

® Changes in amyloid and tau burden, plasma and
Cerebrospinal fluid (CSF)

® Safety outcomes including Serious Adverse Events
(SAEs), Discontinuation due to Adverse Events
(DAEs), discontinuations, ARIA

® Mortality

Study Design

® Randomized controlled trials including any related
post-hoc analyses and open-label extension
studies that are identified

SRTFRTAYILE 12— 5RO
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T—AR—ZEZAN=REX. TR a1—IILTEMLT=,
® SLR1(X20234%6A22H
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® SLR4 (E3MEBEEH) 202558 14 H
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U DEER. A5 66 (14 RER) OXEMNEEINT-,
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DRTRTAVILEA—THEINT 14 HEBDIB. S HXRE
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o= FFRITTELARTITTREAD BEEENERELTSt

12




RELLRL-ERARSE 3 H_EERHABREEREL TV
H. 2D 2 HBROLBRERA LIz, FFRITELARITDED
HERULEMEICREL T, BERHABRTORIR RN EE, Aa AN
ON-EBEDER. ARV REEDOIHE S X, ABEDK
EHRZIELAH D=0, 2 DDOEKRABRB TOLLEKIZA T
BETHY . B A CTHEOHM TAMIERUREHICENAHSIE
TFTUANFEETBEIEE RGN EHIBRLT,

A RER (b)

ES£REE 3H_E5HRRE (TRAILBLAZER-ALZ 2 RER)
TRFARIYT+HIEEMERE LR RRIILETS R CGEEYMERE
+RRARUILEED) ZEELBLTLV -, MMSE 20-21 Ox%f
ZEMIZOWTIEBEFET —2OBHEBHZTL. ShoD D IEE
BRDTS54<)IURIRA M TH>1= iIADRS TIEHTHIL—THE
W THYBIEARE ML -OMETFHEEEIN TSN TGN
N, 2HREAEAFEOERZRLTW -, BRADESTDOETIL
THWTWAIVRRAUhTHS CDR-SB IZEWNTIXLFER
DHELTHITTI—TRRTEREEENHDNI=, ChbDIE
Mo, RFRIT (IR BRMIHL GEMMARAEEE TS
EHIETLT =,

EMMEREOFEE [3.8 i)

DHREEEH (a)

O EMeE AN RINTINS

B EMNMEREATRINA TV

O MHERNEL B 1HINIETEFEIEAE LN
O Zhfh( )

SHREREH (b)

B EMMEREAREATLNS

O EME ARSIV TN

O MHENELB1HINIETEFEIEAHE L]
O Znfh( )

ERXMNRODNAEZOBRE
[4.1.2 18, 4.2 %]

AHIHMEREKE (a) 1 ERR/MEAT
DHRRER (b) : BAMRS

HROME [5.1 &]

AIHRER (a) : FHEEEISXMLT, 18 » AR D AELARM
[CBFEIEFTRITELARTTDLEETo1-EIAH FFRTT
(FLARTTEELELT 1,262,199 ADEAHIFEERLTLNST
ENS THRAREF. A OERAASHIBINRFITHETHEER
%o

AARER (b) @ FHERFREMICEVTRFRIT DLLES
S ATIC*xt9 % ICER [X 2,158,521 F/QALY THY. — Rt
REMMBRUVHERHBRESTOBRFEZEELTL. 8BLTH

13




BROERZERLTNDIEMS, 1200 BA/QALY LI E 500 5
F/QALY R IDRZITHET HEEZD,

ICER OFiE I AHEEMNZRLFL
EEZ DR

AMHAREE (a)

O
|
O
O
O

O

a

o ad

NN

MRHFEZE. N DEAHHIH

MELARE. K DOERI’EE

200 FF/QALY %%

200 5 F/QALY LLE 500 FFH/QALY %%
(200 FF/QALY LAt 750 FF/QALY %i#)
500 FF/QALY LlE 750 FF/QALY %
(750 5 F/QALY LIE 1,125 FF/QALY %)
750 FF/QALY LlE 1,000 5FH/QALY *kif
(1,125 FF/QALY Ll E 1,500 5 H/QALY *i%)
1,000 5 F/QALY LLE

(1,500 FF/QALY LLL)
MENRE(HDELY). N OB AL EM
ZD1th( )

AHAREH (b)

d
d
d
(]
|

|

NSpRIS

MEHLRZE. M DOERAIHIRE

WENRE, N OBRANEE

200 B HA/QALY XKiif

200 5 F/QALY LlE 500 FF/QALY ki
(200 FF/QALY Bk 750 FF/QALY %)
500 5 F/QALY LIt 750 FF/QALY ki
(750 FF/QALY LLE 1,125 FMH/QALY %)
750 5 M/QALY LLE 1,000 FFH/QALY %
(1,125 5 M/QALY LLE 1,500 FF/QALY %)
1,000 5 M/QALY kLt

(1,500 AFM/QALY LE)
MEHLRF(HBHWNILY), hDOERAEEM
ZD1th( )

14




1. HRELGIERG ER#K-BEERFHLHOME

1.1 &%
o MHR5T4: HUICPLiEFRER 350mg
o —fBA: FH=<7J (GEEFHEER)

1.2 REBREEMHE (1)

RIZ{E:E@#&: 350mg 20mL 1 #i 66,948 M (1 BE(f: 8,560 M)
BEEAX: BLUEMDHEBRAR (1)

teEREE: Lhe<T

MER: FRAMME (1) (A=5%)

1.3 BEUIRDOAH=X L

TS0 EERERIE. EMER N3G AB E/9O0—FILIAEFITH S, 7ILYINAT—
f& (Alzheimer's Disease: AD) Tl&. BEMHOEWL7IOAF B (Amyloid B: AB) DEHXE
AL, /7 — ALAK AR B&EKR (AT —.TAMI4TYIL) RBEDT4TYILERE
T AB T5—UD RSN, iLET H. COKATD AB DERMRUILEIE AD DFFRED #HA
[SERIBAFAIRDARULEINTEY (TERARART—FRER) (2, 3). CORBEEFME
{blE. AD IZKBERANE LR SNDEERAHAD 10 FLULLRIIZIREDESNTLNS (4-6) o &
FlE. 7EOMFART—FRERICEDE, FiFMH AB T5—VDREIZESD AD DIREEITDOH]
Hll CERPRAE K D BAL I Z L CRRAFE SNz, REL. RO TBM AR T7—IIZDHF
HETBHEEZLN,ABL-40 ¥ ABL-42 IR D AR DR FiaLYEEELPLT L BRSHEN
BOELSTREDHD (4, 7-9) TN RifzE 3 BENEDS ILAZ)LIEESNhTz AB (N3pG

AB) 1FEMETAEMERES DD GHITHSR 1 (IgGl) E/UB—F LA THS

(8, 10) , AFIX. BAITEFLI=FAEMN AB 75—2D N3pG AR ITEIRMICHESL. 20
JIVTICKBPERERAZNLTCRAMNE AB T5—VDBREZRET HEEZLNATLDS (11,
12),

1.4 JRER

5@ EiER TR 350mg DRRERAEHDHEERIEHRIFTTILYNAT—IRIZKDBE
RHBFEERUVEEDRIIEDETIFITHS,

AD (MBS ICEEEL- R EMERBETHY  |BERNE (TLUV=HILER) (TRFEY . BREED
B THIENMRE-NTWSEERMEE (Mild Cognitive Impairment: MCI) %%
T.BE. DEERVEEDRIMEANEBRICETT 5. AD (IRMAHEETOHEITEELIZE
YL-AEEENE#LLGL-O. BEERUNEEICRIBEZELL ASBFENLGHE NS
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LRENDEGRBETHS (13). BEEIHEIBHNEZEDEMIHRLBEDORETHY.
SHAICHTHRIEBERIL. B&T 20 FILITHEBT HEHFSN TS (14), BARIC
BOTHLRMEBERISRIOITEBMNARIAFEN, 2012 F£0 65 WL LD EEE DB
X462 BN BREIFH 15%E#ETSNTUOV=AY (15), 2025 FIZF 471.6 BA,
12.9%. 2040 FI(Z(F 584.2 AN, 14.9%IZLHEHEFIN TS (16), REUITILYNA
Y—EIREEN 6~7 BIRREZL® (2013 FHREDHEMRR) FRHEHTL, DD
FECHEATILYNAT—RBMEDEMAFREN TS (17), F=, 2013 FDO MCI D
ABUTH 380 BA BREF 13%EHTEN TV =AY (15), 2025 FIZ(E 564.3 B A,
15.4%,. 2040 FI21%£ 612.8 B A, 15.6%IIBMNT HEHETSNTLVS(16),
ZTOPTEREZFERATHIEEREL. E—UF (FRAFIRSEELR) T2.6 BAETFRILTL
%, (1)

1.5 FRAAZESE
R XEICEEBEOARFDOERAAEIUTOEYTHS, (18)

*1 ERAEF
R’EZR 5
‘’E5H* P1adEd 30 ST TEBEET S,
k52 =MD 3 [E: 700mg
4 BB LIR&: 1400mg
B’EHEE 4 EREkE

TR EER(HENEFAIILE) | KBRS HIITIOAN B TS—VDRENERSL
SR ZORRATAHDREERTIHE TR
04K B IS5—VDBRENEREINENMEETHLT
L. AFDREFFRAELTRR 18 hATRET TS
CE 18 HAEHATIRETAEHERIE. I8 HAKRTE
TORMEROFEBTRR. FRKERDHEBRLTIOA
BIS—VDELELEERL. BEICHIMTEIE T
IA4K B TZ—UDKRER, TIAAK PET HREX(Z
BFDZEEICKYEHEL. REZERET D55 D
HIEAFIZE5RIB®R 120 AZERETHIL,
FiokEE LdnkEEDAEY

BE. AFOFERICEALTRREEREENS A FSAUAERENTEY, EDFTRERNRE
16



BHBECHERIZODVTUTOEHENEDLON TS,

o EXNRLLDIESE

BEOEBDHERICH->TIE. LTOTATICERETE7ILYNAI—RICKDIBEER
MEERVEEORNEDEECHLILEHRT 5. BERTABREEZTRET LR
DHNERTELBERVDEELBROT7 ILYNAI—RICESRMEREICITRSREL
W&,

D BEAARUVRE-NEEZD. REEICETINTILREZIARFIZLSABRERN
HRIN TSI L,

Q@ FFDERIZEHYLENIE,

IS I

B FEORDFIHLEETBBIEDRTENHEHEE
B AFIRESRAETICMERERFE. 5 @ EORBUMNIM, HERAED T VILBEEX
(T 1lecm ZBA S M A RSN -BF

(%3]

@ MRI&ZE (1.5 Tesla U t) NEHEARETHDL, (f: EBEELEHEME (MRE
BICxT 2 EEUENRERIN-ERER) ZHEAARITBELZEEET)

@ RAEEDETRUBRKEKRDEEEFHENUTO (a) XU (b) OmMAZEFTIL
A, B ESEREN A LROHRE BRICHERIN TSI,

(a) SBHHEEEETME MMSE X7 20 mLlE, 28 HLLTF

(b) BEEREZ&IERE CDR £f8X37 0.5 X% 1

MEEDZST. BEEOREOE. MBaEXEL I — ERY—IvILT—H—F0HNH
BT HEEORBAEOKRFEHIRT 2 EICLYEEBMAIEMZITLY, COR £ Ra7%
i 5 &,

L. BEORBEOE. thigiaifXiEt 49— ERV—IvILT—h—EHoDFEHHIEDS
NiZLVE, CDR £ Ra7 i HEN RIS S L. thDFEEAEITLY . SRANGE D EEE D EEFH
MNEIFTHALEHERLI-ETHWSIE,

B O~@%#E-$ LR LI LT, 7SOCK PET XIZNEEEHK (CSF) MEEZEML.
AB IREZRIET AR HERIN TSI L BB AVBRICEL T RTXEDHEEXR (L
PDRICEET HEEICBVT. AFIOZREICKILEL. ABREICET2REMER. AD DRT—
. flortaucipir (18F) ML \z PET #EBZEELI-GEEZTOBREFELZEE LI LT, K5
BEDOuEZHETHILEEHINTLSD, BIEFRICEIT5H2 PET REDERERES
BFEZ. HEAOMIEIVEBOREEROLENILLET S,
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1.6 MFREDBBICBTILABEER EREF BLEERSHKOKLEST

rHS® RERRER 350mg DRIREALLGANBER TR IET T ILYNAT—IRICLHEEE

REEE R UVEEOZEIEDETING 1 THS,

WITOARBAARSAUIRBIERBLZEAIRTA (2017 F) 1 (19) ISIFTEDKIIZE

BEINTW5, BRAEDBEDEMERICITFRERETE ENLDMEREFTL. =8, 5%

%% & M Behavioral and Psychological Symptoms of Dementia (BPSD) A'%Y.

SIEEMBELEEMBRZTHAEHOE TRET D, RAKEEETICIXHENGEYEED

HAEEFTNOEMIBL. FRMEELHAT . LN TS, BPSD AHIRLI-ZE(E. £

DRERAELGDEFREEDFE LT THBEUNNENEREL., BERELTILEEMEEEZEYRE

ERVEBEMICERYT S (20, 21),

TILYINAT—RERAAEE D RABEREREZ DI, BAFEAMRELGERIE, 2V IRTI—

+PBEEH| (Cholinesterase Inhibitor: ChEI) MRRARIIL HSUEIV  YINAFTIVD3

FEHELNMDARBAREMBEATRUFUTHD, WTNILEMEERT REZNBULHY . FHT

BEIEDENS,

BEODTZILVTVXLIZLUTOREY THS,

D 8BE: ZREFHNOFHEZEL. ChEIOWIT M 1FEBRLTE ST 5, MEHNGULHLT
5. R, HAHL L. BMEA TR TERA- B A, thDChEINDEREEE
Ed %,

@ hEE: EEFOBEHEEELT, ChEIOLFINATUFUERRLTERET 5, SR
WHF+5 . RS, HHLE. BIER TR TSR =15 8L, D ChEIAN AT
UFUICER, HBWNE ChEIEATUF U LD BHANSNTULEWNEEICIERAEEET
%o

@ EE: FRRUIIL5-10mg. HBW I ARFo BEOHRAEEET D, WTHLOESFE
BRIV, FEEEA TRGE TS BEICXIR 5L EET 5. EFI D R
[CRYRREEEER T I RIRITEITT 2HIHHY . REHILEDFIERITEEIZITI,
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1 BAEOTILIVX L

ADIFEOMNEITL, REINGT 7HAREELGSH—AT. BROBETEIRENED T EF
BRUZDREFHFEMH. AR, RUBRFNGRIBICEVIERT S, DB RVZDORENS
T REDCRARRICEE T D2HT7IOAN BRMAEADEFELLIT. BATORREUELY
BENENOTIN, 2022511 A 7IOMF B A REDFEARNECTRIREREZ. BAD
RAEERICEET H6FRIERTIREZT ol TN THIZEREDESFIZKY, B0
IR T A A—TEEL-TAHEEMLHY . 70/ B AFAEDRALIHFSREITER
VL LEEBIZ BHMEDBEEOCCRENDEFDNE. HAWNIIVTIE—AL T ERHH=H
DBBROTTEEOTPLIEDEERNARASAONTNVS (BRMEFRL. 20224F) (22),
RHAEZ AR SEMEFRELI-ER-—XFAET. ADFEERNZ VXIS ERDEMA
RAFNSEEELERELT, HOEIDEEENFFEREDRENZHEEZASKRELL
TERL =, Tz REEL T WF R ORIZEHSMCIOBFREDHEILEZE T, SHIZ.AD
DIRFABRENRESNGE . RAECESRANLABREFRIAT HEABEYEEZ TS
EZEEMNIS%ZEA: (BAHRARFEER-_—XAEEERZESR. 2020%F) (23) ,
ADZEOT-RIEBREFERDEKRICHIHZMIARIDIBRIFEHRMERELLGO>TIVD,
2. BATOADDERCAEITHSIERERL. NEEOLEERETIENDE. GFT7EMA
ZEBADEHEINTESY (13) (EEEEERLLTE. ERESVINEBREERONES
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DAV ITF—TIVTTERANEDLEENERICHEONIELHALMNIILEOTLS (24). CDELS
TIRRERFER  RAEFERWICRYBECRELME D FToN TS, BRTIE, BREEDFE
EFELE ., BBAEICHE>THETERONIT BT RUBHMEICE>THLEREFEE
BoTRMELEDLICEZHIENTELHE 1 ZMEmEL THEERIHESN TS,
INLDIEND, EFMICEHRMNICLADDETEZBREIEHIENTEIMT7IAC B Hilk
EIZH T H5=—XIE&ELY,

M7I04F BIAREIFADDREMF ITIERT A ETETRELRTIE . RAAEICE LA
MOREBICHIZYRMKEEEEEDETEZEESE LD THD, KBOMTIOAR B RS
(&, LARTITN2023F7RIT7ILYNAI—RICKDEERMEZTRUBEEDRIEDE
1THIH 2B SEEL TRBZIMBL. KFIH2024F9 B ICEICHENENHE T ILYNAI—R/
[CEADEERMEZTRVEEDRMEDETIFIZHRERIINRELTERBEIMEL - B
TOBRBEHARSA2TIE. MCINSRAEANDETEF T HAEICDOLTIE M E PHER
R.BEEEELGEDEE, EEMENERITILLENHRIND, BERMEEHICHL
T RHMENDETFHEEMELTRRMEREFRATA_RETHDHLET H+0RHLITA

W 1EENTLS, LHL, CHIFEFIOL AR T DERBEIDRED BB ARSI THD1=
O GABHARSAY LTRFDEEREEZRMLUE-ABTMLE D FIXRIATIVENEER
%, —AT. AFDEEZHERBEET. EXRREEMKFLREHE (Pharmaceuticals and
Medical Devices Agency: PMDA) MO REEL T, TAREIE, PEOARTS—VDHIZHFHET
3EEZLNBN3PG ABEEHET ZE/VO—FILHATHY ., 7TIOARTS—2IZ0 L TE
RYIIERAL. TOREZTRETHIILTEHBENRERIETHLEEZAON TS, NI VETR
PBEEXIEHEEDRPADBEEEIRICERINI-EIN F248HER (AACGEHER) (2HL
T. & E5#&76AFTOHIADRSE DERIHEIEZEDELIZEDIE KEQO—EDFHMMEATE
SN, 7EIOAFPETICKAFHETAFER 5ICKDINNAB BREEDF VM RBHONT=, Tz, I
NAVEBRIEENSEDORHAADEEL R RITRIAIMABREL TERSIN-AACIERERIZH
WT.EBRRMICEZDOHLENMENRINTEY . BEARICBEVTROONI=ART 1y E B
FALEREMIIHBRNREEERAD, LEEDREREBFADLE, RHADEBEICKL, BIREDI
ABMAELIIBRERHBOFERAAENERLLIHT-AREBRKREL TAREZERRZICIRET
PERIEIHLHLHIT D IESNTNDELSIC. READEFICH T A# - IaEERRO—D&
LTREMTOENEEEZ S,

1.7ELFEER
YROEBHBEEICRINE-IEELRESNFY R IBLVIEELBENYR YT TERORE
UThsd, (25)

o FELHHEIh:-URY: 7IO/MHEEGREE —ZE/BHRETE (Amyloid-

20



Related Imaging Abnormalities-oedema/Effusion: ARIA-E)
BEGHEINVRVELI-ER:
REBHETHIMT7IOAN BHAKICENT, ARIA-E [ZVFRITIRELTHONTINDE
RTHY . BEIIBERMETHHD. IEIEMY ARIA-E (FEFOBICKESLEEES X HAHEEMS
nHb,
| E 2 1EEER (AACG HER) RUEMRHFEI S 3 185KER (AACI HER) 0 —ET RIS HRFEIC
HBTEHHEENTT. ARIA-E DRBRENGIERFRITEHT 24.4% (240 f5l) . T51ARET
1.9% (19 fil) THY . EEL: ARIA-E ODFEBREIE LR FRITEHT 1.5% (15 §l) . T5tRE
T 0% (0 f5l) THo1=. iB5 5 2 1B5158 (AACG iRER. AACH iE&) . EIff [R5 3 fEEER
(AACI iB8) . #8515 3 #8588 (AACN B DB EEMICHE LT, ARIA-E ORRAIS (T~
FITET19.5% (531 ) THY .. EEX ARIA-E DHRIBREEIRFRITEHT 1.0%(28
f5l) TH>T=,
AACG HEBR XU AACI HERO —_EEHRIRFHRICE T &#FH T, APOE € 4 &zFEA
® ARIA-E RBREIE(E. FFRITHTHREEESE 41.7% (70 #1/168 ) . ATOEER
24.1% (126 f51/522 ) R U /2F )T 14.8% (43 /291 ) THo1=z. T5HRET
(X, REHEER 3.4%(6 H1/174 )  ~ATOEEE 1.9% (10 #1/538 §) RV /oF¥)T
0.7% (2 51/282 #5l) TH>1=, AACG EX5&. AACH FB&. AACI SHE& R U AACN HER DB &
RHTIZHELT,. APOE €4 BnFEAID ARIA-E HBRENEE, RFFRITHTREESE
33.9%(139 #1/410 ) . ATOEEE 20.2% (287 fil/1421 ) RUY/>F¥T
11.6% (103 151/886 i) TéH>1=,
ARIA-E FEFELLI-GE . BN GIEIRICEDSAIREMENHEHIEND RRTLIYRNI RTINS
VRICHEERIFLF[EIEER . EEGRESNTURIICEEL,

o EFEELUREINFVRY: PIOANEEERREE R/ M- HNRANED TV ILEE
(Amyloid-Related Imaging Abnormalities-haemosiderosis/
microhaemorrhages: ARIA-H)

BEELGRESNFIRIELI-ER:

REBEHETHINT7IOAR BHAKIZELT, ARIA-H [ZYFRITIIRELTHONTINDE

£ THY(26)(Arrighi et al. 2016) . BEIFEIEEMSE TH D, ARIA-H £ ARIA-E LR8EL T

ROoNEHIENSL HEMD YRR PETLKNTIAMNMEEDFEICEET HEER

bNTLVD,

w\HVE 2 HHEAER (AACG HER) R U ERR £ RIS 3 #8538k (AACI 3B O —E5 RIS HMIC

HBITEHHEHENT T, ARIA-H ORBREEG LR FRITEH T 31.3% (308 i) . T5EARET

13.0% (130 #l) THY. EE%X ARIA-H ORREIEG LR FRITEHT0.4% 4 f) . TSR

BT 0% (0 f5l) THot=, B/ E 2 HEER (AACG iAE&. AACH 345R) . EIfEHR5E 3 #HEA5R
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(AACI FHER) . i8558 3 HHELER (AACN FHER) DG ERZTICE LT, ARIA-H OEBRE & (IF
FHITET 25.6% (699 i) THY . EEL ARIA-H OFEBREEIIFFRTTHT0.3%(9
#l) THo1=,

AACG SHER R U AACI HERD —EERIXSHMICE 1T 55 &M@ T. APOE €4 EinFE
AD ARIA-H RIRENEE, FFRITHTREEESE 53.6%(90 #1/168 fil) . ATOHESE
7 31.0% (162 f1/522 i) . RU/>F+')7 18.9% (55 $1/291 ) TH>1=. T8
TIX. REHEER 19.5% (34 51/174 ) . ~ATOEEE 12.3%(66 #I/538 fi) . RV />
F+'1)7 10.6% (30 #1/282 %) TH>1-, AACG iAER. AACH FHER. AACI HER. RU
AACN FRERD G ERRMTIZE VT, APOE € 4 BIZFEBID ARIA-H KREEE, KFr7T
BOREESE 43.2%(177 $1/410 ) . ~ATOHEEE 26.2% (373 $1/1421 ) . RV/
Uxx)7 16.6% (147 f5l/886 ) TH-1=,

ARIA-H [FEEIELI-I5E . MIEEMGERICESTIRRIENH LMD RRTYMI RTINS
VRICEBERIFLEBDHEEZ. EEGRHESNVRIICRELT,

o SFEURESINEVRY: EEGBABYERIG (infusion reaction ET)
BEGRBESNURYELIZER:

AMEBEHE S, infusion reaction, 7+ 745F > —% & L AN R U IEBN B A IB BUE KIS
#5|ERITIEMN BN TLNS(27) (Maggi et al. 2011),

BILVE 2 1R (AACG HER) R U EMR £ FE S 3 185KER (AACI HER) 0 —ET RIS HRFEIC
BT EHERT T, EELGBEIE. 7 7147F Y —RIEKR U infusion reaction BEE RN
REENEGIEFFRITHT 0.6% (64]). T5HRET 0.2% (2 ) THo1=, BN E 2 1H
ER (AACG 51B&. AACH B R UERR £ RIS 3 185LER (AACI B8R . /BoVE 3 HEEER
(AACN HER) DHEMRITIZE VT, ERGBEYE. 7T 747F P —RIGKR U infusion
reaction BEBRDFEIREE(X 0.5% (13 fl) TH-T-=,

B EBBUE RIG (infusion reaction, BIRFEBBUE RIGHEE) (&, BIEHILERIRICE SR RE
ENHEIEND  RRTYN RNV RIZEEEZRIFLFLHEEZ . EELGREINFIRY

IZERELT=,

o EELEAMIRY: HulREDHRAICKDERLZM L M
EEGBAENIRDELI-EH:
73048 BHARIZSENT, ARIA-H [FVZRAITIVRELTHONTLAERTHY. k=
ROREHPOEFICRMARENGFRASN-ISE . I MO BTG R IAENY S REH
NEZLND,
BIVE 2 18EER (AACG AEBR) RUERRHERSE 3 5 (AACT HER) O —E5R IR 54/
21T 55 EMEMT T, MRI [CEDWVRHMRERAEE, 1 ML, umieREFERLN
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FITHEHPT0.2% (1 ) M FEEFERALTLVEWLRFFRITEHP T 0.3% (2 fi) LEE

ETH-ot=,

LAL. O 7IO R B HEICENT, il RGARKICRTHZECEE LML M
(1M ZBRA D) P HRESNTHEY. FFRITICEVTLEEZSOKEID (1cm 2B 2 %) A
HESW TSI EN L, EEGBAMIRVIZEREL =,

1.8 EESVE D ERBEATEMRE <& S MIER
FENNE O EEBT TR BT AR RS UT DBEY TH D,

* 2 FEEICBTAEEO—ER

E# 14 EAlEEES 1) 2 Mg
(RiuBRE)
AF)R NICE - JEHESE £613.60
- FHBERT—H2R:RZTh
SMC - JEHEEE
- iR T—4R:2" resubmission F
TSR HAS | EEEZGL Tl
(i IQWIG | EEHRRLL A
h+r5F CADTH | - Z D4t (FFE ) 7L
F—R3)7F PBAC - Z D4th (FFE ) AUD1,170
KE ICER B2l $845.22(AW
P)

(FEIZH1T5HE Ax Rl FH)

1. FHENHEN—E
E % e % FHEFEROFE
P NICE FHiER(F>TRHY)
SMC Eafiles
ISUR HAS #L
h+4 CADTH Rafiles
F—Zr5)7 PBAC Eafiles
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KE ICER el
. AT SR O FE A
E3E 1FIR
- 1ESES NICE

FHEFER D URL 2 E

https://www.nice.org.uk/guidance/indevelopment/gid-
tal11221

BaliFoE $5 200 FFr<Td
BaliES JEHELE
KUMAESHEDZEIX. ZD | N/A
O
X RE B Mild cognitive impairment or mild dementia caused by
Alzheimer's disease in adults who are heterozygous for
apolipoprotein E4 or do not have the gene
FERAE The recommended dose of donanemab is 700 mg every
4 weeks for the first 3 doses, followed by 1400 mg
every 4 weeks. Treatment should be continued until
amyloid plaques are cleared as confirmed using a
validated method up to a maximum of 18 months.
HeE *t R BSC

ITEGEISERMRLELOE

67,891 K K/QALY

E#

MEDPS

A4

SMC

FHEFER D URLGE

https://scottishmedicines.org.uk/medicines-

advice/donanemab-kisunla-full-smc2687/

BaliFoE 35200 FFrr<Td
Balit £ JEHELE
S FEHREDHZEIE. TD | N/A
LNk
Sl R R B Mild cognitive impairment or mild dementia caused by
Alzheimer's disease in adults who are heterozygous for
apolipoprotein E4 or do not have the gene
FERAE The recommended dose of donanemab is 700 mg every

4 weeks for the first 3 doses, followed by 1400 mg
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every 4 weeks. Treatment should be continued until
amyloid plaques are cleared as confirmed using a

validated method up to a maximum of 18 months.

LB TR

BSC

FRGESERMDRLDE

18,892 /R KF/QALY(PAS #E &)
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2. BRAMBESWICETERIMEHDERTE

2.1 S REMH

2025 F 2 A 28 BICEfESN-ERAXMMRTEEFEBICS VO TRESN -2 RARET S
EHIZDOVWTUTIZRY,

0 TFIIYNAI—IRIZLAEERIMEZTRVEEDRIEDIL., UTEXRRET D,

(a) Mini-Mental State Examination (MMSE) Ra7M 22-28 s EHE

(b) MMSE Za7h 20-21 R DEHE

DR REAEHREL-ERE. STFARER (a) & (b) TIHLEEMBRMARLLO.
ERERHTTRET I ENBEYEEZ-=DTH 5,

2.2 HEExERE

2025 £ 2 A 28 HIZEMSN =& A RIHBFFIHEBICHS D TRE SN = LB Rt BB EA
EEBTEERICDOVWTUTIZRT,

® SHNREH (a)

LARTT +IEEMEE LR RRD)L

(B R FFR<T +EEYPRELRRRDIL)

o ASAHIXRER (b)

FEEMRELFRRDIL

(FHEt &Ml FFRIT+HIEEMBEERRRDIL)

gt EEMfiEEE L ERIEUTOEYTHD,

o NIHREH (a)
TILINAR—RICLDBEERHEETRVBEEDRIEDBRICBVNTRFRITITHIET S
M7I0/F BRAERLLARTTDATHY  LERBRMICLARTIEEHHEMNBEYIT
Hb. Tl WRICIECTEEYMEELCIIVIRTS—EREFICLDERLTONE, TV
IRTI7—ERFFDILRLRMEEILDIFEODRRARDILTHS, L= >T. SRR EH
(a) DEBEMBEIMIE. LARIT +ERMBELIRROILET HIENBEYTHS.

o ZHTREH (b)

FFRITELVLARIT DREFERBEET MRS/ UIEDE MMSE 237 20-21 =
DEEBIZEAHRIRIZEVTLARIYIDEANRETHL LMD, DITHRER (b) DLt
B BRI Z EEMBE+ R RRDILET HENE TH D

2.3 S DIEHEEFAOHEE
2025 £ 2 A 28 BICRESN -ERMMNRMEFBBICEVWTRESN 7Y SDER
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AREFEI R DD TR AIEDE ERNT OIS AWERDILE ) BAOHEEZ
[AERE LT TAHERDILE I LSO TEL T, TAMER-NEDILSIICET S
W75 (L. S RBERICEEES A GWGEEICERELZLY),

2.4 BHHRIER

o ZNHIXREM (a)

BELL,

® HHxREME (b)

FRUSREERDERIS TA2EAXNNRFBO I MAHARSA 2024 F£EMR (LT
HTAHARSA4>) (28) IEDE, $HEEEIL QALY (Quality Adjusted Life Year) &L
=5

2.5 SHEfE

o NIHREH (a)

AEIEHBS BRI OARABMEHZEL, 18 nALLT=,

o SHHREH (b)

HTABARSAVICEDE MR EEADRRICETIEREMRES T 50T+ 24 HR%E
HRY 50, nHREEEEL=.

2.6 El5|E

HTAHARSAVICEDE, BIGIRIIER. R ELITEER 2%ELT -,

2.7 SHMEHDHEDEN
TEEDRIZ 2.1 i 2.6 BIETODRBZEFREDT=,

& 3 FMEHOHEDEN

AR EH TIWINAR—RICEHEERMNETRUVEEDORMEDNSE, UTEX
E Ja W

(a) Mini-Mental State Examination (MMSE) Ra7 A\ 22-28 =MD
BE

(b) MMSE 237 h% 20-21 AMD&EE

s ot HE 2 fif SR RER (a)

LART T +IEEMRE LR RIARD)L FHEFREAM: FFR<T+IEE
MEEERRIRDIL)
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AHARREH (b)
EEMBEL I RRD)L (FHEMREM: FHRIT+EEMFRELF

RUJI)

et BB T %58

IHHAREH (a)

EL-HEH TIWINAR—RICEHEERMEZTRVEEDORMEDBRICENTK
FRITICHIETHMTIOAR B RARERELARTTDHTHY ., LLEE*
BEMILARTIIEEDEENBEUTHS, £, TILYNAT—I&EIC
FOBRERMBEERVEEDORMEDBHICRLTIE, KRICHECTIEE
MEERI)VIRTI—ERERICLSEELTHONG, DV IRTS
—EHEBFID>SBRLLRMMHELDIETRODRRRDILTH D, LIzA > T,
PHHRHREH (a) OLLEMBHAIE. LARTT +HIEEMEREERFRAR
DIETBIEN BN THS,

DIRRER (b)

FFARITBLUVLARTT DREFEREEST 512 I1ZHED<E MMSE
A7 M 20-21 RDOBEFITFILMRIRIZEVNTLART I DERALEEH
THHICEND, PR RER (b) DLEEANBRMEIFEYREFR
RONEFTBIENEITH S,

PHOILZEER | HTOILG: AMEERDILES

DEH BEROHE: ANERE

DRIER SR RER (a)

ZAhL
SR RER (b)
QALY
53 HT 2R NIHRER (a)
18 A
DR RER (b)
£E
HEES ER.HRELICEE 2%
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3. JBmeHE Ak

R mEMMERERE. TLINAT—RICEPIEERNEETRVEEDRHNEENR
EHRELTUTOFIRTRETLT=,

3.1 VAFIT1YILE 21— H—FHIAFIY

3.1.1 YRAFIT(VILE A —DUY—FHITRAFIY
DRATFRTAVILEA—DHY=HI YT AFIVER 4 DBEYEHRTEL=,

x4 VRATIYT1vYILE 21— (Systematic literature review, SLR) O2) =AY

ITARAFav
Inclusion Criteria Exclusion Criteria
Popula | Patients with an Alzheimer’s ® Studies investigating a
tion disease confirmed by amyloid PET/ mixed population that did
biomarker diagnosis and/or not clearly state the
patients diagnosed through a proportion of patients with
clinical assessment early symptomatic
® Patients must have early Alzheimer’s disease or report
symptomatic Alzheimer’s subgroup data for patients of
Disease, which may be interest.
described as any of the ® Studies where <80% of the
following: study population met the
o Populations with mild cognitive Population, Intervention,
impairment due to Alzheimer’s Comparator, Outcome and
Disease Study Design (PICOS)
o Populations with mild dementia criteria and where data were
due to Alzheimer’s Disease not reported separately for
o Prodromal Alzheimer’s disease the population of interest.
Interv | Disease-modifying pharmacological | ® Non-pharmacological
ention | treatments approved by regulatory interventions
s bodies for the treatment of early ® Approved symptomatic

symptomatic Alzheimer’s Disease

or expected to seek regulatory

treatments which do not

delay disease progression

29



Inclusion Criteria

Exclusion Criteria

approval in the future.

Interventions may be administered

as monotherapy or in combination

with other interventions.

DMTs of interested include:

(cholinesterase inhibitors)

i.e., rivastigmine,

galantamine, and donepezil
® Interventions intended to

treat specific comorbid

® Donanemab conditions, such as
® Amyloid targeting treatments depression or agitation, that
(ATTs), Tau-targeting are not intended to delay
treatments (TTTs), and other disease progression or treat
investigational agents multiple symptoms of the
including but not limited to: disease
aducanumab, lecanemab, ALZ- | ® Treatments that do not have
801; CT1812; semaglutide; regulatory approval for early
LY3372689; remternetug/ symptomatic Alzheimer’s
LY3372993; ABBV-916; INJ- Disease and that are not
63733657; AR1001; ALOO2; anticipating/undergoing
Nilotinib BE; bepranemab; regulatory approval (due to
E2841; VX745 the many failed trials in
Alzheimer’s Disease) e.qg.,
memantine (indicated for
advanced disease),
solanezumab,
gantenerumab,
bapineuzumab, elenbecestat,
crenezumab and
lanabecestat
Compa | ® Any of the interventions listed ® N/A
rators above (alone or in
combination), best supportive
care, or placebo
Outco | Any or all of these outcomes: ® Relevant outcomes are not

mes

Disease progression — time to

progression and the proportion

reported
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Inclusion Criteria

Exclusion Criteria

of patients progressing to
more advanced disease stage
(i.e., MCI-AD patients
progressing to mild dementia)
Quality of life (i.e., EQ-5D, SF-
36, DEM-QoL, CDEM-Qol, QolL-
AD)

Validated composite clinical
outcome measures (i.e.,
iADRS, ADCOMS, CDR-SB,
CDR- global score)

Validated cognitive assessment
measures (i.e., MMSE, ADAS-
Cog)

Validated behavioral
assessment measures (i.e.,
NPI, BEHAVE-AD)

Validated functional
assessment measures (i.e.,
iADL, ADCS-ADL, ADCS-MCI-
ADL, DADs)

Validated dependency
measures (i.e., dependency
scale)

Changes in amyloid and tau
burden, plasma and
Cerebrospinal fluid (CSF)
Safety outcomes including
Serious Adverse Events
(SAEs), Discontinuation due to
Adverse Events (DAEs),
discontinuations, ARIA

Mortality
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Inclusion Criteria Exclusion Criteria

Study | ® Randomized controlled trials ® All other study designs and
Design including any related post-hoc publication types
analyses and open-label

extension studies that are

identified
Other ® Language: English-language ® Non-English language
limits only publications
® Publication date: full-text ® Articles published before
original articles published since 2010 not included in the
2010 (unless included in the 2010 ERG SLR

2010 Evidence Review Group
(ERG) review of Alzheimer’s
Disease treatments) or
abstracts from pre-determined
conferences published since
2020

® Geography: No limit
B&:&: AD = Alzheimer’s Disease, 7/L'Y/\1<—¥&; ADAS-Cog = Alzheimer’s Disease Assessment Scale-
Cognitive Subscale, 7ILYN\AI—wHARE — 254 X4 —JL; ADCOMS = Alzheimer’s disease -
composite outcome measure, 7ILYNAI—F—EET 7+HLIEIE; ADCS-ADL = Alzheimer's Disease
Cooperative Study - Activities of Daily Living, ZILWY/\AX—&ELREHZE — BEEEFSE; ADCS-MCI-ADL =
Alzheimer's Disease Cooperative Study — Activities of Daily Living for Mild Cognitive Impairment, 7JL*J/\
AR—mRLRME - B EZTHNEEZD A ELEEEE,; APOE4 = apolipoprotein E 4 allele, 7RUKRAL /98 E4 33L&
{&=F; ARIA = Amyloid-related imaging abnormalities, 7R/ RFEEEGREE; ATT = Amyloid Targeted
Treatment, Hi7304F B HilkZEIZk 5 A%, BEHAVE-AD = Behavioral Pathology in Alzheimer's Disease
Rating Scale, 7ILYNAT—JRIZH1THITEIREEFHERE; CDR = Clinical Dementia Rating scale, E&ERAIFRENE
EEEFARE,; CDR-SB = Clinical Dementia Rating scale Sum of Boxes, EERREIZREEEEE MR VIRA
it; CDEM-QoL = Caregiver - Dementia Quality of Life, /##& —B&NEAFENE; CDSR = Clinical dementia
scale rating, BEERAOERANAESTERE; CSF = Cerebrospinal Fluid, fx##%i#%; DADs = Disability Assessment
for Dementia, F4NfERE=EELE; DAE = Discontinuation due to Adverse Events, HEE&I-Z&5%1k; DEM-
QoL = Dementia Quality of Life, ZBfFELEEFDHE; DS = Dependence Scale, kFERE; ERG = Evidence
Review Group, IEFTYALE1—%5')L—7; EQ-5D = EuroQol 5-Dimensions; IADL = Instrumental activities
of daily living, FEx#IB & £;EE1E; IADRS = Integrated Alzheimer's Disease Rating Scale, fi&7/ILY/\(<T
—RiHBIRE; MCI = mild cognitive impairment, BEZR&EE; MMSE = Mini mental state exam, =A%
JLRAT—RHEE; NPI = Neuropsychiatry Inventory, ##Z#E#EZHA A2 R)—; PICOS = Population,
Intervention, Comparator, Outcome and Study Design, S&R%EM. T A, L&, POMALABEIURET S M1
QoL-AD = Quality of Life in Alzheimer's Disease, 7IL'YIN\AI—IRIZHITDEEFDE; SAE = Serious Adverse
Event, EELAEEELR,; SF-36 = Short Form 36; TTT = Tau-targeting treatment, #2#Z854%

3.1.2 ALET—2R—X
3.1.1 SATITAVILEA—D) Y —FHITAFIVTEELIZIIVZHILITIAFIVICH
DEUTOEHIZEYBREFITOI=,
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3.1.2.1 WXBRE
LUTDT—AR—RERRITEREREIToT=,

® Excerpta Medica dataBASE (Embase)

® Medical Literature Analysis and Retrieval System Online (MEDLINE) and

MEDLINE in Process

® Cochrane Central Register of Controlled Trials

® Cochrane Database of Systematic Reviews
m&E=R (L Appendix A [ZE52#LT-. #%IL. Cochrane Collaboration N #E T 2K HBXT
—BAR—REFDT)—THXFAMRRRAELHMFEERZOHAEHLEEFERALT. REIUY
2 OvVidSP IT&YEMESNT=, (29) T AIX. BREHERDH DT ILYNAT—EIZx T 55 H1 %
BOERBEZITTVSN AL, BERASNTOSER (FRMIIRFIZBOERREZI(T5HH
HEMEAHD) IZRESN. MADYARE, Food and Drug Administration (FDA) @™z
YArDORBTRRICEYVFEL, MA T, BRAREREFZRZMWICEREL, BERFESINT
WBEHRDAEEEE LT, 2011 £I< National Institute for Health and Care
Excellence (NICE) [E7ILYNAR—RDAEEICEATHEMEFMEA (TR (TA217) %
ARLTHEY., SED SLR TIE, ZOHEAMEFHEA 1 F o AU ICARIN-BEAREFET
BHEEBRIELTIV 80 XRER O REIMI(F@E 15 £/ (2010 £55 2025 F 5
BAET) IZRRELT=,

3.1.2.2 ZDO DR

BERMEEME TRRINTOENT —2EHET 5012, TOMDO X DRERELEREL

Too -G RERIET S5O LTOEEELUOHEDFEREERL-,

® Clinical Trials on Alzheimer’s Disease (CTAD)

® Alzheimer’s Association International Conference (AAIC)

® Alzheimer’s Disease and Parkinson’s Disease Conference (AD/PD)
2021 FEh5 2023 FORIZEESLT- CTAD £&U AAIC D=iEERIE Embase ITEFENT
LMz, 2021 S 2023 FEORICEESNT- AD/PD OEERIE. B EMEEHFET 570
(2T HAhERELT,
L ROXFRIEREMTT 51=OIZ. XT —EIN—RZ AV -RRTHESN-XEH DT T,
EFDMDZLDOXBMMS XML EL—DFRICEFENS SLR DXHEHEEY (30, 31). ZD 2 X
BRDSEE) AMZEDE, SEEMRELT- SLR THESN TSNS ENTIVS I LEHE
AL ARVOCBEDEREZETH-0. SE XD AbEHER L= 2 D0 SLR OXERIFE
D SLR DR XERIZIEE DM o1,
F71-. FDA XU European Medicines Agency (EMA) OFBEHILBIZLIEEEHTEL.
B&Ed HHBROT—2EHELT-,
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https://www.ctad-alzheimer.com/
https://aaic.alz.org/
https://adpd.kenes.com/

FhIZIZ T, LT D Health Technology Assessment (HTA) #BE D 1EsRZE KL, BE
T AEMmEREEELI-,

National Institute for Health and Care Excellence (NICE)

The Scottish Medicines Consortium (SMC)

Haute Autorité de santé (HAS)

The Pharmaceutical Benefits Advisory Committee (PBAC)

The Canadian Agency for Drugs and Technologies in Health (CADTH)

The Institute for Clinical & Economic Review (ICER)

The Institut fir Qualitat und Wirtschaftlichkeit im Gesundheitswesen
(IQWIG)

The Japanese Center for Outcomes Research and Economic Evaluation for
Health (C2H)

SEIEMLT- SLR [CEEY HEBAEFEN TSI LEHERE T H-DIC. BET L HTALZD

wE

EDRBRZEREL=. (32-35)

RERIT. UTOBRKABRDOVI TV (A EREL. BET HETHORHBREREDL .

Clinicaltrials.gov

The European Network of Centres for Pharmacoepidemiology and
pharmacovigilance

The Japanese Registry of Clinical Trials

The EU Clinical Trials Register

The International Clinical Trials Registry Platform Search Portal

3.1.3 YAFIT1YILE 2a—DEE
DRTRTAvILE a—IE. FEEDFIETEREL -,

BE: 3.1.1 DRATITAvILEA—DIY—FIITRAFIVTEERLIZVIZAILIIRF
VIS TRELSERESN, BRELTEONEAMILEREDF NG BROT—4EA
—ATHESN=XHEEHREL THIFRLT=,

ROV—==T: BRADERTOERIF 2 BRETERELI=. T . SO I ML EW
ZRAEL. EXLEL—DORREGHXEERFEL . RIZ. XEDEXZELEL—L,.SLR
[CEDEIMNESIHEHIFLIZ, WTHDEREICENTE, RV—=VT X HoLHED
of-BEH., M A LEGR, #R. HBRTFIO0EE (R 4) [CEDVWTEMEL,
I, BRNEEEZBSTEVED, D, IRNTOEBEEZH-TILOEHEL=.
RAPLESUREDORY)—=2F L2 X LE 21— D TIE. 2 AAMILTRYY—
ZUTEERU, BBREEAANSIHNENIDONT 2 ZOBERNSINIHEICE, 3
ABDEZENRERHIZEL
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T4t T—4HEToTIL—bk (Data Extraction Table: DET) (ZfLM, 1 AI2&
2TT AN Thh, AhShi=T—41&. 2 ABIZ&>THREESh =, BEIZHLT,
EROWEEBEMRET H-0IC3 ABDEFENDEMEEELT =, oI, RELEFADT
— AR L CREBIGHERE 1T o1,

AT RYRIDEEE: FRENDORERIZDLNTIL. NICE (36) TERSN. IQWIG
(37) RS HHEELEFH L9520 DNATAD) AZEEMY—IL (38) ZALVTA
A7 REFHEL = COFFHETIE, BEAERA. SUF LIE BERETOMEL. BEERD
BV HRESSIVFHEEO TR, BEDORE. 7OMLT —EAOFRELE. BXU
ITT (intention to treat) TOMWBMTFICAET S 7 DOREELZLEDEER/LTLEME
EHL. BHBROLEMGNATR)RVHIEEZERL-. BEOFFES LVHEBRD/NN1T R
(F.1 BAFHEL. AID 1 BOFEREL =, FHAICT—BHEL-GEIE. 2 BORTOE
BFELESHICI3 ABEOEHREDEGICIVERLZ, FROVEFORIEZ—TIF/NNAT
ZADYRYIZELTHABBEROFONELT= XA F A BEAEKER D A AT D %
RElioT=,

3.2 VARTFITAMVILEL—DFER
T—ER—RZAWNRFRX, FEEDRAT Y 1—I/LTEELT=,

SLR1 (£ 202346 A 22H

SLR2 (55 1 BIBE#T) (X 202348 A 21 H
SLR3 (2 EIBE#) 132024 F 12 811 H
SLR4 (55 3 EIEE#T) (X 202545/ 14 H

BARIVERERICKBRD—=2 T & XLE1—IZ&BRI) =T DR, 51 66 4 (14
HER) DXEAEESNT=, TEEIC PRISMA flow diagram #HWTHER%ERLT =,

35



2 PRISMA Diagram - SLR1: June 2023 Search

Database Searches

2

g Records identified from: Other records identified:
s MEDLINE (n = 556) Duplicate records removed before screening (n Centerénceabstracts (n =4)
= Embase (n = 693) - 1329) HTA documents (n = 2)
= CENTRAL (n=104) Citation chasing (n =2)
I_IZ_' CDSR (n=1) Public assesment reports (n =2)
=]

Records screened at title/abstract level Records excluded based on title/abstract
(n=1025) screening (n =949)

o

£

2

wi

ﬁ Full-text records assessed for eligibility

g (n=76) Full-text records excluded (n=48)

Conference abstract published before 2021
(n=7)
Publication type / study design (n=8)
Population not of interest (n=1)
Intervention/comparator not of interest
(n=3)
No outcomes of interest (n=13)
Outcomes not reported separately for the
population of interest (n=16)

[a]
w
(=)
=
5 Records included in SLR (n = 38) P

[12 unique trials]




3 PRISMA Diagram - SLR2: August 2023 Search

Records identified from:
Records included in previous search MEDLINE (n=42)
(n=38) Embase (n = 88) Duplicate records removed before screening (n
[12 unique trials] CENTRAL (n=10) =96)
CDSR (n = 0)
Records screened at title/abstract level Records excluded based on title/abstract
(n=44) screening (n = 41)
O
£
2
[
3 Full-text records assessed for eligibility
=] -3
) (n=3)
Full-text records excluded (n=1)
Publication type / Study design not of
interest (n=1)
Records included from bibliographic
search (n=2)
a
w
S |
o
-
o
2 Records included in SLR (n = 40)
[14 unique trials]
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4 PRISMA Diagram - SLR3: December 2024 Search

2
=
=
<
O
=
=
2
w
2

SCREENING

INCLUDED

Pre

Records included in previous search
(n=40)
[14 unique trials]

Database Searches

Records identified from:
MEDLINE (n = 283)
Embase (n = 396)
CENTRAL (n=56)

CDSR (n=0)

Duplicate records removed before screening
(n=316)

}

Records screened at title/abstract level
(n=419)

Full-text records assessed for eligibility
(n=58)

Records excluded based on title/abstract
screening (n =361)

Records included from bibliographic
search(n=19)

l

Records includedin SLR (n = 59)

[14 unique trials]

Full-text records excluded (n =39)
Publication type / study design
(n=11)

Population not of interest (n = 1)
Intervention/comparator not of interest
(n=1)

No outcomes of interest (n=17)
Outcomes not reported separately for
the population of interest (n = 6)
Disease stage not of interest (n =2)
Duplicate (n=1)

Records from other sources (n =0)
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5 PRISMA Diagram - SLR4: May 2025 Search

2
o
=
<
=
=
=
2
w
=

SCREENING

INCLUDED

Records includedin previous
search
(n=59)
[14 unique trials]

Records identified from:
MEDLINE (n = 180)
Embase (n = 155)
CENTRAL (n=65)

CDSR (n=0)

Duplicate records removed before screening
(n=211)

!

Records screened at title/abstract level
(n=189)

Full-text records assessed for eligibility
(n=26)

Records excluded based on title/abstract
screening (n =163)

Records included from bibliographic
search(n=5)

i

Records included in SLR (n = 66)
[14 unique trials]

Full-text records excluded (n =21)
Publication type / study design (n = 4)
Population not of interest (n = 2)
Intervention/comparator not of interest
(n=6)

No outcomes of interest (n = 8)
Outcomes not reported separately for
the population of interest (n= 1)

Records from other sources:
HTA documents (n =2)
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14 FHERDRNERI LT DBYTHD,

& 5 SLR THRESNT= 14 HEBRROH

Trial Name

Intervention and

Description of Study

Author, Year Study Design . N
Comparator Population

NCT Number

Donanemab trials

TRAILBLAZER-ALZ 2
Phase 3, two-arm, parallel Donanemab versus Patients with early, symptomatic

Sims, 2023 (39) 1,736
group, double-blind RCT placebo Alzheimer’s Disease

NCT04437511

TRAILBLAZER-ALZ
Phase 2, two-arm, double- Donanemab versus Patients with early, symptomatic

Mintun, 2021 (40) 272
blind RCT placebo Alzheimer’s Disease

NCT03367403

TRAILBLAZER-ALZ 4
Phase 3, two-arm, open- Donanemab versus Patients with early, symptomatic

Salloway, 2023 (41) 148
label, parallel-group, RCT aducanumab Alzheimer’s Disease

NCT05108922

Lecanemab trials

CLARITY-AD (301 5&) Patients with early AD with
Phase 3, two-arm, parallel Lecanemab versus

Van Dyck 2023 (42) evidence of amyloid on PET or by | 1,795
group, double-blind RCT placebo

NCT03887455 CSF

Study 201 Phase 2b, six-arm, Bayesian | Lecanemab versus Patients with mild cognitive 856
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Trial Name

Intervention and

Description of Study

Author, Year Study Design N
NCT Number Comparator Population
Swanson, 2021 (43) adaptive designh dose-finding | placebo impairment due to AD or mild AD
NCT01767311 study, double-blind RCT dementia
Aducanumab trials
EMERGE Phase 3, three-arm, double- | Aducanumab versus Patients with mild cognitive 1,643
Budd Haeberlein, 2022 (44) | blind RCT placebo impairment due to AD or mild AD
NCT02484547 dementia
ENGAGE Phase 3, three-arm, double- | Aducanumab versus Patients with mild cognitive 1,653
Budd Haeberlein, 2022 (44) | blind RCT placebo impairment due to AD or mild AD
NCT02477800 dementia
PRIME Phase 1b, five-arm, double- | Aducanumab versus Patients with prodromal or mild 165
Sevigny, 2016 (45) blinded, staggered, parallel- | placebo AD
NCT01677572 group RCT and long-term

extension study
Tramiprosate trials
Aisen, 2006 (46) Phase 2, four-arm, double- Tramiprosate versus Patients with mild-to-moderate 58
NCT00217763 blind RCT placebo AD
CL-758007 (Alphase study) Phase 3, three-arm, double- | Tramiprosate versus Patients with mild-to-moderate 1,052

Aisen, 2011 (47)
NCT00088673

blind RCT

placebo

AD
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Trial Name

Intervention and

Description of Study

Author, Year Study Design N
NCT Number Comparator Population

Trials investigating emerging therapies

Florian, 2023 (48) Phase 2, four-arm, double- Tilavonemab versus Patients with early Alzheimer’s 453
NCT02880956 blind RCT placebo disease

PERISCOPE-ALZ Phase 2, three-arm, Parallel | Zagotenemab versus | Patients with MMSE score of 20- 360
Fleisher, 2020 (49) group, double-blind RCT placebo 28 and intermediate level of tau
NCT03518073

REVERSE-SD Phase 2, two-arm, parallel Neflamapimod versus | Patients with mild AD 161
Prins, 2021 (50) group, double-blind RCT placebo

NCT03402659

Tauriel Phase 2, four-arm, double- Semorinemab versus | Individuals with prodromal to 457
Teng, 2022 (51) blind, parallel-group RCT placebo mild Alzheimer disease

NCT03289143

B&EE: AD = Alzheimer’s Disease, 7JL'Y/\(<—¥&; RCT = Randomized Controlled Trial, 524 L1k LB ER
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D 14 KBNS, AHRERER (a) 21 FFRIT+HIEEMBELRRRD)LEL AT
T+IEEMBELR IR L EBERLBRLUHARIEZ LALLM FFRITELARTTT
BHAD EFEZRREL. TNETNTSARBELEL-EREERSE 3 H - E5RHBREER
LTUW=t=tb. 0 2 B (KF++< T TRAILBLAZER-ALZ 2 REEBLULHRTTD 301
AER) DHLEFRELIz, 2R ER (b) (X, EEHRSE 3 H_E5HAER
(TRAILBLAZER-ALZ 2 SER) TRFHRIT+IEEYEELRRRUILET SR (FEEYE
EERRRUIIEFED) EEEBLERLTL =, LEAST, R ER (a) (. FFR3TEL
H3ITDERLRE 3 HRBROLE. HHxd%ER (b) (£, TRAILBLAZER-ALZ 2 5
FAWTEMMNAERMEREILz, TRICENENOHBRDFMAEZ R,

% 6 EMNKE RO FEMEICAV-ERERMRE (GRX)DE##z%: TRAILBLAZER-ALZ 2

E (39,52, 53)

| Fia
AEREERELIBRT | KE.A—XMSUT A Fa RE. BR. A505  R—5UF
SmEDSEEM 2020 % 6 B-2021 £ 11 H
MEREH PET REICKYBRRNIZAB T5—VRBERUAVERENROONTI-RE]
AD #% (AD IZ&5 MCI RUEEDRANE)
FHBIREE o FENAG60mMULBS RUTDESE
o EEENA6HAULIZHI>THRARICEITLTNSIENAAX
FERBRBRENSBESNTVLESE
A==V DO MMSE Ra7H 20 UL 28 UTTHSHEE
F7IOAF PET RE[FL—H—: JALRZE)L (¥F) XX
florbetaben (¥F)V]DFERMN P RFEZEEL B LI-EE
® A PET#&Z&E [hL—4—: flortaucipir (18F) 12D#ERE M FR
R EEEHL-EE
D Florbetaben (18F) (& MERIEICKYERSINDMETHEZIIZE,
2) By PET RED L —H—TH S flortaucipir (18F) [FEIRREK
TR EE ® MRIBRENEZITHIES
® MRIBRETT7IOAEEEEZGEE —ZE/BHREITE (ARIA-E)

AEBHoNT=EE
it ImAS 5 EL EDEE
HBRANESTUVIRBEN 2 AFTULEDEE
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=

o NHMXIEENBHEREEZTTEE

AERTTE

HERETFEARBERXIXRFFEONT AN 1:1 OLLTEELICEIYA
(1=, BT OB EFIZE. REEREERVIKNASVEE (BE
~hEESE) 2RV XEIBETE, A0 3 EIEAHF 700mg
Z.4 BB LUREEAE 1400mg % 4 BEICEICRE 72 BREFIRA R
53,5 24,52,76,.102, 130 BEOTF7IOAK PET #&&EIT&
YRIELT- AB 75—V DBRENT SRV B R BEE VB UL-EE
[F. KEIDSTSERANZEFR T TERELL,

) RERBAIE L)X 1400mg A LREZRIRT HLITENTEY. £
D&.700mg Mo DEIRICERESN=-H, BRERTEE LN HETSN
BRI, AFIFED 43 H1H 1400mg Mok GZERRIBLT-. 4H. JBERE
IREF LR BIN=FIM X ELGDHIM A ERASN T =AY, BERFRITE
REHFEEL=,

9 7IOAF PET REICKYBIELI- ABTZ—VEREN . WThd 1
EDRET 11 EoFOARKGE, XTEHR TS 2EHDAET 11 2L
25 trFO(bREBEERL =,

HEBRTH A1

5 310, ZHERAR. BEAL. ZETR. TS5 RAE., MTERME
&

FEFHEE

FRENMEEE+HIADL O RXT7 (IADRS) DAR—RZA4Uh\n 76 BRFET
(12.24.36.52.64.76 8E) OELE (76 B RIMFENTIE
BRUSEMHDRAEHY. 12~64 B ZEHDFARELL)

FLEIRFHEEER

<HE#E>

® LTORIATDR—RFAUM5 76 BEET (12,24, 36. 52,
64.76 ) OELE (76 88: SEMORBHY. 12~64
BEF: S EROREGL)
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HHE A
>  PRAEZEERDT: CDR-SB
> AD DEE4EEX07: ADAS-Cogl3
> EHIAD ® ADL 237: ADCS-iADL
o FRAMEENRATT (MMSE) DAR—RSAUhD 76 BEEET
(12.24.36.52.64.76 HiF) OELE (ZEHDFARLL)
® [N AR TS5—VEBENDR—RSAU M5 76 BIFET (24,52,
76 i) OZEILE (76 B 2EHORAEHY. 24, 52 @RF:
ZEMDARLL)
<RzeMHE>
o FEEZR IBIRETHEEZZR [ARIAEEEZR (APOE ¢4 &
EFEANEET). KM, BEE. 7T 747F— KRG GEAIS
HSRIEHE]E
HREHEAT Fi% AMEDREITIL EES £H (R—RSM4V &, FD# 1 BELLEDFEZ

ETLEIARTOESR). REMOBNELEERTHRER (BIEA
k. BBREZ 1 EUELRELEIRTOEE) EXHRICTofz. 24
D% 1 EOBREREZHAIAREKE 0.05 [CHEFIEHT 510, T57
AN 7TO—FICEHDBREFIEZAVCTEEFMER . — B DEIRETE
MER. —HORRMTMEREREL: (THSR). REFIRTE
EREARVNASOEENBETRIPFEORADOMAZTMT
BEIRFEL . TOMOFHEER ICEAL T2 EHDOREILITHLEA,

>f=,
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=

BHEMEIEE (CDR-SB Ra7LUSY) #@TT 2 EELMEEFTF
HZELTEHE 2 DBR 3 RRTS/4> (NCS2) @i > 2L, T35
TARBEEARKIBEL LB L, Ml A (B)ZEREN. FFTERFRDX
AT7ERBEEHEL. BIEMRICIENCS OEERFIE. EEERMIEX
BREBOXRBEMER. A—RS/UBEDEH. N—RS5/1 B0 AChE [
BRI/ AROFUoOHH. EEEE. £ALETIEIN—ZISIVDORBAS
DEEEEHT-, CDR-SB DX ELME B FRLLTRRYRLUBIFEIC
LHEEVMRETIL (MMRM) ZA, T ERBEARFIBELLRL
Tz FEHERFRDRAITDEILEZRBEREL . R—XFAUfE. RX—
AZAVEXFHhRRORXE/ER. EEKE. R 58, S, &5
HXFHERF R DR EER A—RASMVED AChE AR/ AR F D
HA A—XSIVEOER. EREHTRER—RS/ODOMRRALVERE
FEEHREL, TIERBELR AR BOETIFEL 2 BOL
LENENDHKR/N_FEFYEETSERBEOELENR/N_FEFYTE
STHEHLT,

ETIHE=(ELEOHBE/TS>RBEOEILE) X100

) BEHE 2 DB 3 RRTF4/4> (NCS2) @ RAEDHDIREE
BIET—2%MBT T 5FED—DOT, RESINTF-FHE R R EEEOFHE
BROTNEEEL., FFHE S EREREL TR, ROT7 OREH#
BITODWTETILERWTHEET %, 48, CDR-SB OEFTIL, fthd
HEBLEDLEERS (T H=0HIZ, &Y—HEH7L MMRM ARG,
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HE FEAE
YUOTNHAX FF+<J8 (860 &)
TotuRE (876 &)
HEEDEILERE | FFRITH (860 4)
B F# (SD): 73.0% (6.2)
B ZHDEE: 57.3%
m  MMSE X337 (SD) : 22.4 (3.8)
B  CDR-GAR37: 0: 0.2%.0.5: 60.8%. 1: 36.0%. 2:
3.0%
B e (RYV—=2585)® 1 MCI: 17.0%. Mild AD:
82.9%. Moderate AD: 0.1%
B Amyloid plaque”): 103.5 (34.5)
B Global tau load: #H&%4L
B APOE €4 Carrier: 69.8%
® TJStARE (876 4)
B 5 (SD) : 73.0 %% (6.2)
B ZHOEE:57.4%
B  MMSE Xa7 (SD) : 22.2 (3.9)
B  CDR-GAO7: 0: 0.5%.0.5: 61.2%. 1: 35.4%. 2:
2.9%
B R (RY)—=UJ8)® 1 MCIL: 15.7%. Mild AD:
84.3%. Moderate AD: 0%
®m  Amyloid plague”): 101.6 (34.5)
B Global tau load: #H&%4L
B APOE €4 Carrier: 71.2%
) MR ELST-HBRTIE. AD DRAT—UITE DN TEFE DB LR
ETHOISFEIFLREENMERINTEY. FEAEDRRTIE. R
—RFAVTDEEDRAT—VERNETH-HICEDREENMERSINT-
MO BRI REN TV A ST,
N TEAARTS—ILRLIEEFOARTHAESh S,
FTEFMEEOHKER | <2HAHEHE>

BEAILLSNT 1,736 il (T5EARE 876 fil. K< TF 860
Bl LLTEIE) A ITT OFRTRAREFT, COSHRREN 1[0
LiEgEant=1,727 51 (874 fl. 853 fil) NREMEDEEHT*T
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SFEMTHo1=, TDIH R—RAFAVRUR—RS/UHD 1 A
LI EICESMHEHEIE B DR REE T HEEA EESYTH 1=,
1E5I(E 404 51 (173 %1, 231 ) T, E4PIEEAL, KERE(C
&A1k 205 61 (94 . 111 ). HEEEZ 71 41 (21 1. 50
f5l) TH-71=,

® (FFARITHETIE. BE 76 BFETICTSERADYBEZEES
=L 8B &L 69.2% (429/620 i) THof=.

o HEREIRMIGD AD FERBEXE YDHAMIL. FRRIILA 847 4
(429 I, 418 B5) . YISRFHIUA 150 6l (77 BI. 73 B1). A
FURAIUMN 76 il (41 1. 35 6l) ARFUH 439 il (231
1. 208 ) TH->1=,

<FEFMEE DHER>

<£{k&EH> (EES £H)

REIHEEE+IADL M X37 (IADRS) DR—RSAUhD 76 BRDE
tE (RIN-RFHELITERE) (X, 2AREFATIE, RFRITE-
10.19+0.53, 75+/KE-13.11+0.50 THof=. TILEDFHHE
(95%1S3EX M) (&£ 2.92 (1.508, 4.331) T.FS5tREIZHT DR
FRITHOBHMEIRIESNT (p<0.001), EITHIHIERIE 22.3%
THol=,

FENMEE+IADL MARO7F (IADRS) MDAR—XFA4 M5 76 BRFET
DECE<2HREE> [EZFTMEE (76 B RIEMTMEITHER
RU 2EHORAEHY. 12~64 85 SEMHEORELL) ]
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8 EES [CEFNDEFIKIIFHEBEB BEICELS,
) ChE BHEFIRY / RIFATUFY

ILBEIRGHABERD | <HIME>

R <&k&EH> (EES £H)

o FRAEFEERATT (CDR-SB) DR—RSAU i 76 BABDE
L8 (RD-FFHEAZERE) (T, 2RKHATE. FFR7
7% 1.72+0.10. 75+R% 2.42+0.09 THot=. TILEDEH
2 (95%S$EX M) (£—0.70 (-0.95, —0.45) THY (p<
0.001, EEMDREEHY. MMRM), HETHIHIE(L 28.9%TH
21,

e EHIAD ® ADL Ra7 (ADCS-IADL) MR—RSAv D 76 B
BOZELE (R/PNRFHELIZERE) . 2HREFATIE R
FrYITE-4.42+£0.32, T5tR#-6.13+£0.30 THo1=. &
LEDHME (95%EEXM) X 1.70 (0.84, 2.57) THY
(p<0.001. ZEMDFARHY. NCS2), #ETHHIEIL 27.8%T
H-ot=,

® AD DEKMAERTT (ADAS-Cogl3) MR—RSAU D 76
BEROELE (R/N_RTFHELZERE) X, 2HREETE.
K> < JE 5.46+0.28, FS5t/RE 6.79+0.27 THof=, ik
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<zzH> (CEERERS5HH) (REUERTINREH)

ENHMZE (95%EEXM) (-1.33 (-2.09, -0.57) TH
Y (p<0.001, ZLEMDHREEHY. NCS2), ETHIHIZE L
19.5%TH 1=,

AHEERTT (MMSE) OAR—RSA4Uhb 76 BAEDZELE
(BN FHYELIEHERE) (T 2AREFATE. FFRITEH
—2.47+0.14, 75tR#—-2.94+0.13 THo1=, TILEDEER
#= (95%1E#EXM) (X 0.47 (0.10, 0.84) THol=
(p=0.012. 2 EMHDFARALL. NCS2),

T7IO4F PET BE WICKYBIELKNA AB T5—VikE (v
FOARE) DR—RSAUh5 76 BEDEILE (R/IN-FFY
ELIZERE) . 2AREFATIE, FF T TH-87.03+0.95,
T5tRE-0.67+£0.91 THolz, HEE (95%EHERXM) X
—-86.37 (—88.87, —83.87) THo1= (p<0.0001. ZEMH®D
FAEHY. MMRM),

HEEZ (Treatment-Emergent Adverse Event: TEAE)'V
DFEEEE. FFRTTE 89.0% (759/853 fl). F5tRE#
82.2% (718/874 fil) TH>1=, £%4 TEAE (RF+RITEHT
9%kl EITHIELI-ER) (L. ARIA-E (KF++<TE# 205 4l. 75
AREE 17 ). ARIA-H (RF#< T8 168 fl. TS5t HE 65
f5]). COVID-19 (K< J & 136 ffl. F5tHRE 154 ). 58
f& (FFr<J8 119§l 758 86 fi). 8xfel (FFr<TJ#
114 5, 75tHRE 110 ) THot=.

BER 12 ORBENS(X, K+ TE 48.1% (410/853 ).
T5tRE 19.8% (173/874 ) TH-o1=.
BEELGATERII.FFRTTH 14841 (17.4%). T5tHRE
138 4l (15.8%) IC@RHon. FLEELEERER (FFrvJ
BTO.5%LEITRBELI-ER) [ ARIA-E (FFRTT8 13
). &kt (FFr<T 89 fl. T5tHRE 13 f]). COVID-19 (F
FTHRITEOBI. ToERE 4 6l). ik (FFHRITHESH. TS
AREE 5 Bl), BRfE (KT8 56l TS5wRE 1 6l), 2l
BEE (FFx<JE 5 4l). ARIA-H (R TE 4 ). Hik
(FFx<TE 46 TR 1), MERE (FFRTITE#H4
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Bl T5tRE 2 f4l). SUBEET (FFRITE# 4 6l. T5wRE
2 ) THo1=,

o KERIIIESHEEFRRIE.FFRIITEH 1124 (13.1%). 7
StAREE 38 6l (4.3%) IZROLN.FFRITEHT 1%ULIC
RELLBRIEEAHEIRE (FFRTTE 31 41). ARIA-E
(K=< 8 21 Bl. T5+KRE 3 Hl) THof=.

® FTIX.FFrR<TJE 1641 [FET (3 4). MERE. BREX
(% 2 ). BERHM, COVID-19 <£ETFHM, 7ILYINAT
—RIEBHNSE . COVID-19 fifi s, FEIR{F1E . ARIA-H, fii/K. ARIA-
E (& 14l) 1. 75tARE 10 51 [k (2 6l). DEFEE. IFR
T2, BimfE. BEEZX (—BIERFEFE). BT, 72— LKS]
HRFREE ., 7ILYNAT—RIERENGE . SIAREELAE (& 1) ]I
ROon. . ZOIBFFRITEHD 3FIIZEBROHONI-ER (FELT.
ARIA-H. ARIA-E) RUTStRED 1 FlICEEHONT-ER (B
AREEILIE) (. ARBEOARBERNEE TEHL SN,

10) ZO)LRAEIL (18F) X[ florbetaben (18F) ZHL -
[florbetaben (18F)(E &M EFICEY ERBINIMETEZEIE],

W AREOWEKRSEMNS, —_EERESHBK THE 57 BX(E#H
ISR TORRECHEBREMBOVTNNRNAETITREL
= RREDCERERBERICHICREXIEEENBILLE-EEER
12) SRBRELDORERBERMNBEETELU TEAE &

13) BHEOATHREL-ZR (Wﬁﬂ%ﬁ~ﬁﬁﬂiﬂEkﬁ RFw<IJET

% 2/365 ) FB&<,

B&:&: AD = Alzheimer’s Disease, 7/L'Y/\1<—¥&; AB = Amyloid B, 72O4KB; AChE =
Acetylcholinesterase, 7tF/)Lal)>TRT5—+; AD = Alzheimer's Disease, 7ILY/\1<—j&; ADAS-Cog =
Alzheimer’s Disease Assessment Scale-Cognitive Subscale; ADCS-IADL = Alzheimer's Disease
Cooperative Study-Activities of Daily Living Inventory, instrumental items; APOE €4 = Apolipoprotein E 4
allele €4, 7RREH E ®3LEEF 4; ARIA = Amyloid-Related Imaging Abnormalities, 73R4 FE:EERE
#, ARIA-E = Amyloid-Related Imaging Abnormalities-oedema/effusion, 73O/ FESEEZERE — ZIE/BH K
BF®; ARIA-H = Amyloid-Related Imaging Abnormalities-haemosiderosis/microhaemorrhages, 72O/ FH
EEGEE /M- RERANEDTY2MEE; CDR-G = Clinical Dementia Rating scale Global; CDR-SB =
Clinical Dementia Rating scale Sum of Boxes; EES = Evaluable Efficacy Set; iADRS = Integrated
Alzheimer's Disease Rating Scale; ITT = Intention To Treat; MCI = Mild Cognitive Impairment, &ERNE
E: MMRM = Mixed Model for Repeated Measures, #&YiRLEIEEICRETZEAGMNEETIL; MMSE = Mini
Mental State Exam; MRI = Magnetic Resonance Imaging; #% & #£EE%; NCS = Natural cubic spline, B
R 3 RATFS4>; NCS2 = Natural cubic spline model with 2 degrees of freedom, BHE 2 OBR 3 XRTS
A2 ETIL; PET = Positron Emission Tomography, &EFRHEEE#RSs%; SD = Standard Deviation, 1Z#1{F
#; TEAE = Treatment-Emergent Adverse Event
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Sl A2 EMNTES (40, 55, 57, 58),iADRS (FIREFEEH THY(59). TOHETRUFEM
RENTLS(55), F- . BBRMICERDHIR/NEILEDHEENERINTLSIFEH
(55, 56). NEEDEBDL QOL LELDEEMELREINTINS(2,3), ThoD I,
I DEIE 2 #5RER TRAILBLAZER-ALZ K8k, EfS £ FESE 3 H-_E5HRHAR
TRAILBLAZER-ALZ 2 SE&Tld. TEfiIE B % iADRS £LT=(55),

® iADRS OHE (54-56)

IADRS I%. ADCS-IADL (FEx# B35 4 EH#EE) * KU ADAS-Cogl3 (FRANHERE)** Mot
B, RABEDIETABEEEDXITRANDIRIFITEEF 1 DOMERITELT. 7ILY
NI—IRDEFEEETIEILDB RN RENTEREDEEEZRET SFHERETH
%, B RA7IE 0 M5 144 QEFE T, ROATHEVFEREDREEN LY KEWNIEETT,
FERMBEEEHEELRAMEEED 2 DDOMEEEHRELT- IADRS (X, BEEOXBEELHD
(RSN ORBENEILA#DND) BHEERZ LT, FEBICHEELSDEBHETICHE
BELGWEEDEEZR/MRICINZ 5 EMNTESD,

* ADCS-IADL [Z. ZILYN\A<T—fRD BEEEEE (Activities of Daily Living: ADL)
DFERI7 THB ADCS-ADL (23 BH) MORHBDEBEMET LY/ NI —FKIZEET 518
BEHRFHLTLNAS, 18IBH., 85t Ra7IX 0 5 59 MEFEEEY ., Aa7REIIEETDEEMN
KYRELY,

*% ADAS-Cogl3 [E, 7ILYNAI—ADREMEEEEElT 2R —ILTHY, 13BEDE
HRA7IX 0 HMD 85 DEFE T, RATEEIZEEDIRENKYKEL,

& 7 BMEAEREOFHEIRAL-ERRTTR (FRX) OF#MR: 301 HER
(42, 60, 61)

HE i
HEREEEL-15FT k. 3—0Ows. 7T
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BHAD £H D 1,795 6] (HAAEHE 152 )

1)

TIINAI—RICEDBEERMEE (MCI due to AD) DF[HE

MAPEETHIBERIBEETILIYNAI—EZBNEERE

FRIRERE

2)

MCI due to AD O RTEEMEA hERE

> NIA-AA?) [2k3 MCI due to AD O ELDERIRE#ES
L. ZOEREMNFEEICR S SIND,

> RO—ZVUTHRUR—XSA/2 8D CDR Xa7H 0.5 »
D CDR MEEARTIFTAHA 0.5 Ll L,

> EHMREEFTNBITHCREL. XY=V AR 1
FORICERICETLTVWSEOBREKRERET 5, 1=1ZL.
BB B CLO>TEDERNERINIDLELH D,

BETILYINAT—BEREE
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BEBHEBREEZTHT-T
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1.0, ™D CDR M&EEfERAIF7A 0.5 LUk,

Wechsler Memory Scale-IV Logical Memory (subscale)

II ORI FHFAEFATHBEEZDGED 1 FERFETEY

(50~64 i%: 15 LATF.65~69 %: 12 LIF.70~74 m%: 11 LA

T.75~79#%: 9 LLTF.80~90 &F: 7 LUF). TEV—FEEERE

ENFHMITREINDRD) VTR UR—XS1UED

MMSE a7/ 22 UL 30 LT,

TERINE AR

F 5 50~90 %,

F7IAAK PET XL CSFRETT7IAANR B RELERET SR

N@RHLHNSD,

National Institute on Aging-Association: k& E L &1L #ZE -

FILYINAI—FHE

FRRRSVEEE

[REED AD USNDERNREEERET CHEL RIFLEDK
BEIZH D,
BREBICKXEEE-TEINIHIFEMHEE XTI
(fl: I8, R52FEXIFER) #6575,
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o /MM (RXE 10mm LUTF) 5T E, &KE 10mm &

® 2H—=LHM Geriatric Depression Scale (GDS) Xa7
N8 UL,

o XVU—ZUJHDM MRI #REIZHE LT AD LIS DBAEZ R
THRRARHERDHIFENBDOND,

o U)—ZUTHDMK MRI REIZEWVT, LTFITRYT ZDMhDER
RHICEROHLENROHLNS:

DKM 1 R, RAEDTYVIRELE. MERERFZE. Mk
5. NEe . BIARE. MEFHF ., BERE. SRUSVFEEXRL
KRIMEXZRBHEORZED, EEQ/NMIEREXTAEREXIE
AR ERIIRES (=L, BREX IILEEREDH SN
PRET. ZAED lcm RETHNIEBRN T IV EFGRNEE
L),

® LARTYIDEEREEERT S,

HERAT A

RO —Z VT HISEESNT= 1,795 BIEEEAILL (F5tREE 897
B, Lhr< T8 898 ). fmBIZT 18 n AMZE L=, T5tR (75
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&IZ 60 DA T TRIBEREL =,

*x 1 BRIRBENH-1-HE. -90 BETHEINT,

*x 2 B AT—Y (MCI due to AD/#2E AD-D). AD SERHEED
ERADHE. ApoE €4 DREKR (FrI)TXIE/oFr)7)., #ilg
EBAIRFELEBELENERINT,

HEBRT 1

ERRHE ., SR BEAL. ZEER. T 0ANME, BITHBLER

FEFHEE

%5 18 nA&IZHET5 CDR-SB DAR—RXFAUANLDEILE

FLEIRFHEEER

<HHHE>
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FEER.BERBRE. AM2LY1Y DER. X MRI, DAV E 7B
FEliR4—JL (Columbia-Suicide Severity Rating Scale: C-
SSRS)
et F & %5 18 nB#IZH+5 CDR-SB DR—RSAU D EILED EHE

T TI. FAS (Full Analysis Set)+> Zx&I2, EREBMREINET—
R T HREMBRETIL (MMRM)® RN TLARIIEET SR
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T.HRE5H. FHHEMNS. BEALBOBIEF (REXT—Y [MCI
due to AD XIEBEETILYNAT—EIZBHMIE]. AD EERHEENDA
—RSAVEHEOHABEE [7EFILIVVIRTS—EEER
<AChEI> RU/XIEATUFU], ApoE €4 REKR[F+ )7 XL/
D) T Mg ALk A —RMSUTEEOEM . PEERT ST K
F#thig]). CDR-SB DA—RSAUELFHER SEDRE/EA. HU
[CHREHLHENAEOREERABZEESHRELTEDT, KAED
WEEIThiEh o, IBERERIE. %5 18 nA%IZHI1+5 CDR-SB
DR—RSAUDLDEHEREICLHRIITEHLETSEREEDOETE
AENEL, BE/KEEZME 0.05 ELTRIEL:-. EEARIREER
[ZDWTH, LERERBOBE FiEEAVTHEML -, 4. 7SOAF
PET o FAAR R —)LICBET 2 EELEIREFEIEE OfEMTIZIX PD
BRRER DEMALM,

O BEBILRITCEBRENRSSh, TEFHAEIEE QAN THERT —
B (R—RIAVRWERERER) 28T HHBRELRRALL-, 46,
HROOFIAIIWRABELEAE (COVID-19) /R TIysd (2020 &£ 3
B1B~202047 B 318) [2658M (42 B. $hbhbERKTS 3
EOH/E(CFZE) UL GAREOERENDIIN-EEERKET.
LERFLHARER T KYLRTICRIEAILIN-REREE FAS+HLIRIL
&M% FAS &L1=,

© ZEVRLETHREZEOREESHRETNVICEAIEFIELLR
BBIE T — 2% MM 5-OICRIAShAMEETILTHY . BAIT—
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7) REBENEEIN, 1 DULDENENSA—LFEHTEHIEMNT
BT —3 (R—RSAURVBREBRERER) 289 5BBRELEMALL
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FAS+ (Tit. FEFHMEIEBE OHFER  2AEHEZSH)
Lh+< I8 (859 &)
TS5twRE (875 R)

HEREDELGERE

LAR<TTE (859 &)

8 (SD): 71.4 % (7.9)

ZHEDEE: 51.6%

MMSE 237 (SD): 25.5 (2.2)

CDR-G X7 : 0.5: 80.8%.1: 19.2%

fEIR (R—RSAUBHE) 8): MCI: 61.5%. Mild AD: 38.5%
Amyloid plaque (SD) 9: 77.92 (44.84)

Global tau load: #®&E74L

APQE €4 Carrier: 68.9%

To5tRE (875 4)

F#5 (SD): 71.0 % (7.8)

ZHEDEIE: 53.0%

MMSE 237 (SD) : 25.6 (2.2)
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Global tau load: #HR&#LL
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BEALENT 19 1,795 6| (F5tRE 897 fil. LHR<TTH 898
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) RABRTIEKREICH TR FOETELBTMRERLLTFAS A
ALERREREMEFITIEMERINTEY., FAS (XETE H# O EE/RZ X
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BELRIRGHEIER. 3.6.12 18 NAAT—H—FHEIEE]
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AIZHESRIE 26.1% (234 i), 7O/ REEEREE - MU/
MEUVANEDSTYURE 13.6% (122 ), 7IOAREEERE
H-FE/BHEITE 12.6% (113 §l). RERAEDTUVIRELE
5.2% (47 f5l). B8%& 1.8% (16 ) TH 7=,

BSEGRIERIE. TS5 ERE T DEHE. BIEE, BAESEH
B CGETHORUVEMABEMEESRENE 1 HliTHoT=, LART
TEHTEGEAICHESRG 11 4. 7SO/RBEEEGER-FE
BHRITE 7 6. 7SO/FBEEEGEE-MNEORUANEDT
JikiE 2 . OORESRR. BBUE. BRIFRDSFIUUNE,
BREHK. SHEEBEENE 1 fiTHhoT-,
RTIZES-RHERIFEOH NGO,

‘5t ICESRIEAE. TS uRETIL, BBUE. 8Bl EA
[CHESRE. FBERLR. UYTFE. 7IO/FEEEGRES-M
INIBRUANEDSTIVIRE . FEMEDHE REAEEHE. B
R, HEEE. EERE GETHL, XM RUVEXEENE 15
THo1zo LARTITEHTIE, 7EIOAFEEEGREE - M/ E MR
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| i
UNEDTYVEE 15 6l 7SOAFEEEBREE-ZE/BH K
BTEE 14 Bl EAICHESIRIG 12 Bl BRANESTUVIREE 4
Bl ARKE . BEUE. BRIERDF2 U/ RME, H, 50K, %
. EREHE 1 HlTHoT=,

o HEER (ARIAICETEIEEER) | LARTITHIZE T HER
£ 19 ARIA-E. ARIA-H DFEEZREBRETTNETN 2.8%
(25 ). 1.4% (13 f5l) THo1=,

15) (ADAS-Cog14 Zib =D E#MZE/ TSR E D ADAS-Cogld %
{EZ)x100

16) (ADCOMS Z L ED M ZE/T>RE D ADCOMS ZEiLE) x
100

17) (ADAS-Cogl4 ZL EDE#M=E/T5tRED ADAS-Cogls %
{£2)x 100

18) 72O4K PET SUVR ORBE 1.17 1T ST 5 FASRRT—IL
DEEE 30 LEHE L HESRETRHRTIONNEREHELZEES
DERIEEVFAARRAS—I)LD 25~35.7 [ZHHL. 30 OREXZD
#HBFNIZHSH(62-65), F1- REBHMEBFHIC AR REOFELEIL
=15 A(66)HM I CSF F 0 t-tau/AB LR U p-tau/AB tLDRER{EIC
EOERATIOANERBEHELISE(67)DEREL L FOARRY
—VIHBE T HECDORBEERET S,

19) BERREEIRZEH T HIREE, ARIA [ZEERAEREE DN EA S
M EEOTANAVERENDEELERMNEIL LN H S, ARIA IS
EET HERELTIL, B, 3L, RERES. HFV HER. STE

EFENHESN TS,

B&:&: AD = Alzheimer’s Disease, 7/L'Y/\1<—¥&; AB = Amyloid B, 72O4AKB; AChE =
Acetylcholinesterase, 7tF/)La)>TRXT5—+t; AD = Alzheimer's Disease, 7/L'Y/\1<—¥F; ADAS-Cog =
Alzheimer’s Disease Assessment Scale-Cognitive Subscale; ADCS-IADL = Alzheimer's Disease
Cooperative Study-Activities of Daily Living Inventory, instrumental items; APOE €4 = Apolipoprotein E 4
allele €4, 7RYREH E ®3#E{F 4; ARIA = Amyloid-Related Imaging Abnormalities, 73R4 FE:EERE
#, ARIA-E = Amyloid-Related Imaging Abnormalities-oedema/effusion, 73O/ FEEEBGEE —FE/BHK
Br®; ARIA-H = Amyloid-Related Imaging Abnormalities-haemosiderosis/microhaemorrhages, 7=A4/FH
FEEGREE —RM/NE M- NERAEDT VLB, CDR-G = Clinical Dementia Rating scale Global; CDR-SB =
Clinical Dementia Rating scale Sum of Boxes; ChE = Cholinesterase Inhibitor, 2)> T XF5—HEEH|; CSF
- Cerebrospinal Fluid, C-SSRS - Columbia-Suicide Severity Rating Scale, EES = Evaluable Efficacy Set;
FAS = Full Analysis Set; GDS = Geriatric Depression Scale; iADRS = Integrated Alzheimer's Disease
Rating Scale; ITT = Intention To Treat; MCI = Mild Cognitive Impairment, BEE41EZ; MMRM = Mixed
Model for Repeated Measures, ##YRLUBIEMEICET HEASEETIL; MMSE = Mini Mental State Exam; MRI
= Magnetic Resonance Imaging; #iSILIBE#,; NCS = Natural cubic spline, B# 3 RRXFS51>; NCS2 =
Natural cubic spline model with 2 degrees of freedom, BHE 2 OB 3 RRATSA4VETIL; NIA-AA =
National Institute on Aging-Association, KEELZ{LHERT-7ILY/\(Y—JFI%; PD = Pharmacodynamic,
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ZE N5, PET = Positron Emission Tomography, [5&EFRHEfERS%,; SD = Standard Deviation, E£{FZE

33 HERFEFRENERLRANABRDO—EEME
SLERTEREN R - K- REFTRERRBFEMFI DICHoTERLREMEHAERIZDONT
[F. & 6 [SRLI=BYTHS.

3.4 VATITFAVILEA—D) Y —FHIRFIY (BLEHLERNBHIVGERRAR) [
LI BHEEDH]
BT

3.5VATITAVILEL—DOHRR (RLHLEHBH IV KEESR) [RLTIHEDH]
ZEiL

3.6 BRET—SOBEHN [RATHHEEDH]

MMSE 20-21 O K ER(b)ISDVT. BET—2DBRFTETL ., UTO#REE BT,

® MMSE 20-21 OXZEM(b)IZH 1+ 23R4 EE+IADL ®RX37 (IADRS) MDR—RF
1vns 76 BEOZELER. PRI H - 7> 5 - <
by, xe2o#mE (95%EEXHE) S I ) <5--
() - £ 7= o c®or-.

® MMSE 20-21 OXZEM(b)IZH T SREAESEERTT (CDR-SB) DA—RF5/Y
B 76 BEOELE (Bh—RTuErEeR) . Fr< X . 7
St I <5-- ZitEnimE05%EERRE) I
B <5-- -

NBDRMIEY T T IN—TEITTHYBIMARERLT-8 IADRS [CEVWTHEZHEEE

ARENTLVEVA, BRI EHREFERBROERMEZRL T, Ff=, ETILTHLTWVST

VFRAURTHSH CDR-SB IZEVWTIF2AKHDALELTHIT T IL—T T TLEEELH

btz

ZRAMRESMOETILIZENT, Mild AD-D/7 LY NAT—JRIZ L DB E R4 Moderate

AD-D /7 IVINAR—IRIZKHPEERIGE. Severe AD-D /7 ILIYNAT—TRIZKDEE

RHAEDERE (L. CDR-SB IZKYRESINTLVS, CDR-SB DEILZARUMET HRFRTT

ETSERDNY =L T OBEY TH S,

% 8 Hazard of Progressing to CDR-SB MCID
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NF—KRH 95% CI p-value
SAREKEMH 0.623 0.519, 0.748 <0.001

wmse 2021 | I B

CDR-SB OEALIF A=A UENDERKRMIIZERDH H&/NDE(68) (mild LLED
AD [ZEWTIE 2 RAh) DFEEA 2 BORIETERLT 2 ML EERESNGEIC, &
BWISOREDBICHEAELEZLDEER Lz, /N\F—FLIE Cox EHINF—FETILTERHL
TW%,

FF#<J D% 3 HEBRTOEEIHEIEE (X IADRS THAHHN . SEOERAMNRITDETIL
Tl LFE D&Y CDR-SB ZEEEDFHBDRIELTEAL TS, Chid NICE LOMRTE
RONHYEBREF DO K2 TH CDR-SBZEEEDFHEDIEEFELLTHLTLS, KL
TICERGEDFHZERL=,

(NICE A oM E&ERI)(69)

Priority question: Treatment effectiveness in the model

The Clinical Dementia Rating Sum of Boxes (CDR-SB) change from baseline is
described as a key secondary endpoint for the TRAILBLAZER-ALZ 2 trial and the
TRAILBLAZER-ALZ trial (whereas the primary outcome in both trials was the
iADRS change from baseline). CS section B.2.3.1 states there are many
neuropsychological tests available for measuring disease severity and
progression of MCI due to AD and mild AD dementia but no single test is
recognised as the gold standard. Please would the company explain their
rationale for choosing the CDR-SB as the measure of disease progression in the
health economic model (i.e., what do the company perceive as the advantages
of the CDR-SB over the other neuropsychological tests, particularly the primary
outcome iADRS, conducted for the TRAILBLAZER-ALZ and -ALZ 2 trials?)

(Lilly Ao EIZ)

The iADRS provides an integrated assessment of cognition and daily function.
As a continuous measure, the iIADRS total score provides a fit-for-purpose
primary endpoint for assessment of changes in cognition and daily function
within clinical trials for early symptomatic AD.

In contrast, CDR was developed and validated as a clinical staging instrument

supporting ordinal classification of individual patients into one of 5 distinct
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disease stages (no impairment, questionable/MCI, mild AD, moderate AD,
severe AD).

As a clinical staging instrument, the CDR serves as the established, widely
accepted measure of evaluating and modelling progression between these
clinically defined disease stages across the full spectrum of the disease. In
addition, these disease stages can directly be linked to level of independence,
and therefore costs and resource utilisation, which is of particular importance in
cost-effectiveness modelling. Applying the treatment effect of the CDR to the
disease staging based on the CDR increases consistency across the model and
reduces uncertainty caused by the use of different scales. In addition, unlike the
CDR-SB, the other scales included as outcome assessment tools in the trial (i.e.
ADAS-COG-13, MMSE, ADCS-IADL) assess either cognitive or functional domains
but not both. On this basis, Lilly maintains that CDR-SB is the most appropriate
scale to use to model the treatment effect as was provided in the original

company submission base case.

3.7 A7 FVLADEM [BUTHEEDH]
ZEiL

3.8 LB ORINT—IAITF IO ADKER [ZETHEHEEDH]

3.2 VRATRTAVILEA—DHERTRBDBEY . #ITAREH (a) F. ZhETLOEFIDE
BRERSE 3H_EFEHRHABR (FFRYJ D TRAILBLAZER-ALZ 2 BB IULARTTD
301 HER) ZRAV-RELBNAIRETHEINERE Lz, 2T HREH (b) T,
TRAILBLAZER-ALZ 2 &BRZ ALV TEMMARMETE T 22 RETLI-. dRERMT LI
TERICHERDFMERTE L=,

3.8.1 2T REH (a)

3.2 VARTRTAVILEA—DERICEH DAY, FFRITELBMBTHAIL IR ITEH
BROBRRFEBREREL TS, LALEAL, HREFICENTMMSE DRO7 8L ERE
RICEELNHHEN D, COFRBRM TOLLIRIITRIRETHHEHIMIL =, HERBDEZRIZDLY
TR I ITREBLT = FFRITELARTTDENMER VR 2MEICEAL T, ERIRABR TORIR -
NEE HAANOGNE-EZOER. BIMURVREMOFHES . AREDCRSHRH
(TRAILBLAZER-ALZ 2 ERTIX7IAMRTS—V DR ENERINNITESETETLTL
1z) FISEWDH A=, ChoDEHBROBERZL>THEFIDEMN M- REHOLLRET HL
FTBEY)TH D, SLR [TENTHICR F R T ELLB BRI THHL ARTITELLEK T HTE
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DTERZIETUVANFETEGENof=Ceh o, BRERATHEDH TANIMRUVREHIZEN

HADEFERLLY,

£ 9 EIMARICEITIELER

Lhxr<d FFx<d
301 A5 TRAILBLAZER-ALZ 2
R

BIRE#E FhnhS 50 mLLLE 90 L FhihS 60 m Ll L 85 L
T.MMSE Xa7A 22 It | F.MMSE 2a7A%20 ULt
30 L. 7SO4/K PET &= | 28 AF. 7SAAK PET T7=
(XINEHEH (CSF) REICK | O/NREN’HER(CSF RE
S27I0MFREOERNSVE | (FEBESNGE,N>F)SNDT
THAHZEMNEENT= ¥ MRI | &I2HNZ ., 47 PET TEELL
TORNEELLTIE, RN | LOBRRFOEEIERSN
EDOTIVRE (L AFTHLH | HENEEND, i MRI T
NIEHA ANT), h | OBRARELLTIIREAT
Hifl, KE 10mm B | OTUVIEEMN 2 AL
Hin, ARIA-E. MEREMRZE | niThHNITHEAANEEF
B.EEOBRERE. KNG, | D). K hdm, mX&E
fxErie . BIARE. MEFR. B | 10mm Eo kL m., ARIA-
RRE. ERMSVTEEX E. MERMEMZE. EEDR
FRMEXEEEDOMESR, | BRE
EEQ/NMEREXIT SHME
REXIFRNIES

RitefE . RNERIE. BOARAE. ME | BROAEEIZEFILD HAANEHS

. BRRRE. SRUSVS

A 2 3 (&K i B 3% B A8 ek oD fid

Zh EEO/NMNIEEBRIE

SR ERIKESZEET

SEEFEORYHKL

EEHRHOBELER - TYER | 714 % 73 %

EEHOBELER: MMSE

S 25.5 22.4
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REBROBEFER:R—A31
VEROTIASMREUFASRE | 77.92 103.5
X i

REBROBEFTR :RN—R31
VDT IVINAI—RDIE | 51.9% 60.6%
RUBEOE AR
RERDOBEER:APOE
€4 BETE - REESEX | 15.7% 16.7%
YT DEIG***
B&:E: APOE €4 = apolipoprotein E 4 allele, 7RURZ2/HE E4 HiEETF
* MMSE 227 : 237 EBIFEEORENLYRENIEETT

¥ R—RSADTIAAREFOSE: BEFTIOANBEROBRESLYSENLETT
*** APOE e4 BRFRAREESRFYITIX ARIADT IRV ESND

AD and Related Disorders Therapeutic Work Group (ADRD TWG) KU BN TIZEE
SN-EMRY (ad hoc experts) IZ&UERSNIzZFFR<T D Appropriate Use
Recommendations (70) Tl&.Z® 2 HBTHAANON TWSEEEHITEWNLHHIE
ZIEHELTHEY. FFRTTORBRIHAANON LR TIE 7O/ NREA KV ETLTL:
CEN, mFRHERTD ARIA 0)%IEEIJAODEL\Egﬁﬁﬂﬂ'éb\%L#LEL\&:’E&”’CL\T:O HIZR =
YT DE 3 HRRICHAANON-BE L, BRRMICKYETLTLSH. ChoDRETD
AL HEE ?ﬁthﬁxféab\_&éﬁﬁnﬂL,’Cl,\to

3.8.2 xR EH (b)

A2 EEHSBENSEENRH AD BEERREL-ERLRE 3 848

(TRAILBLAZER-ALZ 2 i#ER) TI&. £4A%H (EES) I<HL T, X EFHEEB THD

IADRS. BIREHEE H T$HS CDR-SB R UMD FRER BT SEHOHEEE MS. TS5

TRELELTRFRITH AD DIERDETEELEHEETRT IHENBON, BEY

BEDOEVIIEST . BHOMESEDHONT-, MMSE 20-21 Oxi% &M (b) (EES N=267)

[ZOVWTIIERFET —2DBBZETL. LTORRER-.

® MMSE 20-21 ORREH(b)IZHT5R5NMEE+IADL DRXO7 (IADRS) DR—R7
1m0 76 BEOEEER. M+ IR 7> 2 I <
py. megommz (95%EEXH) <IN N ) <5--
I - £7ns = e cHo1-

® MMSE 20-21 OXMREH(b)IZHTHRIEZELELZATT (CDR-SB) DR—RXF1Y
e 76 BROELE (B TFoEZERs) & PRI R IR 7

SR I <5-7-- ZitEo#mz (95%EERHE) I
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B <5-- -
NEDRHIFEREBD TSI IURRAU R TH>1z IADRS TIEH T T IL—T @ THYHI
BABEMNL-OMAZHAEEENATINTOERVOAD, 2EEFERBEOERZRL T,
F. ETLTHVWTWAIURRAUNTHSD CDR-SB IZBEVWTIEEAREROA LT HITY
IW—THEITLERENALNT=,
LizD> T FFRITIETS5AREICR L TEMNANELH D EHIETLT-,

3.9 EMEAEREOREIZEI T HETE
HEEFCEITEMMERIEDHFEICET H5TME TaC<iL#E# L=,

& 10 EMEAEOERICET 55T FAREE (a)

TILINAT—RIZKDIBEERIMES RUVEEDZRIMEDNSS. MMSE

* R &M .
AROAT7H 22-28 5DEH
Tt A RFFRIT+IEEMEELRRRD)L
5 g agiic] LARYT +IEEMEEIERRRD)L
TorAL ZULEL (BRI REETH S EHIELT=, )
O BinpE AR RIA TS
H ENfEAEN TSR TOEND
EBNEE RO E & \
O THENLDBIHDWNITEZEE(EALZELLY
O Znft ( )
O RCTOA47FJLR O BE—ORCT
H BT DIBRLEAE T
- O ATRZDLEERZEMIT ORCT ORIELE
F
O BEEAROLE B TOMLERISET ST —2IEEL)
RFRITELARITDEDERVLREHIZELT, BRKRABRTOER-
o EE HAANON-BEOER. ARV LREHOFHES .
EBMMERMOEE | AREOBRSHMZISEVAHD20H. 20 2 DOEEKRERREITO Lk
ZHIBrL-EH [EIFRATEETH S EHIBTLT=, Ko THRBEA TR RAARELRIE T AMSIER
FRITELARITDEENTAIEETHY . B A THEDOR TENE

RUREMDENHSLETRT CEFTEGNEHIBILT=,

& 11 EMERAEOERICEET 55T FAREE (b)
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FILINAI—IRICKDBEERIMEZTRVEEDRIMEDNSSL ., MMSE

HERE AaA7MN20-21 EDEE

Tt A FFARIT+EEMRELI RO
HeBxt iR EEMEELFRRTIL

TINAL iADRS, CDR-SB

BINKMERAKOR

B EMMERENRIATNS
CHEMEE REA RSN TLVEL
O MHERNELB1HIWIETEFEIEAHE L]
O Zoh( )

ORI
f=T7—%

O RCTOA27FULX B E—DRCT
O #IREEOLERBEMR O RCT OREEELLE
O EEHBROLER o Zoft( )

BNMAEREOE
EEHIEL-E A

EE# RS 3 H_EERARTIL. T EFHEER O iADRS. BIXRETHi
J5H ) CDR-SB RUMhDERERER BT 2 KD HHEIER T. 75+¢
RELBELTRFRTTH AD DIERDETEEL B HLE TR T 55
ErFon. EEEEORVLST . BHOBEINROONTz, HED
TSARIIVRRAU M THo1= IADRS Tldk MMSE 20-21 DX HEM
FHITTIL—TETTHY BRI RE G- O FHBEEEN TSN
TULWVELWD, 2REFERKROERZERL Tz, ETILTHLTLST
VRRAUETHS CDR-SB [TBVWTIXERER DA LT H TV IL—T
BRI CTLEEELHLNT, INLD LML, FFRITIXIEEYEEE
FRROVIZH L TEMBBEREEETHEHILT,
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4. SHF RO

4a. SR REH (a) : ERAS/MES T
d4a.1 SHiAE: SREKH (a)

4a.1.1 BETHLUHREBOARIOELR
TIVINAR—IFIZELBEERMEZTLS LUEEZRIE (MMSE X7 22-28) OEEI(L,
R—RZAVTTIALMF PET BREICKYTIOARDFELNHERINTI=E . FFRITEIELD
FRTICKBHBEERITD, AEBRE. TNTIOERORFXEIEIE. FIEDFIIY
5T MRIREIZE>TEZAILT TS (18, 71). AEEZ (X2 ARIA LU infusion-
related reaction)(C&BAEDILIE, RFRITELARITOEAIZ6 hABTEASN., @
HICR— O REBEE LT, RFRTT DO #(E TRAILBLAZER-ALZ 2 XE&RD MMSE X
a7 22-28 KRN Y I —T@HIEE oLl . LRI T DR IERERFHTT
ERILTHAEREL ., FFRYTHEHDBE IR XESSUVRBEFERBEEAIFS1> (18,
72) 12> T. BE 12 hABIZ PET #EZERLT7IOSABRERRZFHEL . 7IO/K B
T5—YDBRENERINIIGEITAEDIETEHEELTz, CDEIEIE TRAILBLAZER-
ALZ2 D MMSE 227 22-28 &R0 475 L —T e o= o sLr-.
BRI MIXESLUVREEREETNRSIUITHE N FFRITELVLARITDOEAT
18 nABICRTI HIEELT=,

4a.1.2 ERXHEROAEHAE

3.9 BMMERAMOEEICETAMEICEHEORBYPHIHRER (a) [CHLTIXEMME
RMEIRIN TGN O, BRS/MEAEERLIz. CORHTIX. RFRITELAFTTT
DT IMhL (ASES&LURLME) NRIETHILREL. EROEEICEREEBLITLS,

12 ETILOBE

BRER L

ETLTHAY RERDHT

A AR 18 nA

TR PHHREAEL. BI5 I DEEN VLN R TELHERETILTIEE
ELahof=

HMEEHA FFRITELAFTITDRBERNRBEBRADEELS (FILYNAT
—RICELIBEERHEZTRVEEDRIMEDNSS . MMSE ZI7H
22-28 HDEE)
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Tt A

Frar<d

B &R Bl

LA<T

FIorhL

waRER (M)
1BrERAM)

ETNVICETFNIER

EHER (M)

HFREOER(M)

ERHRESER (M)
EZAYVTER(H)

EHILSNORBRERM)

6 EFILDIEE

#® 13 EEES

NTA—4 T (RERZE) |
BHOEE -% TRAILBLAZER-ALZ 2 HERODBAANYT
TJn—7
Eli Lilly and Company data on file
(73)
K&
Bt B <o @ ko) | TRAILBLAZER-ALZ 2 RBRDBEARA YT
it B <o @@ k) | 7
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Eli Lilly and Company data on file
(73)

4a.1.3 ETI/ILCHEALERELRE

FrR2TeLhRTTIE. WThERACAERBBN 18 nAFETLRESA TS (72, 74)
T INNLNRETHDEL. ETILTIIUTORESLVCEEEZREALL-,

H#AfE: 18 n A

251 ZEELAL

TILINAI—FEDETELUVR LM CAREERTEEET): EELGL
EZEIHER

o

(©]

(¢]

o

o

EHER (M)
RHKRE5ER (M)
E=AYUTER(H)
HAZENER(M)
RFILSNDRBEERM)

iy -l I

o

FIOARBTS—ODBRENFERSNI-HZAEDBEPIEIX, 12 A BIZKF 3
TTDHIEREND

6 "ABNDEEEZR (EIZ ARIA KLU infusion-related reaction)IZ&k3
BEPLEICOVTIE AEDPLEERLSRFTHIEMEL. FFRITELAFT
JOmFICERASNG, ChiE. EhETNEELOAY (FFR7TIF 480
ELHFRTIE2ERBIE) ITIEL. BRI ERICEEE®52 5,

4a.1.4 ETI)ILCHERAL-BRREDEZR
BB

4a.2 S THERALI=/ATA—4: o EE (a)
S THEALE/ASA—2IETRDREY TH S,

4a.2.1 A - REMFD/SA-L2DEFHE
ZEiL

4a.2.2 QOL {EMD 4
BAIA{®
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4a.2.3 ERAD/SA—20O5E
BRDNSA—4E, TREOBYEHLT:,
T HERAEER 14 DRBYREL, LARITDAEIkedH =Y 10mg THEHZEMND,
K 13 DOBLATFHRESIVBHDOESICRVASEHE LT,

& 14 FFRITELARITORE-AE

Frx<d Lhxr<d
g ® 350 mg/20 mL (17.5 ® 500 mg/5 mL (100 mg/mL)
mg/mL) ® 200 mg/2 mL (100 mg/mL)
HE5HEE 4 B & 2 EEE
H= ® 700mg/[El% 4 BT 3 [E ® 10mg/kg (A=#tE4L)
® ZM#IL 1,400mg/[El
’EHE RiEEE RIERE

TNTNOERILERBMIVIFELT=,

& 15 XHIER
ERE | BEauYoRRRsE A
FH+<J 350 mg 66,948 M
k) 200 mg 45,777 M
Lh*r<T 500 mg 114,443 [

o RFE5EH

FFRITELUVLARTTZEIRAZRS THY . COFEXICFREIHANDERI’HS. B E

[CHMBERAE. ZEBMICE SV T, IS (BEEFEE T2REMOETEREZO—&
EHETHET) ARFE— (ERSEHRK): G004 #iEEst 3. Z0MDFEE]: 530 )

ZEAL-,

o E-ARUJER

PWRE. 7TIAMFE=RIUT BLUVEBTERESIVVICEHETHERAE. ETILATE
Bl FFRITELUVLARITOMFIHS T2 73I04K B REERETIAEDZIHTO
TRIZIFEAR—RFATDH PET REFZHELIZ, E=2U T DO—IRELT. FFRTTIZEALT
X 12 HhARRTT7IAAMR B TS—VDBRELZHEBLTRERPLEOAEEHIET 576D PET
BRELETNVICHARAARL, EREOBMTEZHERMARBRNSIEL. MBELTRICEED
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1-.

#® 16 ZHBIUVE=RIVITDER

BEA BH Hi 5

MRI #&& 13,300.00 1 | BA5 @4 [Z2HREMOEESTED—EHEHIET HET]
AERE— (EFRAHK)E202 HRHERIVE1—5—EE
&5 (MRIER) (—EIZDE)1.5 TRAILL 3 TRAIRED

HERICEDHIGE/1H
PET 2& 125,000.00 A | E4%@E T2REMOETEHEZD—HERET HER]

RRE— (ERAYRK): E101-2 ROrOVEHERRE 73
AARPETA A= JRlZERAWIHE/1HE

B&:E: MRI = Magnetic Resonance Imaging, #%S£IEE#; PET = Positron Emission Tomography, [G&
FHRH RS A

EREDEBIITRDOBYRELS =,

%17 REOMEHK
AEA PET BZ& MRI B&
. ~ R—RSA K. 2EEB.3EB.4EE8.7
Krr<d RN—RS/4UF,. 12 1A B
EBxSE. ZF0%6H1AC1H
) ) _ RNR—RSA4 K. 5EEB.7EAB. 14 @ B#%
Lhxr<D R—RSA B
Bk #D®% 61821 H

B&:E: MRI = Magnetic Resonance Imaging, #S£IEE#; PET = Positron Emission Tomography, [G&
FHH ET R

o HRAXNER

GHRAEOERLETILOERELTEDT-, 7L TrE 1 H 5me. 18 s AMICH =Y EEIC
BETBHIEEL FRARISOVWTIXABRPLEEZEEE T FFRITHEIUVULARITEHD
mAICEAL. #FFO 1 BHE-YOERASLUERFERBEDEEICOVTTRICESHL
=5

& 18 HAEDERBLIUSH
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1 B3 RHzEEshd
#H 4 Hi 5
YOEHM BEOEE

7te7Tk 76.10 M 100% Eifi: EAEFEE MERAEROEMEE
MEE) D—EHERETSH] 1 BHY
7T E S5mg % 1 8

o EXILSNDBEER

EYARICMA T, PRERAL.ABRDILEFTO 18 hARERL-, COE AL, ZEHRN S
HE (BEHEBE T2EBMOEEFEZO—HERETHER] IRFE— (ERAER):
A001 BZ#: 750 M) ITEDWTEHREL. FFARITBLULARITDEER TP a1—)LIC
AEhETETIVIZREELT,

4b. KT AREH (b) : BERAMRI T

4b.1 HAE: HMTHREH (b)

4b.1.1 BETHEBKEED AR TOLR
AFIBEICBENT, PILIYNAT—IRICEHEERIAE (MMSE X7 20-21) OEEHEIEL R—
RTAVTTIAAR PET BEICKYTIOAROFAEN RSN, FFRITIC&DBEESZ
7%, BEERIE. FFTRYTRAXEICEDIE FIENDFIIVT TMRIEEIZEH>TE=SY
V5% (72). BEER (XIZ ARIA &V infusion-related reaction)(Z&dA b
(. R—=RF—RIZENT 6 HABTHEALIz. FFRITDHIEE(F TRAILBLAZER-ALZ 2
HER(MMSE 237 20-21) (<& D= o sl tz. FF A+ TR OB E LRI XES LUR
BEREES RS (18, 72) [THR-T. BE 12 hABIC PETREZERELTZIAAFR
BRERRETEL. 7SOAR B TS5— VU DBRENHERSINIGE (TAEDPILTHIEELTZ B
BIEFRMNESLIVURBEEREESTIFSAUIR. 18 nABITR T I HIEELT=,
LB BEIC B D TIZIEEMRE LR RROIVICKRBABRESITHIEELT=,

4b.1.2 ERXMMROEHFE

AAWTIE FFRTTOERAMMBELIHES 57=0HIZ, Z/)LaTakR—bETILERAW: (B
7)o PILINAR—IRIZEDEEDREE. 7ILYNAI—IRICEDZPEERLE. 7ILINA(T
—RICEDEERMIE., EED4DDREIRELZREL. 67 ARROY I VL THREDETE
V2alb—hLtz, STARERAMMSE20-21 THHZEM D, DFFRBEIZENTIRTD
BENTIYNAT—IRICKLBEERIMEDKREIZHLILEEET D, EABLUNRDEGIE
FEFR2%EL -z, MBHKRTEELTVDEE L. NERZRICAFLTVWSIGEEZTA TR
ALT=DS, N EEMRRICAFLIZGZEICEVTHAREMRG T HEBELZ, 7ILYN/T—fRIC
FEOEERMEORRBE L, ETIVIHARAENDRIEREDR Y —=2 T 5 2(115HE88
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EL. ZHERIEETIILORBEFISERL,

BYAONIZEWT, BEIREORBRRREBEHFTIH. JVEEOREKE~NETT S B
EIX RESNAEHHETHS 18 n ANRBTHN. TIAARBTI—IDBREN 12 1A
THERINDILIZKY BEEDILET D, TRTOERFICKTIREAENMIE 18 hATH
%, 7EIOM4F B TS5—UDBREFBMELIZABRL D AVIZEWT, RRIC7IO(R B T5—VD
BREMNERINZCLICKYBEEDIELI-BEDEIS (L. TRAILBLAZER-ALZ 2 iHE&R
(MMSE 237 20-21) D RIZE STV,
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7 RILOATETILDEE

Mild AD dementia . Moderate AD

(on/off Tx) dementia

4b.1.3 ETILTHEAL=KE
ETILVTHEALEREXUTOEY THS,

Severe AD
dementia
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& 19 ETILOXELGATRSEHS

BIS—UDBEMN 12 h AR A THER
TELFETHREIND,

o TILYNAT—IRIZKDHPEEZRIE
DERIREICETLIIEE . BEEF S
*RIDEEEFIET S,

INGA—H AR S HRERBL
&= TEIAARDKRENHERINT =, TILYNA | SHFRFER (D)X MMSE Xa7 20-21 THY. CNIETILYNAI—RIZKDIEE
I—RICKDBERNEDEENETIL | BAEDERMBICHLTIEEZT .
[CHAANDND,
ETILDHR BHAONLIZENWT, BFEIFREDIRREIC | YZILT—ILFIETURHZE (] Potashman et al. 2021 (75); Spackman et
EEFDIELHNIE, FYEEDIREEISHE | al. 2012(76)) TREIN TS L34, LYBEDIRE~DHET (backward
O R YL . SV transition) A, FEEEIZED R ZE (scale noise)D=HIZHKET HAEERLEZAOND
A, BRI D REDRERECE D HIETREMTIENEEZSNS(76),
TIOARZEHD | PSAARZBHDORD—=VJ TREEE | ETIVICIK. N AFT—H—DREEZHERTIREERAOHANEBINTNS, ETIL
ETILE HoBEEFETIVICHAANLNGLY | [CHAANONDBE LT R TT7IAMNGHELZHINBELEEL TS,
N EFDRYY ==V T ERIETDHIZEL
TitEEh 3,
BEPLEDIL— | « BERIFFRYIE AESNIAERY | « RIXEESRELI (77)
¥ MTHS 18 nAM. HAWETIOAR | o« PILYNAY—IRIZKDDEEFEEERMNEDBEREICEELILIGE. &RE

FRMETARSAUIHNERFERIETEEER T,

o AR CTOREDREIFBKMICEYITHELEEALND, SHIT, ETILDORS]
D3 YAV CAERLAMICHEE) THRRAMICKSIEEICEBITLEEZDRISFIK
HIEMTH-oT=,
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INSA—4

AR H

RER B

- BRAFLISE TLARERET 5L
T3,

- BEFRICEDREBLAHY DL
DEF B,

BB ARIA ZREELI-BED L. AEER | « ETILICBVT.ARIA ICKYAEE—BhiL-BEOEEERMTSHOIC.F
I SRl —EHARAEEZTIT 5, TR T DR 5 2R E (Relative Dose Intensity: RDI)#&tHE L7, ARIA
[CKYBEMN SN -BEDEELZEEL. TRAILBLAZER-ALZ 2 HEED
MMSE20-21 SSEITHESN AR AR Z AV TERHSINT-, ARIA [TLYE
meamL-EE0Rs (o) ssvFantwsng e .v2m@
BREICHY). BEURKOABRNM (18 1A.B15 28 RIZ 1 EDERE5% 19 @)
NoBEHEIN=KFRTT D RDI (X 94.30%THot=, (78)
R TDNE ERAFLTWAEZET. ETT IO | « REDHMZHET HE. BERICAFLEEE (T, ST RICR SR ITEL,
HROR T ETHRELDORATHIEFAE
LY,
BT E ETOERBREIZHIBEIL. TILIYNA | o PILIYNAI—IRICKDHRBIERE L, —BMAOLLBRLTETIYRINENIE

Y—IRICEBREIELT LY NAT—FFLEL
NORIENRETELTT DRI H
%,
FILYNAT—IRIZ LD RERE L —
BERKLYEETYRIHEL,

NBEOHARICEIVTRINTVS, A+HRELDIAE(79) TIE. 7ILYNAT
—RDERAT—UIZBIFTBHRT/N\Y—R L% Takata 5OZE (80) IZE DT
Bl

o FERADBERETERIZ, EEENTILIYNATI—HREZEDORTR(\Y—FLL)EF
HLT-,
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INSA—4

AR EH

RER B

NEZDVAE | BEAPWTIEIZBELT . OFIVADT(L | « RELEDNESE (informal caregiver) OABIFKREFL=H. T7IOAF B
HER-NEOILIEONIT)DAHTEREL AREICLDABROFMHE NTEEINDIRETH D,
f=o

BEOHAE B2ED QOLIEF. ZILIYNAI—RDL TIINAI—RICKDBEIERED QOL %5l I 5 LITRETH S, €T,

60

AT—=UIIhf=> TSN HLEAH

Nakanishi SIZ&k>THRESNT=. BARDHIBIEETIL YN/ —KRIZKDEEE
BEDODAEZEENREL-MAMMMAIREZEZERBRIFR—IMAETHS
GERAS-] HFZE#ER%EFHAL=, (81)

B&ZE: AD = Alzheimer’s Disease, 7Y/ —

#%; HR = Hazard Ratio, /\#"—KLt; RDI =Relative Dose Intensity, tExtFAE5&E

# 20 TILATETIDXEERBEERRTH-HDO7TA—F

FRURE

77a—F

SHRIEHMAFIAHIHE. EEEEDE
EBE+ IR ZDBIENTELRN

ETIVE, BAEDBR—RSAVDEEEREEALISETFRY T N—TIC0 T 5B EREEEL TLY
BRERNROSHERANVHEENBRESTZEANSGCLT, BEERICIIEDZERRET 5.

BEETILTRIRTOKREEST
TEICER|TTELN

BRE

ARFRBRCRHESN-BEERICSOEREMNEREL . CHIZKY. TIOMLPERDKEZDIES
DEEHRTEDEEZD,

REDETFEMIELTETIVIET ST
DI EBEDRICETIHREELEET S

BENRERT-ODORBELETIO—FE%EL: (Appendix C: Section 4.3 #5H),
BREINBEEDRAEEZEL., O F VA DI EERMERESTICEIYMDRELHRETL=,
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4b.1.4 ET )L CHEALBEREDES

EERETEEDREICESINTEY., ZPILIYNAI—IRICEIEERME., 7ILYNAT—
RICKDPEERIE. TILYNAI—IRICKDEERINES SURTD 4 DOREERIKEN
BFEND, BRBEREOERFILTOEY THS,
® Mild AD dementia/7ILYINAI—IRIZKAHEEZEAAE: CDR-SB a7 4.5-9.0
® Moderate AD dementia/7 LY /N\AR—&RIZLBHEEELE: CDR-SB Ra7

9.5-15.5

Severe AD dementia/7ZILYNAX—IRIZLDEEZR4NGE: CDR-SB X7 16 LI E

Death/3E1E

4b.2 S TEALI=/TA—43: xR ERE (b)

DM THEALI/SA—ZETEDEY THS,

& 21 SATEALI/5A—4

¥R R ANAE

INGA—H R—Rr—RfE R RE ST BRERAL
THW=-2%
ETIVERE
gl51%& (BR) 2% - HTA 151>
E51E (HR) 2% - HTA MRS 1>
S I HARE +iE N/A HTA (RS54
TRAILBLAZER-ALZ 2
BHoa - N/A B D MMSE 20-21 &
EOYITT TN
TRAILBLAZER-ALZ 2
F - FRIRRF N Normal B MMSE 20-21 &
BEOYITJ LT
REDET
Dirichlet
REDEAZ# 2EE (Multivariate N/A
Beta)
AT—L B DRER A FT D ERMFER
TILINAT—IRIZLD Igarashi et el.
0.055 Beta

(2023)(79)
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FILYNAT—IFIZLD

e 0.132 Beta
R E R AN
TILINAT—IRIZLD
) 0.296 Beta
BEERE

CDR-SB R7—)VIZH 15K ELETD HR(BS

C DLHE)

K+*<7J®» CDR-SB
Ar—)LIZBIT5EE

TRAILBLAZER-ALZ 2

#ETDHR (vs BSC-7 | IR Lognormal B D MMSE 20-21 &
WYNAI—FKIZED EDQYITYT T8
B ANE)

FF>+<J® CDR-SB

AT—ILISEBTHEE TRAILBLAZER-ALZ 2
#TDHR (vs BSC-7 | IR Lognormal HERD MMSE 20-21 &
WINAI—TRIZLD BOYITT T
th B ER AAE )

aRe L

FIAAROVTIVRIZEHBRPILES

12 nABISFF+<T TRAILBLAZER-ALZ 2
c&BamehLr | oo Beta HER D MMSE 20-21 &

e

BEOYTT LT

BRERHIZOVT, ARFAEISABRDROBBAFEBSSETD

FARG

FFr4<J 15949

Gamma

TRAILBLAZER-ALZ 2
#HEX(MMSE 20-21)I<
B11% 76 BR R DOEE
T7IOARLAL
@lcLztLI-. BE
HWREE 2.4 CL/&ELR
ELEE . 7IA/KRE
t (24.1 CL#B) IZR%
FTITEIHHREIEH 6
FEEESND (BER
MEMICED ERE). &
STHREHM 1.5 F+6
FET7.55015947
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L),

BSC 0OH1AoIL Gamma N/A

FIINAI—IRICE DD EERNENDFBETICESERPIEDOE S

6 nALIAIZAEES

% Beta
LL-BEDEE -
12 nALIRIZEEE D

- Beta

LL-BEDEE

ARPIE-FEERICKY 6 nARICHIEL-BEORE

TRAILBLAZER-ALZ 2

FFH<J - Beta HERD MMSE 20-21 &
BEOYITTI—TEAT
BSC 0.00% Beta Assumption
AERRICLLABRDPIRITABRIENFEHZTHETOHM
Frx<d 14349 Gamma Assumption
BSC 0H¥1UIL Gamma Assumption
FEERICEHIABPLBRABRMRIHRI HFETOHM
Frxr<d 5%4149)L Gamma Assumption
BSC 0H¥1UIL Gamma Assumption
FEERICLIABRPLRICESTABRDRSMMIFIENGEE
Frxr<d 0.00% Beta Assumption
BSC 0.00% Beta Assumption
12 HABICTIAARIVT SO ADT-8 PET REZZIT5BEBDE S
FIOARIITIURD o
. AAXERURERER
AP)—=2T%%1% s e v =
) 100% Beta HEAARSAUITHRSE
BEDEE - KT
X L=
J
FEIAARIUT I AD BSC TIXZDER#F
ARO)—ZUJT%%T% | 0% Beta MEFIOARYYTIUR
FEHENDEIE - BSC DHERET HWBEMIEL
HHx AREE
TRAILBLAZER-ALZ 2
‘ , RERD MMSE 20-21 &
F+r<J D RDI 94.3% Gamma

EDOYTJ VT
LB ARIA LY BEEF
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MLE-BEOEHS
( EOFPI0xor
s rd (P19
). ASME(18 »A)
&Y B

R/EFEMARE

G004 =iEEs TI3.

=§i3] ¥530.00 Gamma
ZTDDIZEE]: 530 M
i3 E-d
FEFILAY AT 7)tTrE SmegF 1 B
N ¥76.10 Gamma
—tEHREXRDOER 1R E
FILINAT—IRIZLD
BERMEICNT ST
84.00% Beta
TFIIA)V I RTS—
CHEEEOFER
TILIINAT—IRIZEKD
hEERMEICHT S GERAS-I IR T—4 &Y
78.90% Beta
FEFILAYIRTS HRHRPFICKYESR
—tEREEDFER
FILINAT—IRIZLD
EERNEICHRTZT
72.90% Beta
FIIA) T RTI—
CHEEEDFER
ERERER
ER/RE (LY -VYDER)
E202 BSHEBIVEa
— A — W EiRE (MRIR
22) (—&#EIZDE)1.5FR
MRI & ¥13,300.00 Gamma _ o
SULEITRSEKFED
FICELBHBZE/1E (1 T
Ev—K))
E101—2 RorOVER
704K PET BE&E ¥125,000.00 Gamma Bigs 7IAAKPETA

A=TUTEIERWNE
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&/1E (1 TEVY—F))

Mm&/NAF<—h— Y - Gamma N/A
D004 BEHARIE &
ERRE 73I04F B4
CSF ¥12,820.00 Gamma .
2740t (BE%&) /1 [E
(1 TEV—F)
FEBZEE=HIVT
K+%x<J® ARIA 4/~ NN
REFERAEETARSA
VMIHTHE=ZAUY | 4 Normal
N vizkd
JE%
BSC @ ARIA 4Rk
239 HE=4U>4E |0 Normal N/A
3
FHEOEEERE-HEBERE
FILYINAT—IRIZELD
) ¥114,283.00 Gamma
B EERANAE
TILINAI—IRIZLD Appendix D ®T—4A~
) ¥131,530.00 Gamma
rR SRR ANE —AMRIZED
FILINAT—IRIZLKD
) ¥536,754.00 Gamma
BERHGE
FHEOEEERE- BERAR
TFILYINAT—IRIZELD
) ¥114,283.00 Gamma
B ERRENAE
TILINAI—IRIZLD Appendix D ®T—4~
) ¥131,530.00 Gamma
rR S SR ANE —AMRIZED
TFILYINAT—IRIZELD
) ¥536,754.00 Gamma
BERME
BEXHMOERE
Terada T et al. (2018)
BRERHBDERE ¥3,412,181.22 Gamma &b 2024 FOEEREIC
mE
PHREOFREE
F+rx<J-73O04F Mattke et al. (2019)T
90.0% Beta

PET &

BESNEBRIZETS
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F+#<7 - CSF

10.0%

Beta

PET RGN A2 T75% 1k
RinE. BROEFEM
ROBERIZED

AEER

FRUEMPDOLTL—FD ARIA (RUEBLUVERGHEESER (JL—F3 L) OfR&EE

TRAILBLAZER-ALZ 2

FF+<J-ARIA - Beta B MMSE 20-21 &
BEOYIT VTN
BSC - ARIA 0.00% Beta Assumption
ARIA-E OE&
. . ~ TRAILBLAZER-ALZ 2
Frx<J - fEEMH e
- Beta B MMSE 20-21 &
ARIA-E DOEI& o
BEOYITTIL—TEAT
BSC - fEf®f$ ARIA-
N 0.00% Beta Assumption
EDEE
FEERLARER
E202 HSK#BIVEL
— 45— B (MRIER
ARIA 29 %6EBE £)(—EIZDE)L.5 TR
¥26,600.00 Gamma _ _
H SUESTRSRHEDH
FITLBIHEE/ MRI XL
13,330 M (1 [E)x 2 [H)
ATFA/R(eEFRaLFY
V)BT AT I)UNaFEE
100mgAFP 2mL3)
191.0 M
infusion-related .
¥743.30 Gamma BOERFIVHI(7LY
reaction MAEE
820 20mg)
22.30 M
G004 HIEES 3.
ZDinZE] 530 M
infusion-related
BEGEDAEE ¥743.30 Gamma reaction MAEELE

FEELT-
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TFI2453F—RIED

TELFI(TRLFIY
F0. 1% oTT)L
£] 1mL)353.0H

¥17,976.30 Gamma
BRE A100 — R AR E
A (1 BlzDZ) AL
ABE# 1 16,880 H)
PhFRE
BEOR—RSIUBFRBOIA-HBEE
FILIINAI—IRIZLD
) 0.81 Beta
B RAE
TILINAT—IRIZLD GERAS-] IR T—4 &Y
) 0.74 Beta
rR SRR ANE #HRADIICKYEH
FILINAT—IRIZLKD
) 0.54 Beta
BERME
BEOR—RSIUBEREOZ FAE-HEE
FILIINAI—IRIZLD
) 0.80 Beta
B RAE
TILINAT—IRIZLD Ashizawa et al
) 0.66 Beta
rR SRR ANE (2021) (82)
FILIINAI—IRIZLD
) 0.44 Beta
BERAE
QOL fEZHH I 3-HICAV-BEDOER
GERAS-I IR T—4 &Y
FEh 80.3 % Normal
#HADIICKYEH
FEFRRICKIHDAEDET
JEKZEES ARIA BE T
RLEEHESNAER
MEERTHO =0,
Xu et al. (2011)(83)
ARIA -0.14 Lognormal o _ .
MoFEONT-EERE D%
REOTATRAD(-
0.14) zHKE{ELLT
fERAL=
infusion-related 0 Lognormal Assumption
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reaction

B EE 0 Lognormal Assumption
Hannouf et al.
TFI245F—RIn -0.12 Lognormal
(2012)(84)
FEEZROMERAM
TRAILBLAZER-ALZ 2
HER MMSE20-21 £H
ARIA N Normal i N
T®M ARIA [Zk5KEH
BDF
Hannouf et al.
TFI45F—RIG 30 Normal
(2012)(84)
B 0 0 Assumption
F1YMIILDOBREAERTE
FFRITDE 19414 TRAILBLAZER-ALZ 2
vizsirzariEr [ Lognormal B (MMSE 20-21)T
ez S DEEBERTES
BSC® 1 H#4UJ)LEIC
. 0.00% Lognormal Assumption
BlrdaREERTE
BT HR:HgEERE vs —iRKH
FETED HR: 7ILYiNA
Y—RICKBHBEERM
} 1.55 Lognormal
fiE 1285 11 5 Hh gk 5% € xt
— &R E
LD HR:7ILYINA
T—IRICKDHEER Takata 5 (80) B&U
) 2.80 Lognormal .
HEIZH T DI ERE Igarashi 5(79)
vs —HE&EH
FETED HR: 7ILYiNA
T—RICKDEERM
) 5.48 Lognormal
FEICHTHMIBERTE L
— R E D EE
HR: HEERAFT vs H#EE
ET-D HR:MEHRAFR
1.00 Lognormal Assumption

vs HhigifE{E
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B&EE: AD = Alzheimer’s Disease, 7J/L*Y/\1<—¥#&; ARIA = Amyloid-Related Imaging Abnormalities, 72A4
FESEE R EE; BSC = Best Supportive Care, AArYR—F4T47; CDR-SB = Clinical Dementia Rating
scale Sum of Boxes, BeRE2ANESTMRE-S5t; CSF = cerebrospinal fluid, Bxi%&#4%;; HR = Hazard Ratio,
/NY—RLk; RDI =Relative Dose Intensity, #8xtF&E34E; PET = Positron Emission Tomography, BE ¥kt
W RS A

R—Z2SMVDBEEER

ERNWIZBTEEEEADEES S L. TRAILBLAZER-ALZ2 8D MMSE20-21 M4
T IN—TBFIZKYKRDI=, FILIYNAI—RIZKIBEERELELTETILIZEEND
BEOR—RSAVEEEREE 22 ITREILT-,

R 22 R—RAS(UDEBEEFE

INTHA—H FILYINAI—IRIZ Hg
L ABRERME
EHDEIE (%) - TRAILBLAZER-ALZ 2 5(E& (MMSE 20-
21 £M) (73, 85)
8 (%) B sO. ) | TRAILBLAZER-ALZ 2 &8 (MMSE 20-
21 £M) (73, 85)

R—RSAVDNEEER

R—RFAVDNEEER (X 23) ZAVT. NEZTOMAELZHILIZ, MEED QALY &
NEEOEEMHBRIERNTTEIZEEET . O FIA DN TREILIZ. COETILTIE., &
EDEBETHINEEL,. BEOTHRTHINEFZRIIL LD, NMEB(BEOFHR)D
FEHHIL. GERAS-I TIE (BARIZEWTTILYNAI—RICEIBMNENEERENDEE
DERERAATME LSRN —MIRMR) 28115 0EE (REOFH) OFHE
WEAWN=, — A, NEE (BEF) I2OLTE BELRALEHTHAERELIz. ZhHDH
EBEDOERIE. NEFOVREOEHWEEITIOITHERL, SREOESHHIE L. —#%
ANODEELLEBELT,. ENEETIL—TOR—RSAVEHIZIELTITHO=, NEE(EE
DFH)DEIE L. GERAS-I AEMSKHT=,

R 23 R—RAS(U DN EEFH

NEEER #hfE Hi 5
12DBEITHTHFEHNEEHR 1.88 GERAS-] #ASHT (BETILYNAT
—IiRDEET)
BEOFH RN =MIEHONHEE
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BEOFH BN =AUFTHDNEED | 61.8% | GERAS-] #HADH:  BHEDFH(EAN)
& + (BRBEE+BEOFHEA))
BEOFHEN) =AFHDONEED | 55 GERAS-] #tR& 4T

T F
Bt (BEOFEL(HAN)) DEIE 29.3% | GERAS-] #tRH#T
BEDERE=MHLTELNEE
BEDOEBE=UFLTLEVNEED |38.2% | 100%—(BEDFHBEN) DNEED

& &)
BEOEBE=MHLTELNEED |734m | BELRLCLRE
T E

F: IS DOEOREMNHBITRESH TOVENRIEIZ DL TIE, £10%DIE5DEEBET S,

4b.2.1 AE-REMFD/F A -2 DO

® ETIIIBITEITILIYNAT—RIZKDIBIEDEEEDER

ARETILTIE CDR-SB 23, LICEFEEDEREIToT=, CDR-SB ZHWV=ETILIF. Ch&ET
[CARINFZTIVINAI—IRIZKDBEEDET L TREFEAINTNSEEDOD 1 DTHY.
TRAILBLAZER-ALZ 2 HERDIEZLEL—HLTLVS,

& 24 CDR-SB [2&57ILINAT—RIZKLBHERAT—C DEER

FILIINAR—IKIZED | FILINAT—IRIZED | FILINLT—KIZLD
BEBMAE & EEME EEMNE
CDR-SB [4.5, 9.0] [9.5, 15.5] >16

#&5&:CDR-SB = Clinical Dementia Rating scale Sum of Boxes,E&ER B 4NE AR E-& 5
HE# O'Bryant (2008) (86)

o REDMET

National Alzheimer’s Coordinating Centre (NACC) ® Uniform Data Set (UDS) T
NHRSNTUVSHEMTR T —RIZEDE, 7ILYNAI—IRIZ KB EHE DB FRARER D ERTS
ITHERZHET L=,

ETILTIE EEBEDETIE,. CDR-SB REIZEDVWTEERSN-RBEKEROBITHERIZELY
HESNT-, BEODERBEIRELEFLGVEDEL, 1 DOFEBRENSHDEBIRE~DE
M THELZ. RAZZRAV-ZEACXTyEIGETIVICEYZ 2R (BH). i
(). MR KXY REBLTRD -, BEODRTAYVEIRETIVICEWVNT, & T 5282 ERT
[CLT. BERKEBOBITAERETERT AL TRITHEREZRD -, BITHERAEX(L., Fi.
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Al REMME—EISROCET. EHT 2RP (RN7) DTEHBITHEE (BLUZD 95%1F
HERRE) EHEHTSOIERAINL,
% 2512, LRO#FEICEYBSN T TRAILBLAZER-ALZ 2 B2 MMSE 20-21 £H O~
251 EEsn (% cxttde (o) BT IERIETIBITHEER

TO

% 25 £H1-YDEREREOBTHE(95%CI) (NACC-CDR-SB)

RICKIEER
KN4E

%
%,
%)

%
%,
%)

%
e

Bk TILYINAI— TILYINAI— TILYINAI— P72
RICKZPBEREDR | BICKDIPEE | HICKIEELM
BRI NE FRANSE fiE
TILIINAT—

%

TILINAT—
RICKDPEE
FRANIE

0.0% (0.0%,
0.0%)

%
%,
%)

%
%,
%)

%
%,
%)

TILIINAT— 0.0% (0.0%, 0.0% (0.0%, % %
JRICEBEEAN 0.0%) 0.0%) %, %,
fiE %) %)

BZE: CDR-SB = Clinical Dementia Rating Scale-Sum of Boxes, B&RREIZEANE EEETMRy—IL—RyIRE

&t; NACC = National Alzheimer's Coordinating Centre
EETILTOAMBEIBECZX. IRTOEENTILYNAI—IRICEIEERNEDRBRIREICAZEEE,

AKOWMTIE 1 YA E 6 hAERELZ, SO TLEDESH-YDBITHEEEZ, LTOFIET
LT
1. EEOKREILMDIKRREIZHEITT HHEERE, IERERICKY 6 nAHYICHBELT-,
2. 1. THEIh-IEREREHERICELRL-,
3. RICKBICBFLIHERE, TOMDIREICRITT HHEEDHLMNE 100%DEEL., &
RENSDEBRERDEEH 100%I27%5 K511,

BEOFHRIYRTHEIELGD, CNERMIEL-O. BITREREIZLRABE LU
AIZHWTHEETELT- (Appendix C CEA report — section 4.2.4), — A THREDE|LFE
K(IBHBOBBEELIZEILLAEWNERELT=,

® [mEXART

LEROBITHEL., BERAR~OBITICELTERBAT 50 TIFEL, R ARICELTIE?
& Igarashi b (2023 &) (79) [CEDWTHITHEERERELz. COMETIIOLARSN
EFRESLVEEFBEDOT —20oBHINTWS, CNIELARTTICETHIHAETHS
D LARIITBLPRFRITEHICHRTIOMNR B REETHI LD S, FFRITIZEREH
DHEENBRAFRETHLIEEZLND,
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K 25 ITRLE(ERARMEHEL TOED)RBREBITERZLTNIC, BITRIOSIKREC
g DR ARER(ER 26)2F LA LKLY, BITHERENFONT(FK 27),

&K 26 MEJXAF~DOBITHE

BiThEE MEICART HEIE (FM) 6 hA B TOBITHESR
FILINAI—RIZKBEE | 5.50% 2.79%

SREE

FILINAI—IRIZKBHE 13.20% 6.83%

SR AN IE

FILINAI—IRIZEBEE | 29.60% 16.10%

ENAE

HE: A+EM (2023) (79)
EBREOETIVE. BROTRTOEENTILYNAT—IRICLLIBEERMEDREREIZADERELTLS,
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& 27 ERAFEEL ., BABRBICE T 6 nARDEBHEE )X (NACC-CDR-SB)

EEE

B®E | R HERRART
BRI gE hEE EE BE hEE EE
Hoigi gt &= FILINAT—IRIZEKD | 79.6% 16.2% 1.5% 2.3% 0.5% 0.0%
B R ANE
FILINAT—R/IZED | -% 74.5% 18.6% -% 5.5% 1.4%
3 SR AAE
FILINAT—R/IZED | -% -% 83.9% -% -% 16.1%
EEE
FEER AR FTIINAT—R&IZED | -% -% -% 81.9% 16.6% 1.5%
B RAAE
FTIINAT—R/IZED | -% -% -% -% 80.0% 20.0%
3 E AR AE
FTIINAT—RIZED | -% -% -% -% -% 100.0%

ETIVINAI—RICKDBRERNEDRBIKRENSETILIZADEDESN TS,

o RRENEFHIOLEIE. TILYNAT—HICEBBEEDERT—SIBN T, SEEOBBEOBITE., 2B LUCHBEAFO
253+ TRLTLVS,

o ETBIZE. TTIREAFL T BBEICET ABAARTINTEY, FIAYNAY—RICkZRAEDERT—SI285 15, IR
B EVHER AT L LB ITREEEHLTRLTO S, RAF L BE LB ICR S LA TERVEREL TS,

o RICHAIEY. ASHICHHBETOBREL, 7Y Y—FEIC L DREDNEQRAEKEL DS 2 DRENSETILIZADER

ELTLVS,
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® ZETE
REDETEELELIIUNRMICREEANEZLZREEFRTHILERETHD. TDE
BEHI REORMBEEICEVWTRERICEELZRIETREBEFHIEFET S5-OTHD, -
EZIE . TILIYNAT—IRICKDRIEDEITHICH T, M7 F B E OHEZ AT B E K
577 DKENALTHIET, BEIDRLD . REETFORE. EHNLEEREDRENTH
NBESITRBAREEN H D CNSDREEFDFEICKY . BEREICRLT, REHLSETLTL
THREVRIVZETIE LML H D, SUEEDRBBEKREBIZEVTRTURINLERETS
EWSHIREERAT L. RRETEELEHABREFERALIIGE . MBNARETERENREL
HLBILEITHD, LOLELS, EEOBRERETIIYTERANSLSH. COZLFTEL &
FAMRLERECTHILITHEDEEZLND KA TIE. TILYNAT—IRICEDREEDE
FEEICE SO TREDNYF =R ET HEREL - REEREFETILICHARATZAEITL
TOEBYTHD,

1. EEFBENARLTID 2022 FOFRHOERADO—EAODETERESELT-,
BEHEICBIATIVINAI—IRICKDBIEDHREELZZEETHE. —BAODER
RIZEFENDTILINAI—IRIZLDRBIEICER T HBBRTOEZENEFNLTL
BEREMENE L, SO, ZEEH EZF#THEMT, 7ILYNAI—IRIZKSEENE
[CREET AT REEGRNORNT DNEEIT oIz, TILYNAI—IRIZEDERENE
[CRBDLERTEMBRMNOBRINT B-DIZ. TILIYNAI—IRICEHREEREED T
DN —REEEIVCEHBA DT ILIYNAI—RIZEIBMEDHFERERA T, 7ILY
NAI—IRICKDRHETIEEVWER LD T DN —FEEEEH Lz, EABIZIE.
UTDLIEFIETHS,

o —RAODEGRMNSBONLIETHEEE FEREHET ILICEIETEIC
Iz, (—BAOIZETILYNAI—RIZKBBHES KVTILYNAT
—RICEDRHMETIEFEVEROEANEENTLVS, )

o —RAODETENSTILYNAI—IRIZEDBAEIZEET S TEERS
TEEHDRBFEELT,.Ross 5 (2022) (87) I2&BT7TF1hXRTH &
URFRITICEATHEAMRAMTARTHEASN-7Io—F AL,
COFETIE. TILINAI—IRICKDBMEDEEEIZR LI TERD/NY
—RlE. ZNLUNDOER LR T IHTHREL. TNOD/NF—FLEDFE{E
ZRAWT—MAODETEREMIELTLVS, Takata » (80) H LU Igarashi
5(79) [C&BEBARAANEAEZRRELIZEZMBELIS., TILIYNAI—RIZELD
RAERBICHBITIRLEYRIIE, TILIYNAR—IRIZESBEERE THN
EMICEERBEET 155, hEET2.80 %, EETS5.48 ETHDHELT=,

o ETNIZBIBTILIYNAI—RICEDBHMEDHREIL, ARNMEIVE
EFBEOERTLLIRESNT-, BEAMIZIE. 0~64 ROERKBIZDLNT
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. Asada 5 (2009 ) BIUVEEFEEDHREEZ(2009 F) AHLIGN
fzo —H.65 MU LD EEHBIZDULVTIL, Nakamura 5 (2003 &) (88)
[CEDVWTHRENBHEINT,

o —HRABIZEIHFBRETIRYE ZILIYNAI—RIZESRBIES LU T7ILY /N
AR—RICKDRHETEHLEVERRICE TR TY RV EDRERIE. LTD &S
[IRTIENTED,

Riskap = (HRap vs non ap)RiSknon ap-

Riskgen pop = (Prevalencesp)Risk,p + (1 — Prevalencesp)Riskyon ap

o TFIYNAI—RICKDRBHMETRELEVEREAICE T AR THEN TSNS
BHETEG, LTOBYELHSNT-,

Riskgen pop

(1 — Prevalenceyp + (HR4p vsnon ap)Prevalence,p)

o TILINAT—IRIZKDRBEETIFHEWERICHLTEH SN IEHETE
F. ZD®. EMRICEVTHEATRELGRECHERALBEBRINT -, CNhITKY
BoNE=TILINAT—RIZLDRBIETIEEVEFADEMERICKHLT, &k
DT IVINAI—RICESHRIEIHFENGRTONT —FEENERASN T,

TILINAT—RICKDRBRIEICER T HRTEDARES

EERKSTIZHULTIL, Takata H(80)F KU Igarashi 5 (79) DMEIZEDNTEESN

fzo CNODXHRIZEDE, TILYNAI—RICKDBHMIEDFETICET S/ \F—FLLe

LT.BETI155, PEET280. EETS 48 EERETRIZEL,

MEEARPDT7ILYNAT—IRICKDRIERFICHITHERET

RO T, EERLHIBDOBEFRRICEKDIETEDEITLGVLDEBEFINTEY. iE
BRARTEHIBEEORTORTYRVICET S/ \F—FLI(E 1 EEFIN TS,

AEEERT R

AN TIERFRITDREIZEES ZFHTEEEEEL TS, TRAILBLAZER-ALZ
2 HER(MMSE 20-21)I=813 2ABBEEE 0T —2IcE D=, 137 gk [ 5103

© %) NETLOTEYAIILISEFHETIRIELTRBENT (89) .

Riskynon ap =

AEHR

BRROIEER
ARETINICERASNIZAEMRIE. TRAILBLAZER-ALZ 2 BHBRICH T4 E BRI RETHE
I5H T#%H5% CDR-SB [CE DL VT4, TRAILBLAZER-ALZ 2 ERTIX iIADRS N EZEEF
fiEE ELTERESN TV =AY, CDR-SB (FESRRIMSNEILSNI=T IMLIEETH S,
CDR-SB [F. £&% 5 DOELHKRERT—Y (BELGL. BEERL/ T ILYNAI—RKIC
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FOBERHMEE . TILYNAI—IRIZRDBEERIIE. 7ILYNAI—IRICEHPFEEA

fE. TILIYNAR—RICKDEERBHIE) QLTI ETHFEELTRESSVRIISN
7= CDR [F, ERERBIICE RSN TF-HRBRT— UM DETZE - ETILILT 570D, HELSh
EFRETH%. E5I2, INbDHEBAT—VEFBEOHIEDLANILEEEEUDOVTEY. £
NITHE-STERCPERERVELGS-O. BEAMDRETLICEVTHICEERLEZ S, CDR
[CEDVWHRBRT—UICHET ST CDR TFHBich = AEMNREERATHLET. ETIL
ERDEESUNEFEY. THREMZERT HEATES,

RBRHMAOARDE

TRAILBLAZER-ALZ 2 itB&(MMSE 20-21 &£F)Z AT, ABRMNEEHE LT, LBl
—RFHEDNRI-NBIENERTE28 (E 8). K< T & BSC (Best Supportive Care)
B COEEETD/NF—FEEZE Cox thlNF—FETILERAWTHE Lz, HREET (BRK
[CEELG&R/NMDEIMCID]. BARNTEKRDHSEILIMWPC]) (&, ﬁﬁﬁﬁ%‘i’é%&I:l&'FO)
FIOITEZENT=(90)

FILYNAR—IRIZ LD EEREESRFITHLTIE, CDR-SB DR—RSAUH5 2 7K

AUrDER
ERIREIBIEAARNUNE. —EEREBTOZEFICLEEORESES 2 REHRTHI-TLILLETE
£ L71-, Cox HBINF—RETFILIZEY ., TRAILBLAZER-ALZ 2 iER(MMSE 20-21 £MH)®
A OETER(EES £H)DT—2%f@ETLIz, COMBMATIE, LETERZRINIZARUED
VEIREFTORBBMEETILEL. RA—RSAVOES. Ra7 . FRAE(TEFILIVVIRTS
—EHREES SV FEATOTFY)DFEABELRABRRFEL -, SOITARBREREMDIE
BBLUR—=ZSAoDEVDATI)—ZBRIRAFELTETILIZLINT,
Cox e/ N —RETIILERA UL -fEHT TlX. CDR-SB REIZEDGETIURINRFRITHEHT
Bl coEFLcwaienirant (nNI—ri o2 - P
& -

X 8 HFHEEITDHDREME/\YF—F: CDR-SB
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Cumulative Hazard of CDR-SB MCID

B&:E: AD = Alzheimer’s disease, 7JL*Y/\/<—¥&; CDR-SB = Clinical Dementia Rating Scale-Sum of
Boxes, BEERRIERANAEEAEEFHMER S —IL—RyYU R &5, SE = standard error, 1Z#£582.
BEARNDEKRMIZERDOHSDZEIL:CDR-SB D 2 S EDOELD. 2 BEEKOBRETHREINLIL,

% 28 FF+2<J®D CDR-SB Ry —/LIZH+EEBETN\TF—FI

NYF—KLE FILIINAI—IRIZEKD
(xt BSC) BE-hEERE

e
(4 )

#&:&: BSC = Best Supportive Care, RRrHR—F1T47; CDR-SB = Clinical Dementia Rating scale Sum
of Boxes, ERFR:DANEFMRE-&5; HR = Hazard Ratio, /\—FL

FIVINAI—IRICEDEE - P EEOERIREN S LY EFELGRRIKEADBITISHL TR NS —FHEHELT=,

AR IEROBBRHDROMREICRTHSRALIETUR
TRAILBLAZER-ALZ 2 SHERIZH T HEKAERIAM (T 18 h A THo1=1=0 ., £iEIThT=58K&
MREFET BICE. BB EEA - ROEENBETH o=, FFRITRER TEIC
SERMARAMNEDEEHIFININZHAONITHILEBMEL T, TRAILBLAZER-ALZ
2 RR(EERR)ORHAMGHAR (TRAILBLAZER-ALZ 2 LTE #RER) AEEIN T,
TRAILBLAZER-ALZ 2 FRERIE. RNICTIOARE IV EVREZE T HREERMET LY/
17— (BERIBEELSIVCBRERIE) OWBRBEZARIC. FFRITOREMELUVE
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MEEFE S 5-0ICE RSN REBHEHBRTIE. FFRITORAKREICH T 58K E
BEUREUMNT IS, TEABRYPBERIRFRIIERESN . TENREhIER%ESE
L= mEE. RABGEHMPICERT TSR ERGEHREINT-, — A TEHERE
MICTSEREREEN TV =EME . REBHEZRBRICEVDTRFRYIICLHAERERMIAL
==, 18 hAUBOLEBRABELTOTSERED T —RIFELLGL, TD=H. 18 n AR
TOTZERBEDOT—RELT.HED)TILT —ILET—ATAlzheimer’s Disease
Neuroimaging Initiative (ADNI)IMSREoNTZIERENSBIBELTHL., FFRITDE
BT —REHEB Lz, TN T—2E ADWICEVWTHVWV=RX 3 FRORHEMEICET
PEELEXHL. TORLEMERMNTELEDTH oI RENICHW-AEZE LUV ZTDOHERIZD
WTIE LTFIZRY,

® ik

TIVINAR—IRDNAFI—N—ELVEET V1L THS CDR-SB IZE T S IEHEIRHEL
TWWBIEMB, ADNI T—AR—XZE{HEFLT=, ADNI # % (L 2004 FIZFAIE SN 1= 2 i E&
BERRMETHY . ZILYNII—FRESE 2,400 B EDT—EFHLTHEY. 7ILYNAT—
ROBKRHRICETENAATT—D—DRLEMOHEREBEMELTHAREICARIN TS
(91). COT—ADHWERET. T7IAAF B ARFEICEDHBEEZ T TUVENTILYNAT—
R THY. TRAILBLAZER-ALZ 2 SREREDTYF T EITOCLET, EBRFBELTHERT HIL
MAE[EETH D, TRAILBLAZER-ALZ 2 5{8%& ADNI AR DB A NS EBEL NILDFETT—2
#WMEL, FALE AESRDHSHT(X, TRAILBLAZER-ALZ 2 LTE HBOE£AEERE LUV
ADNI ark—hr2KIZH L TEBES ML=,

TRAILBLAZER-ALZ 2 SHERDELGHAANEEEZBIRT 57-HIC. ADNI IO EBE M.
REEEEEEZEBL. A O7IOCNREETHLHEE (CSF B0 total-tau/Ap42 thhHY 0.28
HBTHA) (92) #iH L7, National Institute on Aging and the Alzheimer’s
Association (NIA-AA) IZ&5HRETEZET - RN FEEZETIL. total-tau/AB42 7E D CSF
NAT)YRNAFT—H—(E, PET [CKBT7IOCRBIEEEIC—HT 5FRN\(AT—H—
(Core 1) ELTRIED TN TLNS (93),

TRAILBLAZER-ALZ 2 &HEEDTS5tREEE ADNI EHDEEE TR IVEEFEERAET S
= MEMRITICEDEAFFTEEZBERALIZ, BERRIT7ICLDEA L. —RILRBETILE
BAW-#rEREATFE (inverse probability weighting method; IPW)ZMAL = ATT
(Average treatment effect on the treated; ABREICESITAEHABENRE) HEEITK
YEHINT=, 5TE(X. R (version 4.4.2)M Weightlt package (94-96) ML =, EH
FFICHAWV-RZ =X, F&. 45l. APOE ¢4 RT—32X, R—X54/4> 0 CDR-SB Xa7.
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ADAS-Cogl13 Xa7.MMSE X7 (ADNI TIER—XZ4>, TRAILBLAZER-ALZ 2 iXE&
TIRRI)—ZUJHR) THD. T3y THREBITEIERETRTRERRELI-AN,
ADNI Ao LIza/R— b TIE7IAA R 2o FAOANMEDO RAD Z UV 0. SHIEERN LIz, &
AT FDETEL, BRHEEDZELTHYZE (standardized mean difference; SMD)
M 0.1 R THAHLEMHR T HETIHHESN  BIRAMEIZDLNTIE 95 —E24MLE L
BRELTEMBLE: (97) o« oo ARV UTILHAX~DEELFHELT-.
RARHIC, R—R5/4 5D CDR-SB DELZFHEY 510122 DOREREREETIL
(mixed model for repeated measures; MMRM) ME{T&nt-, 1 DEHDETILIZ,
TRAILBLAZER-ALZ 2 SABRD TS REFLAEELTI- ADNI 27Rk—bD 18 hAETOT—4%
FALNT., ADNI a7h— D #47H TRAILBLAZER-ALZ 2 EHEED TS REERETHD L%
R HEMNTHERALIZ, 2 DHDETILTIE, TRAILBLAZER-ALZ 2 SRERIZHTHRF1<
JET—4LZEL- ADNI a7h— £, 36 h AR TOARESREHTE L, FHINT:
MMRM E7 /L&, TRAILBLAZER-ALZ 2 SABRD#EHRMETEZIZH (115 CDR-SB E{LE
DR THESNIZETILERRTHY . BERFRIT 6. 18,24, 36 hATHof=, ETVICE
FNHHEEL, AEE. F#5. APOE €4 RT—FRX R—XF4> CDR-SB, R—XF51>
ADAS-Cog13. FHERE EkFr D MMSE, &FflifF =, & K UEHliRF = x SAHEREE ., Bl mx R—
AZ4> CDR-SB DX EBERATH S,
RNR—R7—ADTEREMZHER T H-OICRESTLERSNT=, ChIZIEX EAFTAE. B
U RERDEENEENTz, EAMIZIL. generalized linear model (GLM)i&k(RX—R4
—X). Entropy balancing. & U Generalized Boosted Model (GBM)®M 3 DD &% %
BEATTHEFEEZRAVTHELTHhNz (89),
512, TRAILBLAZER-ALZ 2 SEEDH T IL—TD 1 DELT. U TORFRITDKR S G
I EEEE-L 12 AR TR FRI TN TSR NYB R - BEEEEL-, FFRTT
EREENEREF. UTOVWTIhIDOEREE-LIEE. ERTTISERAIYERS
CEMAEEFZo T2

1. WFhh 1 EO7IAAF PET REICEWLWTTZIAARLALN 11 CL R ETHo1=15

a.
2. B2 @O7I04F PET REIZBWLWT7ZIOARFLALA 11 CL R E 25 CLRET
Hof=1&:E,

COKHIF. 12 h AR TTIAARI) TSIV RETHEL . TORERIECAEEFILET HEL
SRBEFEREES ARSIV DABRE—BLTNDIENDEE SN, COMBITIL. JAEEPLE
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LE-ROFFRITREEZEOFNEICETIMELRMTHLOTHY, HILRICETERA
R BB RICE T AT ERMEISHIS T 51=0DIET U RELS,

o R

2025 £ 1 A 10 HEFm® ADNIMERGE 7—4+t vk FU - ADNI ak—k214k (2,430
B D536, BAEEEZTEZHEL TN =DIE 1,535 HITHof=. TD>5. CSF Fd total-
tau/AB42 LhIZE DETIOARGHEHIESN =B E (L 539 flTH 1z, LI, ZOHTHE
ET—RIREN G, -=EEIL 534 HITH-T=

Z® 534 DLV T, TRAILBLAZER-ALZ 2 RERIZHITHTSERBEDOR—RSAUERIZHE
HETEMROT TEAF TN ThNhiz, E#f %D ADNI ak—tDOEHY LT ILYAX
(% 268 I THo=. BMRAT EHF(HIZE DL, TRAILBLAZER-ALZ 2 DTS5 tREELER
L1 ADNI 2/Rh—rDMET. AA#EFRBES SUR—IZAUHED NSV RIEBRIFTH
212 (XK 29 BELUK 9 B) , £t=. BIHAMEIZR TS Trimming BIE DS (K 10 8LV
11) %LtE9 5&. Trimming BIZABIHRAZE RSN T = RSN T=,

& 29 EAMFTATRIZETHAOMEHENE LUR—RS/ U EDLEE (98)

TRAILBLAZER- | EA{FFHID E#$+#%D ADNI a7k
ALZ 2 SRERIZ#(+ | ADNI a/R—h —h ESS=268
3F5uRE N=534
N=844
F8 (FHIE (SD)) | 72.97 (6.17) 73.80 (7.45) 72.66 (8.31)
B£(%) 359 A (42.5) 315 A(59.0) 383.2 A(46.2)
APOE €4 OATO# | 462 A(54.7) 268 A(50.2) 457.0 A(55.1)
BRERFE(%)
APOE 4 OREES | 142 A(16.8) 112 A(21.0) 143.5 A(17.3)
BREE (%)
APOE €4 3E&H% | 240 A(28.4) 154 A(28.8) 228.7 A(27.6)
(%)
MMSE (F#1E 23.64 (2.47) 25.77 (2.73) 23.60 (2.64)
(SD))
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ADAS-Cogl3 (¥ |29.14 (8.80) 23.21 (9.10) 29.75 (9.66)
¥fE (SD))

CDR-SB (F1#{& 3.91 (2.05) 2.71 (1.84) 4.06 (2.07)

(SD))

B&E&: ADAS-Cogl13 = 13-Item Alzheimer’s Disease Assessment Scale — Cognitive
Subscale; ADNI = Alzheimer’s Disease Neuroimaging Initiative; APOE €4 =
apolipoprotein E 4 allele, 77RUAR22 /39 & E4 3 31&15F; CDR-SB = Clinical
Dementia Rating Scale-Sum of Boxes, EaEKRKIZRENE ZEEFF MR —IL —RvI X &5
ESS: effective sample size; MMSE: Mini-Mental State Exam; N: Sample Size; SD:
Standard Deviation, Z#{FE

9 BEHMITRIRICBITEIR—RASFAVAEEDFRELTHE

Covariate Balance

I
Propensity Score A : J

1
1
Baseline ADCOG13 ]

1
1
Bassline CDR-SB - ™

APOEHOM = Heterozygote [ .
Sample
APOEHOM = Non-Carriers 4
® Adjusted
APOEHOM = Homozygote - &

Age 4 [

Gender = Male -

1

1

1

1

1

1

]

1

1

1

1

1

1

1

1

1

1

1

b 1 Unadjusted

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1
Baseline MMSE 4 @ 1
1
1

[

-0.5 0.0 05 1.0
Mean Differences

Abbreviations: ADAS-Cogis: 13-Item Alzheimer’s Disease Assessment Scale — Cognitive Subscale; APOEHOM: apolipoprotein E €4
homozygote; CDR-SB = Clinical Dementia Rating Scale-Sum of Boxes, F&FRAIERANAE EAEEFHER 7 —IL — Ry R &5 MMSE:
Mini-Mental State Exam.

E 10 Trimming #® ADNI F—2I=E+2EH 9
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#&5%: ADNI = Alzheimer’s Disease Neuroimaging Initiative

11 Trimming #® ADNI T—2I(ZEITHEH 5

#&8%: ADNI = Alzheimer’s Disease Neuroimaging Initiative
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12 [TRT &SI, BAE L= ADNI a7R—k&. CDR-SB DA—X S Mo DEIEIZE T,
18 n AR RET TRAILBLAZER-ALZ 2 HERD TS tRBEEBILI-EIT/ 2—2ERLTL
%,6 1A 12 1A . BLV 18 AARKRIZEVT, AELGEIFROLNTLVELY,

L=A'oT, AELT= ADNI IR—rET 5t RBORBELTHERREICAVNSZEEFH ST
HoHEHEESND,

12 TRAILBLAZER-ALZ 2 BT 5t # &, SA%LI- ADNI J7h—hed 18 n AR
RETOLE

TB2 Double-Blind Period Placebo vs. Weighted ADNI

Overall population
Double-blind period
@
]
=
a
=]
=
5
= Pl
;3 == Weighted-ADNI
13
g
i}
=
=
<<
Months since baseline
Treatment differences [95% CI)
Placabo vs. Welghted ADNI- 0.06]-008,02) 011-0.11,031) 016[023, 054]
Walghtad-ADNI (ESS) 268 255 237 200
Placaba (M) - 840 783 714 580
ADNI cohort was weighted using Propensity Score using Average Treatrnent effect on the Treated (ATT) weights, COR-S8 change
from baseline were estimated with MMAM model using ADNI weights, N: Number of patients; £55: Effective Sample 5

£&: ADNI = Alzheimer’s Disease Neuroimaging Initiative; CDR-SB = Clinical Dementia Rating Scale-
Sum of Boxes, ERERHIFRHNAE B E MR —IL—HRyI X &5, CI = Confidence Interval {E38XfH; ESS =
effective sample size; Dona = donanemab; LTE = long-term extension; MMRM = mixed model of
repeated measures; N = Sample Size

13 (. TRAILBLAZER-ALZ 2 FRERDTSRBEICE T HEBETD/N\F—U W RELS-
ADNI J7R—hERIFRTHAERELIIBZBEICHETS.36 nARRTORFRITDARENRE
RLTWS, CORRIE FFRITDAREDRD 18 n AR SHREHEA THRT 5 L%2E
F154LDTHY. 18 nAND 36 HADREICHERE DML ENMERLTINSIEERLT
L3,

13 TRAILBLAZER-ALZ 2 LTE HEICHTBFFRTTH# L. S8 LI- ADNI Ok—F
ED 36 HABRETOLLE
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TBEZ? Long-Term-Extension Donanemab vs. Weighted ADNI
Overall population
Double-blind penod Long-term extension

== Donanemab

== Weighted-ADNI

Adjusteg mean change in CDR-SB

Months since baseline

Treatment differences [95% C1)
Dana arm vs. Walghted ADNI - 021[-0.34,-007) -D4T[-066,-027) -06[094,-026] -0.97[125,-0.64) 116 [-1.66 , -0.66]
Walghtad-ADNI (ESS) 268 288 237 200 183 122

Dananamab (N] - 794 731 850 604 507 a17

ADNI cohort was weighted using Propensity Score using Average Treatrnent effect on the Treated (ATT) weights, COR-S8 change
from baseline were estimated with MMAM model using ADNI weights, N: Number of patients; £55: Effective Sample Size

RHAERARICEV T, 18 WAKRTTIOARAVYTEINTIVEN o EFITHL, AROBEL RO LN,

f&: ADNI = Alzheimer’s Disease Neuroimaging Initiative; CDR-SB = Clinical Dementia Rating Scale-
Sum of Boxes, ERERRIZRENGE BAEE MRS —IL—RyoXEET; CI = Confidence Interval {E3EXR; ESS =
effective sample size; Dona = donanemab; LTE = long-term extension; MMRM = mixed model of
repeated measures; N = Sample Size

o RESHOKER

REFERHEESARSAUIZR>T(FHbhb 12 W ABAT) REDIEREEDTMEZT. ZD
B _EERARIERG (12 hA~18 1 A)B&LU LTE HIZELC TAEEZ DL TV EHEIC
BTERPVEENREHER T 510 RESEERREL -,

14 (&, TRAILBLAZER-ALZ 2 SHER D —EE#AEEMDIZ 12 n AR TI SAKRITY]
UYBZEHIZHITS.36 nAETORFRITDARBENRER LIz, COFERIE. 12 1 ABR
TISERICUYBZZBBICBVTH FTFRITDABESEN 12 hADEREHMEEZ T
BT H5LeXRFTHLDOTHY . ABRBELABEHOMMNLEEIL 12 1AL DS 36 hA DM
[ZHEKLT=,

Bl 14 TRAILBLAZER-ALZ 2 LTE RERICE(THFFRITHDSH 12 1 A TTS5wRIZY)
UBZAT-RHE L, AL ADNI O/Rh—re? 36 hARFRETDLE

102



TB2 Long-Term-Extension Donanemab vs. Weighted ADNI
Subset of Denanemab patients switching to Placebo at Month 12 {amyloid clearance)

Double-blind period Long-term extension

@ 0.0
g 0.5
e 1.0
= a2
a 2.0
o
c 25
G
5 3.0
= 3.5
1]
OEJ 4.0
= 45
o 5.0
7l
= 33
2 6.0
6.5
0 6 12 18 24
Manths since baseline
Treatment differences [95% CI]

=== Donanemab
== Weighted-ADNI

Dona arm vs. Weighted ADNI -0.25[-0.48,-0.02] -0.65[-0.97,-0.34] -0.89[131,-048] -13[-1.79,-0.82] -1.68 [-2.4, -0.96]
Weighted-ADNI (ES5) 268 255 237 200 183 122
Donanemab (N} 193 187 187 179 157 125

ADNI| cohort was weighted using Propensity Score using Average Treatment effect on the Treated (ATT) weights; CDR-5B change
from baseline were estimated with MMRM model using ADNI weights. N: Number of patients; ESS: Effective Sample Size.

TRTOBRESMTOHERER 30 (ST, BMICETHEAFTFELCERADENZHANDL
T 2REEBEIY 12 hATTISERITYBEREHICEVWTRRIE—ELTREY. AHKOD
BIRNBINI-CEh D XBTHEROBMMNTER THAZENREINT, T 12 hAFRE
18 n AR RIZHT4H CDR-SB DA—RZSA U Mo D EALIZDLNTIE, TRAILBLAZER-ALZ 2
HERD TSR FELFEL- ADNI 2R—FORIZHEHICEELEFROHONGEN o=, ZD
C &l  TRAILBLAZER-ALZ 2 LTE HERIZH T 5T BBEEEL T, FAZ LT ADNI a7k—hk
EERATAHILDZELMERLIZ, —AT. 36 nARRTIE FFRITHRGHLARELS:
ADNI #EDRIZHLIT, CDR-SB DR—RZA UMD ELICEELGENREDLNT-,

# 30 TRAILBLAZER-ALZ 2 LTE AERICETHERESHTHER

DIRER BEH (R—RF1V)
TRAILBLAZER- ESS (R
ALZ 2 LTE & —254

LY V)

ADNI a7Rk—
FeTSEAR
HEOED
CDR-SB &
7018 »
ARATO
=

ADNI

ADNI

36 MAKFR
T® CDR-
SB Xa7IZ
BT HBER
R0E

EhEH

R—R7—2(98) 794 534 268 0.16 [-0.23,

0.54]

-1.16 [-
1.66, -0.66]
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BXE 2 #71:Entropy 794 534 317 0.21[-0.22, | -0.95 [-
balancing (98) 0.65] 1.48, -0.42]
EESH2: GBM & 794 534 272 0.23[-0.18, | -1.15[-
(98) 0.64] 1.66, -0.63]
12 nATTSERICOYEZ-EH
R—245—2(98) 0.16 [-0.23, | -1.68 [-
193 534 268
0.54] 2.40, -0.96]
BXE 2 #71:Entropy 0.21 [-0.22, | -1.46 [-
193 534 317
balancing (98) 0.65] 2.14, -0.79]
RESHT2: GBM % 0.23 [-0.18, | -1.66 [-
193 534 272
(98) 0.64] 2.35, -0.98]

*FTRTOEHICEVTZEILFEHEIL 0.1 KimTLEA. 12 HARMYFy—EBITIZHE N TIE. GMB EICKBHIR—RS5M
MMSE D1Z#1 FHh=EM 0.13, Entropy balancing $k12&% ADAS-Cog13 MIZ#{LFHEMN 0.11 Lo TV,

£&: ADNI = Alzheimer’s Disease Neuroimaging Initiative; CDR-SB = Clinical Dementia Rating Scale-
Sum of Boxes, EREKHIZREIGE BEE MR —IL— Ry XEET; ESS = effective sample size; GBM =

generalised boosted models; LTE = long-term extension

AEORBEMNECOVWT,. 7EIO/MNBEEOE RN OLRHAZT o BBOAE
(Gueorguieva et al.(2023) (99). Shcherbinin et al.(2022) (100) ) &V I5ST-MC-
AACD . I5T-MC-AACG. I5T-MC-AACH (Part B & U C). AACI-PC. AACI Safety
L/¥oNnf=-T—RIEDIE, £H

Addendum 9 (AACI-A9). AACI-LTE &LVot-#E# D HER M
[ZBITEHT7I0/MFBEREREDODRREIL 2.4 (95%1E

FERXME: 2.2-2.6) CL/FELHfERENT-,

. BRRREICET57I0/FDEERENN 3.3 CL/ETHLHLETHEBRERETILD
ARERICK>TEHESINS(101), P3aL—aviERE, 7EIRARA—EREShNIE A
BEPIL-ETLEHRERMEI RSN DAEELHDHILERLTIND, ThIE, FFRTTIC
FOTT7IOMRDBRESN-EZEDOBERREDN. BERKETOERREIVLENILLZD
BHEEAOND, TSAMRTS—IDRLORBELSLUHEELFFHET O FHx
28 TRAILBLAZER-ALZ 2 :HE&RDEIXRELHIEE
ELTHRETEN, 7304FK PET EIRZAVTR—RSMUMD 76 BETOHOEILABESNT=,
TRAILBLAZER-ALZ 2 MMSE20-21 475 I)L—T@Hfd 76 BEDOF7IOARLAR)L
@lCLZLEIC. BEREES 2.4 CL/FLRELIGE . PSR/FIBME (24.1 CLIR) IS
RAFTICET HHAMITH 6 FLEETFIND (BEEIRBIETCLETE).
XERIZENIE, PEAOARLARILA 24.1 CL REDBHEICEIZELI-DBLABRNEIFRT S
ATREMEMELY, f=EZ (. van der Kall et al. (2021) (. R—RSAVDTFIOARLALLA
26-50 CL ®BETIE. 740—7v7 4.5 FOMICERKRMGETIXIZFEAERDHONEH ST
EHRELTULVS (102), ZF7-. Quenon et al. (2024) (103) (. 1,321 AZRRELI=-FE

RITMTSEROMATIOANEEAD
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[ZHLT, 12-50 CL OHREMAETIOARARIE 3.4 EROBEEHMDICEERNETIRIE
[ZESELARLVEFRELT= (103) , E5IZ, Sperling et al. (2024) (X, 7EA/RFFT5—9ILA
LAY 46.1 CLRFEDEBEETIIHERTHAR/IETHY. 46.1-77.2 CL DETIT 4.5 FLE
ERAMEEDIE T A LNz ERELTLNS (104) .

24.1 CLEZBATELABEMBENRET HERELIZHE. 2.4 CL/ETOBEEFETS0 CLIC
FETHFETITRHEGEARMITA 10.5 F£&74325, Ff-. TRAILBLAZER-ALZ 2 FRERICHUVT. K
FRITEDOR—RSAT7IAARTS—ILAN)LIF 103.5 CL, F5tHRE (L 101.6 CL TH
2f=ZEM B 24.1 CLOABIDULANLIZRDICIE. RICERETEEZERLZEE. N33 F2ET
B ELESH, MAT. PEAMRN VR EDGREEZRELLGVDLANILETETTSHILT. BE
BICE->TRMEITET SFTOM. R EMEZHCERMRNBONLEEZOND,
Knopman et al.[&. BRENEEEDEEL 167 AZXRIZ, 4 DOMNEE (RAE., FREESE.
SMBIGETRZE, B LU AREEEL) (2H1T54™ PET (ZO/LE9LE L) DIEBSELEREHFTLI=. 7
SOCMRLAIZE DA DDE (BIE: <-8 CL.[&1%E: 9-21 CL., [5%: 22-67 CL. B1E:
>68 CL) (105)ICHafESn-#HEREN>L. £M D4R PET standardized uptake value
ratio (SUVR) OAEALENELNI-DIE 68 CL BOHEDH THo1=,

NITEY AR DEMIYBLEVDERED ., HELGRMEEESTOHRERMMISERL TS
ZEMNTREEINTz, ChoDFER(E, PIB SUVR, 70/)L2DVE L SUVR, REEDRBETY
DU THEMTONTEY., BN EELZATE ABLARJLAS 68 CL ZHEZ HLTIRHEEE
BETNELHIEMNTENT (106) . 2D 68 CL LAEENS AB EIX. fxiIDERREBZFAIHH
RIZBWT BERMESLRMEDPRICZLUTIELLTERESNTNAS(107),

Ff-. Sperling et al. (2024) (104) [X. 7EOA/FEROEELSEEEETORLELVTF AR
FTHAHAEEFRELTHY. PSAMRLALN LR T BIZ2DOHM T CDR-SB DELHRELY,
HIZ77.2 CLEOBRETRLEELGETIAAONT,

%3112, REVABRDRICET R EOHMEL R LI

& 31 REGRHURICETHE

TRAILBLAZER-ALZ 2 HERD£HEH

SERHARE MRIL 18 n ARSI
AERAR T 1R A TIOARTZ—INERM 2.4 CL ORETEEBEINDLEFRTIREL

1=3% 4. TRAILBLAZER-ALZ 2 MMSE20-21 4745 L—TfEHf D
76 BEO7IO/RLAL(JCL) A5 CLIEA 24.1 IZRZETD
EHHARICEDE . AERBEBMNS 7.5 FRFET. THLLABRDEN 6
FREFINSDEENT-,
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HERRTR RN TIAARTZ—IEN 24.1 CLEBABALANNLIZEWTLERFT S
BNENFEETDEREL. T2LBHMROET &M 10.5 Flhf=o
TRRIZHENEBLTIKbDESN T, 2L, 7IOARTS—VE
A9 50 CLICELERR T ARIREITELRISHERT LD ERTE
SNnTL%,

#:E:CL = Centiloid, z>FO4FK

WA T—Hh—DEIL EERIBEDETINFH EDBEfR

R7I0/4F B RAEICET A2 -EIETURTIE, TILIYNAI—RIZKDBIEEEICH
(FBBAT7TIOANRTS—IDREDN., BBRT7 I AICEZERNREL-5F ZEATRSNTLY
B BT EERBINLARTY T 7Ta1hXIT  RFRITELS=TIOAN B HlRE
(X, EFADRT7IOANR BRAEZFEICHERT7ZIOARLANLEZLY BENDKIBIEBETSEDIE
HURENTINVS(43, 44, 108, 109). ChIZHL. MHORTIOAR BIAKEDH R T L8
3 <I3AUN(57, 110-112), YFRLARILDEAEERHTTIE. ALTFHRILIT LARIT,
FTahXIT RFRITERMRELEEMREIZCENT, PTEAARTS—O DBV LR T I ML
(CDR-SB %#f#H) LDBE@EMNET SN (K 15)(113), EESIIARKR THICIERKME
SEIL, S RKRESNI-7IOANE (EVFOARTRE) ITEEL TV 1EBRRTLNS,

15 7304F PET > FRAA/FEBIELT- CDR-SB OELICHITHAERETSERDE
(adapted from Boxer and Sperling (2023)(113))
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F: YSRAITDE 3 HHROETEER., BRETILINAT—RHITEITH5NETOE 3 HERR. BLU A4 HBRALUD
[CHIEMRME (FIERERHE) 7L/ —REFAEHREL= DIAN-TU REBROH T ybh b,
ILAAITOHEMEIZIE, FIERRHAT ILIYNAI—FREAERMRLELI- APLERBNEEN D,

TRAILBLAZER-ALZ 2 HERICHEITHPILEEEZR/-LI-BEIZEITHEEDR
TRAILBLAZER-ALZ 2 SAERDABPIULEETHS 12 h AR TORPEO7IO(F B T5—
IDBE (<24.1 CL) #ERL. TORERT TS ERARITUVEZ W -2KEH DS
MEFEIZE T HERKHETAT SN, TRV EZSFETOHAMDO P RIEF 47 BTH
Y. CNIFEED 29 BIThH-YVARERERIEL TNV -CEEZERT 5. COKRIZHEINT. 76 8
¥ m C CDR-SB ICKYBIE SN =ERRETOREELIFIA RSN (K 16), CDOERIL, 24
BLRLERERGEL TW =SB ICRONNREREE L of-, T2, 24 BFIF 52 8T
TIERICYYBZ R FRITREBE T, BRIOEBELLICTSEREDBEIRDENS
BICEASTIKIEBFERENT=, TN T—2(F, AEPIERITAEDIRENBEIZK DS
HIF TR ARPUERLIRSEFRT DELSRELZRMNTELDTH S

16 7IOARHEED=H 6 hAEIX 12 hATHRBEPIELEZBEICETHIR—RFM1Y
M5 76:HE (CDR-SB) ¥FTOHZEI{L

#&5&:CDR-SB = Clinical Dementia Rating Scale-Sum of Boxes, B&FRMIEEEVE EAEE AR —IL—RyIREEH
ZBEDBEEE **P<0.01;***P<0.001;****P<0.0001 (FStREEELLLE)
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TRAILBLAZER-ALZ 2 $AEETIX. 6 n ARNME 12 h AR A TTZIOAR B TSI DR ENTE
RBEINEFFRITEREBENERT TTSERICUIYEBZSN=A., TS5 RERDOEKY FY
29 BARICHEWTH BENRIE 6 nATIOVTSVREERMLGEN - BB LEEE o1
(114), RHIZHE T HEEDROHMFICEET H{RE (L. TRAILBLAZER-EXT
(NCT04640077) DF—ZIZ&>TESCEM TNtz (B 17). CORERIE.
TRAILBLAZER-ALZ DSMEBEZXRELIZFFRITDE 2 HEEMAERTH S HERE
OB DN E(N=25 B&U n=58). YA—F—/ATRX (FITTSREIZHITH%
). BEUV/S—F A DFHED £<AS TRAILBLAZER-ALZ REE D AEEZ| (T AHIBAL =112
EESNZEVSRREHIEDD. INLDT—REEBENROEFHRERE T HEDEHEOTLY
%, @M Donanemab Part A (3% 2 tBEABRD B h (RSP IZHT5 76 BEF)ETEHFD
BE5EZTTHEY. TORITABREZIT TGN, REDREEZITTLVEL 76 BRFAD 125
B DHEFEEHDHE. Placebo Part A EHLLEL TRIZEMNLEAL TSI EA DO HAD,

E 17 TRAILBLAZER-EXT /A—k A IZEITEFFRTTHRE®R 1 FFTOH#:CDR-SB
(Evans et al. (2023)&Y®HZE(115))

AR AR RORE
ETILTIE, BENBRERBGEL LD, BEDIRNTELRICHEBSA TWHEREL B
BePIELRIE, PO FIFITHCTERNR OB CHFGAMICELTELSREE
BELTVS(FK 32). ChoDBEF, ROTAILEBICEDREPIEIL—IVIZE>TEEE
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P LB EHE RATAITLREBICKSP UL —ILICE>THIEL-EBETELGS, ROT1T
BEBICEDEESHIEL—ILIZE, BESNAERSARE (18 1A) IT&dafkEpiE, 730
AR BITS—VDBRENERESNHEDERPIELEEND FHTATREAITKSHIEL
—VICIE EEORFEREADETICEDARHT LB IVATERICIDARFIUENETN
o
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= 32 ik JL—)LRIAESR

JL—IL RE
AMIER o CARHMREMNEESNTNS |1, sHEFEESNCAERDME (18 18) h. R ARNREHIET S,
° 1:2&;}(5]1; ;J)i)sou,fpﬁj 2. TRAILBLAZER-ALZ 2 MMSE20-21 4745 )L—T @D 76 BB O7IOA(RL AL
I—UDBRE (PET R%% @lCL) £S5 BEREE 2.4CL/F(116)LRET DL BRI AREITARTE
[oSMICLeER) IS % an1-7SO/RBHIH ST 570K TF—ILAIL(24.1CL) S RBETH 6 &£
. ELARMENS RSN,
3. Z0%.BECEETOBREBEEEETSHE. PIAAMRTS—ILAR)LM 50CL [TESFET
(2 10.5 ££ET 3, COHMLELTARITHBL. BROREZITSAENBRSERT
%,
AROHLE %ﬁ};ﬁ&ﬁfﬁﬁi 18 1 A DABRIMSE T RIS FEELUR DT LY /NAT—FRIZ & DR ITEAT LI T
e FIELEEE L, AEERICEEPILEALABDHRDRBEREL .
RAEER (EICARIABLY | SEEEOLHISAERERLELEZBECONTIE. 1 Y4/ (6 hA) DO, TRLAED
infusion-related reaction) .
(=& 2 A BEMETE,6 nA% (1 YA7LBBR)DSERIZ. 5 YA (2.5 F) T TAED
EARBLTLE, BRMISAENEAERTSEBEL,
RO T ARIA ZHEERLI-BE O —&) TRAILBLAZER-ALZ 2 SER(M MMSE20-21 &M S ARIA &2 F 13 b i 4175

(X, BREETOHME. AEE
R

Wl . %2 @E5)ERD1,

B&EE: AD = Alzheimer’s Disease, 7J/L*Y/\f<—&; AE=Adverse Event, HEE%; ARIA = Amyloid-Related Imaging Abnormalities, 7201 FE:ZE{& 2% ; HR=Hazard
Ratio, /\¥"—KLt; IRR=infusion-related reaction; PET = Positron Emission Tomography, I&E ¥Rt EiRSssi%; RDI =Relative Dose Intensity, #ExtFAE8E
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R+ TIZBELTIE. ZBEFERHEEHARSAVIZH DN 12 MABET7ZIAAMNR B TS—OD

T BRELVERTE LGS (TEREPLET HEDEL, FFRTTITLDT7IOA

KB TI5—HDBELERLELIABRTIEEEDEA ., TRAILBLAZER-ALZ 2 B
(MMSE20-21 £[)(z&31THY. & 33 IZRLE=,

£ 33 7IAMF B T5—VDRENERESNAREPLLE-BEDORS

INTA—5 R—Rr—2ADIE R
TIAARBTS—VDREHEE | 100% B AHEEST (RS 125D
115816 DELT=,
mEmRE2HEENSS. 7 | 121A % | TRAILBLAZER-ALZ 2 &8k
snqrpIs—vnrEsHR | CL I (MMSE20-21 M)
snamertL-gE0ss |

PWEE=RYLYT

(MT7I04R B FEIZLDBBEEZTE-ODEHRTHS=O)ETILIZHAANLNET R
TOEBENTIOARBETHAIEREL =, T 34 [Z1E. CWODARMEETILICSERT HED

FERREEREHL

& 34 BWEE=SULT OGRS

AR 4

iz

TILINAI—ROHRRELFMT 528 (FFRIJI<0#A#ER)

fAStEASAREEIZ DL TIZEIZEL TULVALY

SEOFMDERIF. FFRITEBSCOE
AMHRELETHIETHY ., BUHIRELFT
DAV DERMHRELE T HIETEELL,

BHOTIVYNAT—IRIZ K HFREIEZ BB
BEILEADAHZE, ETIILRBRICI7ZIAAN
BIAEICLHEERERIT TN -2 EEITE
AL,

ERRRICEDC

ZWilE, CSFREZEIE PET RERAWLTT
. &bl MRIREHITI,

EERRICED

FIAAREZA)YT (FFRITIZOHER)

FIOAREZRUT D=6, 7SOAK PET &
E@ﬁm%%}fﬁbf:o

KERRIZEDC

ARIA =4 H (FFRITIZDOFHER)
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ARIAARUEDEZSIVTICEEST HERE | RAXEICEDL

LT.MRIBREDERAZFT ELT-,
B&EE: ATT = Amyloid Targeted Treatment, Ii7304K B fdZEIZ k%A%, BSC = Best Supportive Care, "R
krR—T4F 4 7; CSF = Cerebrospinal fluid, ix#&8%; MRI = magnetic resonance imaging, & LEE &
s%; PET = positron emission tomography, F&EFRHEERS:

BB, 7EOMFRREICNMZA T TRXTOEFICMRI RELERINSEBELT,
ETIVICEENDZWREICIE. MRI, EHK (CSF) BE. BLUT7IAMFRED-HD
PET RF¥+v>hidhY (F 35). ShoDFEAEIE(E Mattke et al. (2019) (117)I2&bER
TO PET REDAVIFEBFERRDBEIZ. BAOEZEMRDRFEE RIS EHRTEL .
ARIA ARURDE=RYTIZIE, 7A40—TvTHEFIZ 4 BOEEAKZE MRI R ¥ hiih
BLEINTWS, SBIC FFRITDEEICEHE T 4 BREICE (1 HA1ILHYE6ME) 121
EDNRZENHY. PR 1 @H1zY 750 A (BEFEE 2EREMOETEHED—E%EH
F35&R] JIRE— (ERAKEK): A001 BH: 750 ) #EBRELTERELY,

& 35 PHMREICKITHEIRAA

BRE Fia R—2r—2 D& A
CSF FIAARRH 10%

F7IOAK PET ¥y | 7IOA/FKRH 90%

MRI & & ARIA E=4)UJ AMSKBERZE | 100%

B&:E: CSF = Cerebrospinal fluid, Bx#&®8&; MRI = magnetic resonance imaging, BiS#£IBE#%; PET =
positron emission tomography, GEFKREEERS:

o FHEER

TIOARBEEEGRERICIL, FE-BHEHES ARIA-E ., HI%##S5 ARIA-H A3HY. 173
AAR B MAEICKDABREICHERINTNSO., ChLIXINLDRERICEBTI2EELRE
ERELTEEINT . TD=D.ARIA DT RTDIL—RDARUINETILTEEINT =,
FOMDAEBEREEEZRLELT. infusion-related reaction BLUVBBUEIZDNT., %
EBLVEEDARNUIMEFEN. TRTOEEEDTFI145F—I2DOVTEEIELTZ,

% <MD ARIA A RUMEEBRRENSRAD 3-6 hALIRNIZRAET HEMD, HERTHESL
= MMSE 20-21 O&MIZE IS ARIA ARV D FEAERMN, ETILOZYIDHAI)L (6 5
A) [ZEBENT-(98), Infusion-related reaction, BHUE. 7 F745F > —RIGDFELEF
. ETILOHAIIL (6h8) IZTEHLET 6 HARDRERERIZERIN, FRSNZ. BF
ERICLSAEPIEE, TRAILBLAZER-ALZ 2 #ER(D MMSE 20-21 EFE0H TS IL—7
BB AEERICLLFEBEIGCE ST oD P ILBIELLTET ILISHEHA
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AFENT=, BSC (Best Supportive Care) #EICTDWTIXFETILIATEEEREZERELTLVA
L\, —A T, TRAILBLAZER-ALZ 2 RERTIZT5tARETH ARIA-E/H BNERSIh TS, i€
S>TBSCIZEBWTHEEEREHELTOWVAEWNWILIIRETFHAETTO—FENZE, KFRITD
FEEZHRA IS, TRAILBLAZER-ALZ 2 :RE&D MMSE 20-21 £MDT—42IZE DT
RELIZ(F 36),

® 36 AEFERALES

ARIA 1Rk IRR" WBEE " TFI245%>
— R
HEREEShiz | EEEOEIE HERTHESIN-RETE

RERDE
SEaclll AN A TEl OEl 2
*AEIEME ARIA EROFEAEE|E 1L ARIA-E fEFIIEDE, ARIA-H EFIBEIEIE ERTE,

“TRAILBLAZER-ALZ 2 IZ&E D&, dHELSLUVEEFHDHEEE,

B&:E: ARIA = Amyloid-Related Imaging Abnormalities, 7SR/ FBEEEES; IRR = infusion-related
reaction

4b.2.2 QOL {ED &4

RENBENEEOLETDEICEZRLEELTATET 50 BELNEBEODREBEETILY

NAI—BRBEDEREERIZET ILELT =,

® TFILIYNAI—ERBIEDEREEICIEC TREIKED QOL {EZMHAAAATHEY., Fiztth
BHR/EHRAFMORIZEYFHEL TS, BEKEZ LD QOL EDNIRMELLIERIE.
BREZOXEMN S5 AL,

o HEZEZRIZHS QOLEDBLEMEL -, ETIVIZHAAEN-HEEZRD QOLED
BLERTET S0 XELE1—%EMkLT-,

® AETFILIZIE. Shirowa b (2021) (118) [ZEIEHARFAD QOL EQEREE
Ex#ERATLHELETND,

® KRETILICIE, BEKRBICELTNHEZTOMAEEZRAATHELEEND, (119)

FEZERICEET S QOL EDETHETIVICHARAENT-, FEKZEHEDS ARIA ARUFDFE

HERARICEC. TOHREIChzY—EIRY QOL EXE TS, iEEkEHS ARIA EET

BLEERESNERMNTERE THo1=1=8%. Xu et al. (2011)(83) MLBLNI-TERFED

QOL BED<A+R5(-0.14) #REELLTHERAL. 7H745F— &G (-0.122) [

(X, XBRICEDER—RSAUBDOMRIED 15%FHAPEEALI-(84) . BREOEEER

(infusion-related reaction HXUBBYE) (2L TIX., EEERRICE VD TEMEDHIMIZXY

WEZAEINDST-H. QOLEDF LV IEBERALGN =M. CNoDEEERDABEERILE

TIVRIZEEN. BEDEE. RERELESEILTEEN ARG BED
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infusion-related reaction EBBUEIFZEELTLVEL, EEEZROIAEDRBE (X 3REH D
Bl|AL. & 37 IZ7RLT =,

& 37 REBERICHSHAE

FEER MABEDET EAHM (B%) Hi g
ARIA -0.14 72.40 H Disutility: Xu et al. (2011)(83)
Duration: Sims et al. (2023) (39)
(average of donanemab and

placebo arm)

Infusion-related 0 N/A N/A

reaction

BEAE 0 N/A N/A

TFI45F— -0.122 30.00 H Hannouf et al. (2012)(84);

Calculated as a 15% reduction in
baseline utility

B&:E: ARIA = amyloid-related imaging abnormalities, 7XR/FREEGESE

e EEMDQOLIE

BED QOLEFETIVICERSIN, g TORBEZ(THEEIEHRNT—2 (98) Hb. Ik
ZICAFILTLAEBA(E Ashizawa et al (2021) (82) Mo T—4%5IBLz. ChioD3hA
fEl%. TRAILBLAZER-ALZ 2 SHER DX RERM LT EGLIRAMSFONTF=6.
TRAILBLAZER-ALZ 2 FRER DM R R D FoFIEIC—HT D LIS HBRDELE
AL QOLEDMEEZMIELT= (120), COFREZEITI=OH. — R AOD QOL EMNFE&R I
CTEDKIIZEALT I EZERBLTERSN-TARZRET QOL EZFEEL. ET/ILTHEMASN
S QOLIEL., HERERILFEMIBRZRA T HAADICHIET HLOMELI-. KR 382, £
TILTHEASIN-F87 QOL E%ERLT=,

& 38 ETI/LICAL-EED QOL &
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HEE Carer Rating of Patient HRQoL (EQ-5D)

Values (SD)
MgEFTARES AT
PR =y AREZITHEE

FILYinA  0.810 (0.01) 0.801(0.031)
K {1
SRR
T7ILYJinA  0.740 (0.01) 0.662 (0.021)
Y—I/ITE
SHEEEH
fiE
FILYinA  0.540 (0.02) 0.436 (0.021)
K {1
BHHFERER
ENHE

BE: HRQoL = health-related quality of life, f2REREELFNDE

® JriE&ED QOLIE

H 8

Mg #EE: Eli Lilly
Data on file (In-
house analysis
(GERAS-J): (98)
HEER ART: Ashizawa
et al 2021 (Table
3)(82)

NEZEOABIL. TILIYNAI—REDOR T IO ERABEDFHEICEWTERLGERTH D,
TFILINAI—RBIHEDEE (L. RIEORA. TOMDBEDONEEIZL>TNHEINDHIL
MEL BENGTEBICHZ RENLTEBIIBOHTREVNENREINTIVS (121),
BEDHETIE. EQ-5D DF—A&IF. ZILYNIT—KIC LA BMEDNHEE A RERT D54E
DEBIZHLTREANSLEV RN H D EATIET S (122), COREE. EQ-5D 17
IWINAT—IRICEHRBINEBREDNENNEEICEASIZEEMRMITRET HIEFEELT
BTV ATREMZ R LT, LI=AS> T, NMEEE D QOL fElL. Belger et al (2022) (119)
NERIZETZTILYNAI—IRIZEDNEED QOL EDFAVFHAEL-FERICEDTE
ELTz KX THREN-BELRIBLTWANESE. JIELTO AN EEZ TN TR
[ZEITHERBE. FRHONEETHLIEAELIz A—RT—XTEELI=NEED QOL %

# 39 127RY,

*& 39 Ti#ED QOL {E
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NEED QOL {E HISFEETARE ERAMTARE H 8

(EQ-5D) 2558 2155 E
niEE (BHEOFH)
FILINAI—IRIZLDE  0.670 0.760 Belger et al
ERMEREDNEE 2022(119)
(BELRERE)

TILYNAI—RIZKDF  0.540

EERMEBEONES

(BELRERE)

TILYNAT—IRIZEDE  0.320

ERMEERE

(BELRERE)

NigEE (BHEOREAE)

FILINAI—IRIZKDE 0.770 0.760 Belger et al
ERMERENNES 2022(119)
(BELAE)

TILINAI—&®IZKDH | 0.510

EERNEBREONEE

(BELAE)

TILYNAI—RIZKDE 0.320

ERMEERE (HEERICA

. BELAIE)

B&EE: AD = Alzheimer’s disease, 7 LY/ \/<—¥%;SD = standard deviation, {Z#{F=

NiEE (REORRBE (ERISFEUFTELRE)LEEDOFH (MHFHELRE))D QOL {E
[FRFILIz, ETILTIE. NEFORMY (FHLEERBE) CLOBEEIUR—ISIUBEDH
M (NEEE (FH) OFHFER 62.1 % (514 29%) LEBEDNEEDFHER 73.4
% (B 63%)) NEERLz, FEIENESE (FH) X GERAS-IZHLIZ, TEESE (BB
E) FBELRFLREL-,

NEED QOL EIXFRARE T o= BNEEITIL—TOERINF-FERICTEDNT, — i
ANOQEEEEIZRT 2MBEDFEEZS IL—TZEIZf7o1= (Appendix C - section 4.1
Table 6 H8),
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4b.2.3 BRD/ISA—20O

EREREERIE. 1 YAV AYDEREZHITIT HSBMT. IQVIA Claims Plus2 7—
AR—ZZRAWN. TILINAI—IBIZEET AEERIEZTL LUV T ILY/NAIT—IRIZ L HFRA
E (BE-DEE-FF) BFICRITEEEREZETE L=, IQVIA Claims Plus2 7—42A~
—XAF2EORERZEE. ERREEE . RASHEBEERFIENMRETIL LTS LUVE
HREZOT—INLLIERT —IN—IXATHY . FRIOEEHL 1,287 A (2025F 4 A
Brm), T—AR—ADEERBE S (21F: 2012 F£4 A; ERBLURYSEHEERHIE:
2014 4 B) hoDBRBREERIL 3,411 AATH = (S HTDOFFMIX Appendix D 5

)

o

® 40 EROREDHEFTLD

ERHTI— RE
BERER A=
RHEH
REIXS5ER
ZPER FFr+<T 05 (4 BEZE&IC

1E) CEDERMDEZEEREL

TERZEOT-,

HHHAEDER 1 BEVO7 T rOER%E
i,

FEERAEE  JL—FK 3/4 ®infusion-

B related reaction & & UBE

JE.HLUIZTRTDIL—KD
TFI2453F 0 —RIE

ARIA O ERRIG T 7 EEZS) Y
5

g, BE
TRAILBLAZER-ALZ 2 and in
alignment with the Japanese
Product Monograph for
donanemab (18)

Eli Lilly and Company. Data on
file.

G004 =iEESt 3. TDMDIFE ]
(1 E&T=Y)

A001 BZH

F7UtIrESMg % 1 BIZ 148

« Infusion-related reaction £&U
BBAEIZDNTIE, ATACRERED
MERFIVENMERESNDELT,

o TFI4ZFL—RIGIZOVTIX. 7
FLFUohERINSELTT-,
FFRITDRMXEMNS. 4 BID MRI

BREEZH LLZ(18),
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ERATI)— NE He BE
PWBLUE=S TIOAF (PETHBELUEER) @ N/A
D27k -§:: BRESLVT7IOANRBTS—HD
BREDEHE. GOVICHEEER
(ARIA) DE=#Y>% . ARIA I
EI2@EDTTEE=RIVT%
BRERE(TIL BRIZIK. BBENEEOER Shibata et al 2021(123) and
YNMT—RICK (EEERE) NaFEhf-, 7SO Ikeda et al 2021(13)
BHEEFRRE . 4K (PET & CSF) O#H., 7=
TIVINAI—  OARBTS—VDBREDTE. &
RBIZEDHPEE KLUEEFEEZR (ARIA) OE=S
RHEE.TIVY UVYTARIADEZAYUIEE
NMI—FRIZED CEBEDTT,
BEERMAE)
LOER

o AEER

> EHE
AMINEBSLIUVUERKICEDE BB, BR5RK. E5MHR. AERE. S&LUKRSHLESE
EZELIZ FFRITORND 3 BAHDESEIE 700mg THY. 4 B EHSIE 1400mg %1%
555, AREMI 18 nAMELTz, FFRITDEHFIE(LFE 41 (TRLT=.

£ 41 FFI OEHE

BEA 1 Bfudt-t) HPRHE
¥ (/847
L)

Frax<d 66,948 H 350.00 mg

FH<J DHExEZE#E (Relative Dose Intensity: RDI) (&, ARIA [Z&kYAEA H
wisni-gE0ss (o). TRAILBLAZER-ALZ 2 B MMSE 20-21 BI<H554
s FEoErE (] 8). &0 TRAILBLAZER-ALZ 2 SHERICE DEH M LI RERE
M (18 nA.HEIL 28 HIZ 1 BN 5% 19 EIZHHY) (39) ITEDWWTMEFEHZEEHLS:
R, 94.30%LEHEINT -, FFRITDIRSFERIEE 42 IZ5RLT=,
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& 42 P17 DR 5HER

ARA o 92 B 4R BTHYE ®EHE RE xR

E &

(RDI)

RFr#<37  $#&58MmE  3»AEH  4BME 700mg  94.30%

K+*#<J  35AE 181HAB 4:8M%E 1,400mg 94.30%
> RERREER

R JIEEIRNES SN, CNICIEBEEIRMMES, ETIILRNTEELERSIAMNMER
43 [TRLF=e R—RH—ATlX. BAIXEE S BHEADZERMMNSEH SN (G004:
¥530),

& 43 FFRE5ER

aRa 5 R 5 HE
FFw<7T FRARPYE ST 530 M 4 B =
> HRAEOER

TROLSICHAZEDERELETIVICED, GHAEOERMBRBS LU TILYNAT—RIZRH
FEDRAT—URIIZRFERFIRESNDIEBEDEEGER 44 ITRLT=,

& 44 HIAEDOBRALREAS
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E-$-1EA EH FILINAR—KIZKDBHED AT
— IR ERERESNhIEEDE

P
(=]

TILVINA  TILIINA  TILINA  BREIRN
I—fF/IZk YRk | T—IRIZ&K
HEEDRM HHEEDRE SEEZEM

fE
7T 76.10 84%
(FRR2JL) H

%NE fiE

79% 73% -EBEEE: GERAS-]
-7+ 7hE 5mg 76.10
Fq

BEHI 1 FHICHO>TEAEREINSIEERE Lz, TUETHE NV TSIV RERERBRELTERA,

o PMBIUE=SIUITER

DR ELGRE. TEIO(NIEET IRE. BLUVATEROE=SIVICEET HERE
ROT=, BRI E-UDERITZERMCE DTS, NEEEK 45 (TR, GH. BT
=R DEEIFER 17 ITRLT =,

& 45 PHBLUE=SIVTER

RE
MRI

F7IAA4K PET #&&

CSF

Hu-YDOER 51T

13,300 A E202 BSHEBaOVE1—4—WEIRE
(MRIRE) (—&E[ZDZF)1.5 TR ES
TAIRBEOWRICKDHEE/1E (1T

EV—F)

125,000 A E101—2 ROrAVEERS 7IO4F
PETA A=V T RIERAWV-HE&/1E (1
IEV—F)

12,820 M D004 ZEEARIE-FRIEEE 7304

F B42 /40t (B&®R)/1E (1 TEV—F)

#&:E&:CSF = cerebrospinal fluid, ¥ #&&%; MRI = magnetic resonance imaging, BRHBE %, PET =
positron emission tomography, [&EFKHEERSs

IRk ——BEREET

> PHREEAR
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FFRRTIZLHBBAREBETHHILEHER T AODREERAZE D=, PET RE LR
BREINTNORBEZZINOOFEREIGICEIEMEFYL. RUD YA V)LISERAL =, 1
ADBBEZHRTETH-HIC 1 AOZHRENDELREL. TIOBHHED-ODIRE
FZENEN 10%AFRIRE. 90%A PET RETERMEEINDERELT = Ffo. N—RAFM VK
[CEEHZ2AICMRIREAERESNDERELT =,
AFBRICBVWTIREFEREET AR SAUITR, TSAARBTS—VDBRELHERT 51
. 704K PET #REZ% 12 n ARIZITO &L,

o HEERAHEEM

AEEZOHFERE (ARIA. infusion-related reaction, BEE. 7F745F>—) (. &R
36 ITRLIEY TH S,

R+ < T DFFXEIZHL, ARIA-E BNFEELIZIGA . MRI DE=Z2YL T IXEEDEERD
F—RATREND 1-2 A FEE/EEDT7—AT 2-4 hAOHETITHON, 7SAMF B D
KRIZEDSWTEMDBENTHNS, BHRIZ, ARIA-H AFEAEL-IBE . MRI L@, FiE
D 2-4 H BEIZITONB(BEICELTIAO—TYTHY), LI=A 2T, ARIA A RUMNFAE
L7=15&. ARIA %‘ﬁ:?ﬁ‘%. H (TRAILBLAZER-ALZ 2 itE&®M MMSE 20-21 BIZHI(T
HREPEHOTHEAMN) ORENBELETHLHIEN D, 2 EOEMIZERR MRI #&ED
BER#EREL=

MRI REDEM L-YNDERIL. EEFBEDZEBM-E I TFH /550 —DERIL.
FECEDE, —REMREARELTRFL T DEF|E%. infusion-related reaction &
BEUEICOWTIE, ATOMRERORERFISVEOERBE SO, AEERDARERIC
BEZROREHREZREL T, FABROHBRIARNEER L=, ARIA(RUFDERA (MRIRE
BERZED) X.ETILHAMIILORSICEHLEDH 6 P ABDERELTEEL, ARIA A
RUMNDFEERB(ZFEAENRSRAE 3-6 hADILITHETD)ICEHED=6H. RID
Y4A4)L (6 1R) ITEAL, ZOMMOAEFTEROERIE. Y4VILOHRICEHLEL-0 6
HABDERELTEESN. FETILYAU)L (618) DEISITGCTREL,

* 46 FERERLRER
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infusion-
related

reaction

TFI45%

:/_

=42
26,600.00 H

743.30 M

743.30
17,976.30 H

3Rz
E202 BR&£RIVE1—2—MEHRS (MRIR) (—&IZD
EF)1.5 FRIULEITRASIRFEDHERICKSIHEE/ MRI Xk
13,330 H(1 [E)x 2 [@])
ATAAMR(EFBILFY U UEET R T ILNaFRE100mgAFP
2mL3)191.0 M
BOERSIVAHI(TLOF 820 20mg)22.30 H
G004 miEESst 3. ZDDizZE] 530 H
infusion-related reaction &[El#
FTRLFID (PRLFIUVFEO. 1% DTTFILE] 1mL)
353.0H
A100 —mBEARBRERRE (1 BIZOE) REHARN 1
16,880 M)

B&:E: ARIA = amyloid-related imaging abnormalities, 73O/ REEERESE; MRI = magnetic resonance
imaging, MK EIBE A

o FHEFEIRREICEEL-ER

TILINAI—FDERADORED T RROEEELELITEMT HEFEINTND, 7ILY
NI—RDERMEDEAZHTE (X, IQVIA Claims Plus2 F—4~R—XIZ&kV#EEL1=
(Appendix D),
MERICAFILTWSISENEREL B TEREZZ T TGS LRIFLREL-. K47 H
KUK 48 2. BRI TRAVWV:-EEEROEREZRLT,

& 47 SHERERFAAIR (METEREZZTTVSESR)

EEERE

TFILIINAR  FTILINAT  TFILINAR 5|AxT
—RICLDE —RITLDHh  —RICKDE
114,283.00 131,530.00 536,754.00  Eli Lilly
A A A Data on
File
(IQVIA
cost
survey)
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ERBLUNOERBERSLIUREERR (2MNER-NMHEOIIFBOSITIER)

AELLUEREEER R

571,711 H

564,635 H

768,101 M  gm

(2014) &
VEEFE
HIGMAEF
B NiEs
TEERE
etz mR
WWTEETL
-&R%
2024 ¥ 6
AKZEE(ZFR
BL.6H
BYAo)L
[CIEIE
(15)

- Bl 2
HMEDTT
[T HE
BEILEDT=
HDEFAEH
R(EEF
BHFRE
mET—4%
~N—2R)
2013 & F

& 48 FHERERFAIAL (BHRICAFLTLSEE)

TILIinA
Y—fI<&
SEERM
fE

TILIing

Y—®|Ic&

SHEER
HNE

TILIing
Y—®|Ic&
SEEEA
fE

51 AT
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ERE LREERLCERZERE LREEFRLCERZERE
ERBUNOERERSIVEERR (L2NER-NMEOLIBOSHTIZER)

FERBIRE 330,109 299,604 579,896  im (2014) RUELS
E ¥ H BETSHAEE NHER
HBEEEHE IERANT

E5L-ER% 2024 £ 6
AKEIZFRZEL.6 MAY
AIVIZIEE (15)

- HH REAEDTTICHE
TELREREDIDHDH
B R (EEFEFIFH
EHRT—HEAN—X)
2013 & &

o KRRHODEREHE

Terada T et al. (2018) T —4%% 2024 ENEAIZHARL. BRHDEERELLT
3,412,181.22 A%&ALz (). cOERIL. 75-84 %L 85 BULDENTNDER (75-
84 #%:4,257,685 M. 85 %kl L:2,566,678 F) MFEHIZLYEHLT-,
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5. SR

5.1 EXSi(ERAANMRFMEEFIEBTRESN =GR BEHITLL55H) DRER
RN RIFMEEFEB CTRESN =D ITREACEDE, HREFICHLTTEDEY 24
ERMLI=.

- RELE=-24T: 2TRREE (a)

O ZRANRERST BLrERDRLZEHTS)

B ZAS/MESH GHRIIAFELTEARAZLERTS)
O Zohita( )

KL= S#aZEA (b)
B ERAMRST EIERURLERHTD)
O ZAs/MESHT GIRIEIEFLLTCERZLRT D)
O Zof( )

5.1.1 EXSHOELSERA. BHHR. BLERAMRL
PHOERELVEROARIITEDEY THD.

(a) ERAS/MES T
ERXDHTOERETRITRLUIz, TILYNAI—RICKDBERMETH JUEERAE
(MMSE XO7 22-28) OEEITKLT, 18 hARDAEIMIZH THRFRITELARTT
DIEETo12ECA RFRTTIELARTT LELEEL T 1,262,199 DO ERABIBRMNRAFEN
=0

& 49 BRARMESHOER (EX51)

Frx<d Lhxr<d BSER

REMH 3,567,625 H 4,829,824 H -1,262,199 H

EHE A 3,192,754 { 4,541,366 M -1,348,611 H

EFIRE5EA 7,442 H 19,314 M -11,872 H

PET 8% 234,115 H 125,000 M 109,115 H

MRI &% 80,700 M 74,729 M 5,971 M

HAZEOER 42,083 H 42,083 H -

EHIS D BERE R 10,531 H 27,331 H -16,800 M
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B&5E:MRI = magnetic resonance imaging, #5#BEE%; PET = positron emission tomography, EEFK

H T fE R

18 ERR/MLBEROBEICKDIEHN

¥6,000,000

¥5,000,000 x27‘,331
¥42,083  pmmm————— v74,729
¥19,314

¥4,000,000

¥42,083 ¥10,531
’ ¥80,700
¥234,115

¥3,000,000 ¥7,442

¥2,000,000

¥1,000,000

¥-
Donanemab Lecanemab

m Nondrug Therapy Costs
m Concomitant Medication Costs
m MRI Costs
PET Costs
m Drug Administration Costs

m Drug Acquisition Costs

B&E&: MRI = magnetic resonance imaging, BB E# %, PET = positron emission tomography, B&EFK

H T fE iR

(b) ERMRSH

PHOBERBIVERDORARIITEEDEY THD. BEAXADTORERETRDORITRL,

& 50 SHTHEROEN

BoME ICER(M
R (QALY) ZR () | #B2EA (1)
(QALY) /QALY)
ST R B AT 6.42 1.11 7,833,147 | 2,388,640 | 2,158,521
EE &t B i 5.31 5,444,507
% 51 EROARDEEH
E2fiPoE 58001 Eh et BB
wER 7,833,147 H 5,444,507 H
FHXE M 2,604,825 H -
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REBREER 6,165 H -
PHREER 113,782 H -
TIOMFREBLUVE=RIDTITHDDER 86,104 M -
ARIA DEEERARER 63,296 M -
ARIA LISV DEEEREHRER 33H -
RREEER 2,168,523 H 2,597,257 H
HAXDER 529 M 466 H
BRHADEERE 2,789,889 H 2,846,784 H

B&:E: ARIA = Amyloid-Related Imaging Abnormalities, 72O/ FEEEEEE

5.1.2 BEMSH

(a) BEAR/IMES T
—REBREDTDHRER 52 BIUR 19 ITRLIz, TOHRER. KAEEZ+20%E kS E 1
BENRTRITDOLARTTIIH T HENBERICROARELEEEEA TV, RVTHE
ENKRENZDIEF LARTTDERERZL1I5%EILSEIZFET. WFhiLART
TDERICEETIERTH Iz — AT FFRITDEREREL—EDEEIEEDHLN
=M, BEIPEECEEFE -, F-. MRIREERA%120% L LS -BADEEL
R/IRTHY . ERICKEREH LM o1,

& 52 —RABESHOER

BAEM
TR EB
R—RF5—R -1,262,199 H
KE:£20% -469,247 A -2,055,115H
MRIZEZER: £20% -1,263,393 H -1,261,004 A
FF+r<7T:£10% -1,581,474 H -942,923 H
LA®R<TT:£15% -580,994 H -1,943,403 H

B&:&: MRI = Magnetic Resonance Imaging, #&LIBE %

19 FLR—FFATIT 5L
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B&E: MRI = Magnetic Resonance Imaging, S iLIRE %

(b) ERHRSH
BRESHICOVTIL, RERMUWRE S (Deterministic sensitivity analysis: DSA) &
V., BERMBRE S (Probabilistic sensitivity analysis: PSA) ZEML1-, LU FIZEEM%E
RE;T D
R—R7—RIZBT BT RTOEEGETILEBDS>E . FEEHEEITOIONTIEH. EE
EHORFEBSLIUVHENTA—IDTERUEN G Z 55 EEHET 516 . DSA ZRMELT=,
AR S CIE EERMFELIERICE LKEHHEEZRBELLTHERAL. SERME YA
RIN-EHHEEALSNFELLZNE S, FHED£20% ZTFRELVLERELTEEL . F
FH#ITD BSC I DN ERAETED ML AR—FRITRLT=,

B 20 ERHRIHTO DSA (FLR—FFAT TS L)
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AETILTIL. Probabilistic Sensitivity Analysis: PSA £EEL1-, PSA IZEWLTIE. BEER
A TNMER. BR. DRBEZESTE/N\TA—IDOFEEMETHEL -, FREEMEOREEI
[F. B/NTA—BRIZxF B 95 EHERMFEIIIBERELZFEAL, ART—4HDIEHERXMH
FFBEBENBONGIMERIZIH, HR/NSA—ADBERE(FTFEYED 10%EREL
t=. A, BEAMREZAMBEER L. FETILAVTYNIBREIN-FEEY/54—4
BELUR L Appendix C IZEEHLT - BEMBREITICH F5EU G REREEIE. IRTR
MZEDSWTEFHMELz, IR TRAMTIE RIEBBZEE ST (CDON T ICER £ (T MERLED
HENT I LDDENRET 2NEINEHERL. TNITLYSSLIRENDENELH
IS ti-, 20 PSA Tl, @% 1,000~5,000 EREEDRENEYRIN, KT ILHLD
REFHEARERBIFLTEDLSITHL T HMMMEYIRLEF @S, V5T THRIEEL
fzo RBLERERKEE. REBBHIEMLCHLRBEEYICHBLGESERARLNT . £
RELGB R LENYDZLVKEEZIET (Bt EAUAHDIGEE L. BiEAMESN—HOYT
IV EYICKREGEEEZRIFLTVDILETRET D), Tl RIEEIFHEFE LT LETER Y
TILDEEANHERIINEEY BEVTHILOBREARMICER SN D= THS., PSA
[CERALI/ASA—2D Rl 21 [TRLIZBY THS, PSA DR ERNRFE LOMMA
MELUVERNREZBHRETRLITRT .

® 53 HEXBESN

FFx=<d BSC
Mean (95% CI) Mean (95% CI)
ZR (M) 7,815,627 5,419,146
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(7,181,593, 8,502,425) (4,800,410, 6,086,993)

SR (QALY)

6.05 (5.19, 6.93) 5.03 (4.34, 5.75)

1BoER (M)

2,396,482 (2,013,438, 2,803,297)

BA%R (QALY)

1.02 (0.67, 1.36)

ICER (FI/QALY)

2,352,978 (1,664,880, 3,619,564)

B&:E&: BSC = Best Supportive Care, RXrHR—F1T47; CI = confidence interval, {£3EXR; ICER =
incremental cost-effectiveness ratio, 2 &A%ERL; QALY = quality-adjusted life year, £FNDE

21 ERMRFELORAER

¥3,200,000

¥2,560,000

¥1,920,000

¥1,280,000

Incremental Cost

¥640,000

Y-
0.30

Cost Effectiveness Plane
[ICER/QALYs]

0.57 0.83 1.10 1.37 1.63 1.90
Incremental QALYs
@ Donanemab vs. BSC A Donanemab vs. BSC - Base Case

H 22 ERYEZH M (Cost-effectiveness acceptability curve: CEAC)
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Cost-Effectiveness Acceptibility Curves
[QALYs]

100%

83%

67%

50%

33%

17%

¥- ¥833,333 ¥1,666,667 ¥2,500,000 ¥3,333,333 ¥4,166,667 ¥5,000,000
WTP

Donanemab  e====BSC

5.1.3 S OZLEDRE

(a) ERAS/MES T
ETILOTATSLDOREESLIUANBEREZEE T E5-OICHERASN-ERIRIC DV TR
LTz CORREETIE, ETILVHDHENELLEITEINTLEAEHERL. TNONET LD
E—BLTWAOEFHEL -, ET L OEMMIZ LML HRT 5-OICUTOFIETHE L =,
1. WiR{EFALV=T AL (Extreme-value testing)
BETINFGA—2E BRI BMELSMEIZEREL. ETIILOEEICFELFHLGOERMN
TN ERERELT=,

2. Hffi#ILE 21— (Technical review)

B LRI LB LENETILOTOT SV R LIz, COTOERTIE, ERSETIL
BREEFEAL. F SN ERENBONDILEREZEL. 7=V — D)V OEF TV
L. ELWWEIDBSRENTOSENBIREEL =, TSI, MK OE/NTA—2DFHEFIRE LUE
TILIVOUDFGEDIEFEEHTFIvILI,

3. ANEDREE (Input verification)

ETONFGA—EDEZEFICFTILOEHEBEL. T—BIHNITIBEL:, RIETAERAD
#.BRAEENMEFELIZIS—IXMEESIh,. BERDETILIEBERIEEICL>THFIVISN
=5

(b) BRMRSH
NEIZ L EIZOVNTLUTORYRE L =,
ETANDOTATIZIVT DEEAEELVAVTIMNGA—2E2EHT 5O ERSNI-ERIR
[SDWTHREEL Tz CORREETIE, ETILADETENELLETENTVSAEHERL. Thoh
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ETILOLERRE—BLTWAHETHELIz, ETI/ILORMNR LEEHERT HHIZLUTOF
IE CHEEZERMELT=:

1. BIRAEE AV ZTRAN: FETILATA—2EBIHIEMELSLMEIZREL. ETILOE
EICFBEOFHLGWNERI RO EFERL -,

2. BffILE 21— (B LN LI-BLSENETILOTOY SR LI, 2OTAt
AT BLRESETIVEREEZEAL. SIS ERBENTONSILEHEL,. 7—V—k
B OEFvIL, ELWEILNSBEINTOSNERIIL Tz, S5I12, A OK/SA—4
DHEFIESLUVETILIVOUDFEDIEFLEDTFIvILI,

3. ANEDHIL: £ETD/INTA—EDEEA IS FHILOEBEHLEBEL. F—BABNITIBEL
= BRI TR ERD % RIEENEELLZIS—(XEESIh . BEEDETILIIBERIIEICEK
STHFIvVIINT=,

HEREMECONTEUTDBEYIREILT=,

BRIRE LU HTA DFEMR (ETIVRAEF—LUND AU /N—) [CEHBIILE 1 —HAEES
N A—RT—ADAT YT =5 BEIRE. BEIUHEROZ LU MBS, EFRM
SOREICEDE AVTINT —FBLUREERBER L HTAHAFSAVICEETHLIEH
Liz, Ff= BEMREERBRICESSE ., BMOLF VA HHERREICT 510127055
LOEEEREL=. $ATDTOTSLEEIL, AR THIELIAEITRVREEL =,

5.1.4 SRR OER
DIEROBRERREACLICTRORICEEHL=.

& 54 [IHEROBR : 2HARER (a)

FILIYNAI—IRICKDBEERMEZTRUVEEDZEMENSS., MMSE X0
PR RER \
TN 22-28 sDESE
Ee % ot BR H 4 LARTT+HIEEMEELRRRD)L
ICER O #1E B EE0RE O BENVELGZE
O Kok
. B HEARE. HhOEANEIR
ICER OB 3 5HER N . .
o ) O $HEHFRE. hOBANAZ
ARIENEEZSERX
o O 200 FM/QALY XKiik
i O 200 AM/QALY LlE 500 FH/QALY XK
(200 FF/QALY kLt 750 FM/QALY %)
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O 500 5F/QALY LIt 750 FF/QALY k&
(750 FF/QALY BAE 1,125 5FH/QALY %i#)
O 750 5M/QALY LIt 1,000 FMH/QALY %
(1,125 FF/QALY Ll E 1,500 FF/QALY *i%)
O 1,000 AF/QALY Lt
(1,500 F5M/QALY LLE)
O DEFRZ(HIVELY). A OERHEM
Z Dt )

ZDESITHIETLI-E
==

FHESEEICH LT, 18 n AMDARMMICE T HFFRITELARITD
HBETo-ECH RFRITIELARTTELLELT 1,262,199 HDOE
FEIBZRLTWASIENS, [IRMRFE. N OEANEIRIOR ST
THEERZD.

& 55 DITHEROMR : 2HAREH (b)

TILINAI—RICKDBEEZRMEZERVEEDZEMEDSS . MMSE X0

SR REE .

TH20-21 ADEE
HeB et R Al EEMBELRRRD)L
ICER O E#1E B EEORE O BEENLELRE

O FI4ok

O #EHLRZF. HhDOERAHHEIR

O #sEARZF. N DERALNEE

O 200 BZM/QALY Xi&

B 200 5M/QALY LLE 500 FM/QALY ki#

_ (200 BFFM/QALY kLt 750 BH/QALY ki)
ICER OFET 5k
o O 500 FM/QALY KL E 750 FF/QALY K
EAZLEEER
(750 AM/QALY LLE 1,125 BM/QALY ki)

A X fH

O 750 FM/QALY LIk 1,000 5M/QALY kit
(1,125 5 FH/QALY LIt 1,500 FF/QALY k&)
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(1,500 FF/QALY LlL)
O MEHLRZF(HBHLELY), h2>ERBHIEM
Z D th( )
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FHERREFICE VTR RYT DB R M35 ICER (&
ZORSIZHBTL= | 2,158,521 F/QALY THY ., —REBED T R UVHERMBRE T OHEER
HH FEEBLTHL. BB LTAKEDIERZRLTLNSCEAN D, 1200 5A
/QALY LIk 500 FH/QALY R IDRAFITHET HEEZ D,

5.1.5 HEFABREODEH [BRLUTIEEDH]
SWHZRER (a) & (b)) DERABEHDEEG (ERFABRDEH) EZDRMZDNTT
SRICEEMESEL-.

TRAILBLAZER-ALZ 2 :RE&#&RIZ. X E FDA hHDIETRICEKY . RERKRIGEVWER THOR LM
T—AERETEH-HODEMBELMIL-HBRELTERL-. COEBMBAEDEE L.
TRAILBLAZER-ALZ 2 HEREIEEGY BIREE(CED PET REBZEHTHLT . 7IAMF
PET BREDAZRAWV - REDRMNXEDIREXTHRICEET HFEITE. AR
PET. iiE#E®&R (CSF) #E. RIIRAFEDZMEICKYT7IOCN B REBERET SR
RISNGRICARZFERI HELEH SN TS,

F-. REFERAEEH RSO TIE. TRERICEIT54Y PET REODEERRRESHHFER.
LEOMIIFIVERDBRELROLGNIELET HILRHEINTIVS, BRIZEVWTHRFFRTE
[fUREL S =42 PET EFINFEELLENI LMD, 47 PET REFHA ANEECALNTLVE
LMEMEAEDHERE L. 3 PET B ZHA ANELEICALV- TRAILBLAZER-ALZ 2 FE&
FYULEBRRTAENFERAEINSIBERHICKYELNEEZ NS,
BMAEOREMEBITHNRERIZHFTEIR—RS51>D MMSE DS %X 56 (2579 (MMSE
20-28 FDT—R%EHHE), BH. COEBMAETIH. A—XF142D MRI TREANED TV
EBEDFREDROLZBFIHNEAANSNA TN D, RO R XETIERFTRZROH BB ~D
BEFZEZLESN TV RERIZEVLTAFINE SIS GNERELTHITH SRR
tzo KERAD, DTSR EM (a) MMSE 22-28 f&(b) MMSE 20-21 SDEI&IFENAEN
87.12%.12.88% T&H>7=,

& 56 BEMREICETEHR—R514> MMSE OS5 HRUMTHRREACLOBEEE

MMSE () BEH (N) By 5o REHAEEERE
20 64 (b)12.88%
21 67
22 82 (a)87.12%
23 89
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24 113
25 120
26 150
27 172
28 160
&t 1017 (100%)

5.1.6 ffi#&D51Z LIT [RETHBEDH]

ZEaL

5.2 NN EECEERBRESOLAT [BRITIBEDH]
SIREEE(D)ISOE. AMER-NMEDIIGELT. AN EBEEZESOLDITOBRETERE
[CREHT 5. BH. A ITHAREH(A)ITOVWTEIAMME - RE2MZRFLALTIHIRTHOERAR
IMESTTZEITOTLNS=80, RN EENEZLSFZEFBVNLDEZZON-DT, RHER-

NEDILIZDRIXTHEN 1=,

& 57 AN EREEH5H

HIF BOEH #4 QALYs | ICER(MA R—2R4
(FF*x<w7 (FF*<T /QALY) — 2D
vs. BSC) vs. BSC) (FF#<7 DEIE

vs. BSC)

R—ZHF—2R 2,388,640 M | 1.11 2,158,521 M |-

DI/ AHER-N | 2,591,426 F | 1.15 2,254,903 M | 104.47%

EDIIG

#&5&: BSC = Best Supportive Care, XRRrH7R—F1J47; ICER = incremental cost-effectiveness ratio, 1

SERAMEL; QALY = Quality Adjusted Life Year, GBEEE

5.3 EQHDSH [ZRETHHEDH]

DR REHA(D)IZDE. 2 TOLFIARTDERELUTIZRT . INTDLFIFIZENT,
ICER [% 1,870,348 M\ 2,751,609 FIDEEIZIRFEY . A RICBNKEEEZS

N3, CNoDERT. RRALGFHETTOF S RAITOERANMROTERENERTEEER

%o
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& 58 S DR

oFIF BH2ER(M) |#E5 QALYs | ICER(H R—Rr
(FF=<7 (K=< /QALY) — AN
vs. BSC) vs. BSC) (FFx<2d DEIL
Ty Ty vs. BSC)
FYiE
R—R4—2R 2,388,640 1.11 2,158,521 -
SHTHAR: 10 RS 2,082,527 0.76 2,751,609 127.50%
ROF4TrEHICKSH | 3,022,594 1.11 2,731,401 126.50%
=)7L
E|5|E: 4% 2,343,186 0.94 2,491,621 115.40%
ERERICHESIER: 75% | 2,742,805 1.11 2,478,566 114.80%
SOOI : MOER-NE | 2,591,426 1.15 2,254,903 104.47%
k2
MRI QO Effi: 20%1 2,399,280 1.11 2,168,136 100.40%
MRI D Eiffi: 80%1 2,378,000 1.11 2,148,906 99.60%
B3R 7L 2,459,447 1.31 1,870,348 86.60%

B&:E: BSC = Best Supportive Care, RX+R—F4TF47; ICER = incremental cost-effectiveness ratio, &
SERAMREL; QALY = Quality Adjusted Life Year, BiiE4 %45 HCRU = Healthcare Resource Utilization E
E&RF; MRI = Magnetic Resonance Imaging, BKLEE#
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Appendix A: Search Strategy

SLR 1 and SLR 2

Table A-1 Ovid Algorithm - Embase

Search Search Terms
Number

1 alzheimer#*.ti,ab.

2 ((mild* or early* or preclinical or pre-clinical) adj2 (cognitive impair*
or cognitive dysfunction or cognitive decline)).ti,ab.

3 lor2

4 exp monoclonal antibody/

5 (monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.

6 donanemab/

7 (donanemab or ly-3002813 or ly3002813).ti,ab.

8 aducanumab/

9 (aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037
or ni-10 or nil10).ti,ab.

10 lecanemab/

11 (lecanemab or ban-2401 or ban2401).ti,ab.

12 valiltramiprosate/

(valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or
nrm-8499 or nrm8499 or valylhomotaurine or valyltramiprosate or

13 tramiprosate or GHG2B47067 or chembl4640301 or
schembl13944044 or who-11912 or who11912 or HY-117259 or
HY117259 or CS-0064594 or CS0064594).ti,ab.

(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or
BDBM349547 or BDBM-349547 or BCP30368 or BCP-30368 or
EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-

14 24038 or HY111669 or HY-111669 or CS0089606 or CS-0089606 or
A-935876 or A935876).mp. [mp=title, abstract, heading word, drug
trade name, original title, device manufacturer, drug manufacturer,
device trade name, keyword heading word, floating subheading word,
candidate term word]

15 semaglutide/

(semaglutide or Ozempic or nn-9535 or nn9535 or Rybelsus or

16 wegovy or GTPL-9724 or GTPL9724 or EX-A2424 or EXA2424 or AC-
32580 or AC32580).ti,ab.

(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or

17 GTPL11953 or GLXC-25705 or GLXC25705 or EX-A6549 or EXA6549
or HY-144681 or HY144681 or CS-0433932 or CS0433932).ti,ab.

18 (Remternetug or LY3372993 or LY-3372993).ti,ab.

19 (ABBV-916 or ABBV916).ti,ab.

20 (AR1001 or AR-1001).ti,ab.

21 (AL-002 or AL0OO02).ti,ab.

22 (INJ-63733657 or INJ63733657 or posdinemab).ti,ab.

23 nilotinib/

24 (nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or
NSC747599 or chembl255863 or nilotinibum or F41401512x or F-
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Search
Number

Search Terms

41401512x or HSDB-7842 or HSDB7842 schembl7901 or
MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or
HMS3244A13 or HMS3244A14 or HMS3244B13 or HMS3295A23 or
HMS3654M07 or HMS3748E11 or BCP01367 or ZINC6716957 or AC-
647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561
or BCP9000989 or CCG-264784 or CS-0102 or DB04868 or NSC
747599 or NSC-800804 or SB17315 or NCGC00183285-01 or
NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or
NCGC00183285-15 or AS-16214 or BN164654 or HY-10159 or
SY024415 or AM20090651 or FT-0654026 or SW218083-2 or EC-000-
2344 or D08953 or N-8207 or AB01273978-01 or AB01273978-02 or
AB01273978_03 or EN300-7381984 or 571N100 or A834657 or
Q412327 or SR-01000931150 or Q-101348 or SR-01000931150-2 or
BRD-K81528515-001-04-7 or Z1741976994 or 1353151-22-0).mp.
[mp=title, abstract, heading word, drug trade name, original title,
device manufacturer, drug manufacturer, device trade name, keyword
heading word, floating subheading word, candidate term word]

25

Bepranemab/

26

(bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or
antibody DE-2841).mp. [mp=title, abstract, heading word, drug trade
name, original title, device manufacturer, drug manufacturer, device
trade name, keyword heading word, floating subheading word,
candidate term word]

27

Neflamapimod/

28

(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or
VRT-31745 or VRT31745 or VD-31-745 or VD-31745 or VD31745 or
MLS006010281 or SCHEMBL156367 or CHEMBL119385 or GTPL5719
or BDBM15244 or DTXSID90175115 or EX-A854 or BCPP0O00015 or
HMS3295M13 or HMS3654L10 or HMS3884M17 or VD-31 or
BCP01837 or AC-707 or MFCD09834070 or NSC785334 or s1458 or
ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or
CS-0195 or DB07138 or EX-8451 or NSC-785334 or SB19425 or
NCGC00241111-01 or NCGC00241111-02 or NCGC00241111-12 or
HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or
SW219693-1 or D10959 or 410V468 or 5T-0205 or A815037 or J-
013730 or J-516084 or BRD-K91900765-001-01-9 or
Q27089208).mp. [mp=title, abstract, heading word, drug trade name,
original title, device manufacturer, drug manufacturer, device trade
name, keyword heading word, floating subheading word, candidate
term word]

29

or/4-28

30

3 and 29

31

Clinical Trial/

32

Randomized Controlled Trial/

33

controlled clinical trial/

34

multicenter study/

35

Phase 3 clinical trial/

36

Phase 4 clinical trial/

37

exp RANDOMIZATION/

38

Single Blind Procedure/
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EEGEL Search Terms

Number

39 Double Blind Procedure/

40 Crossover Procedure/

41 PLACEBO/

42 randomi?ed controlled trial$.tw.

43 rct.tw.

44 (random$ adj2 allocat$).tw.

45 single blind$.tw.

46 double blind$.tw.

47 ((treble or triple) adj blind$).tw.

48 placebo$.tw.

49 Prospective Study/

50 or/32-49

51 Case Study/

52 case report.tw.

53 abstract report/ or letter/

54 Conference proceeding.pt.

55 Editorial.pt.

56 Letter.pt.

57 Note.pt.

58 or/51-57

59 50 not 58

60 (meta-analysis or systematic review).pt.
meta-analysis/ or systematic review/ or meta-analysis as topic/ or

61 "meta analysis (topic)"/ or "systematic review (topic)"/ or exp
technology assessment, biomedical/

62 ((systematic* adj3 (review* or overview*)) or (methodologic* adj3
(review* or overview*))).ti,ab.

63 ((quantitative adj3 (review* or overview* or synthes*)) or (research
adj3 (integrati* or overview*))).ti,ab.

64 ((integrative adj3 (review* or overview*)) or (collaborative adj3
(review* or overview*)) or (pool* adj3 analy*)).ti,ab.

65 (data synthes* or data extraction* or data abstraction*).ti,ab.

66 (handsearch* or hand search*).ti,ab.

67 (mantel haenszel or peto or der simonian or dersimonian or fixed
effect* or latin square*).ti,ab.

68 (meta analy* or metanaly* or technology assessment* or HTA or
HTAs or technology overview* or technology appraisal*).ti,ab.

69 (meta regression* or metaregression*).ti,ab.
(meta-analy* or metaanaly* or systematic review* or biomedical

70 technology assessment* or bio-medical technology
assessment*).mp,hw.

71 (medline or cochrane or pubmed or medlars or embase or
cinahl).ti,ab,hw.

72 (cochrane or (health adj2 technology assessment) or evidence
report).jw.

73 (comparative adj3 (efficacy or effectiveness)).ti,ab.

74 (outcomes research or relative effectiveness).ti,ab.

75 ((indirect or indirect treatment or mixed-treatment) adj
comparison*).ti,ab.
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Search

Search Terms

Number

76 or/60-75

77 59 or 76

78 30 and 77

79 (exp animal/ or nonhuman/) not exp human/
80 78 not 79

81 conference abstract.pt.

82 80 not 81

83 limit 80 to (conference abstract and yr="2020-current")
84 82 or 83

85 limit 84 to english language

86 limit 85 to yr="2010 -Current"

Table A-2. Ovid Algorithm - MEDLINE

Search
Number
1

Search Terms

alzheimer#*.ti,ab.

((mild* or early*) adj2 (cognitive impair* or cognitive dysfunction or
cognitive decline)).ti,ab.

1lor2

exp Antibodies, Monoclonal/

(monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.

(donanemab or ly-3002813 or ly3002813).ti,ab.

aducanumab.nm.

(aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037
or ni-10 or ni10).ti,ab.

Ol 0 Nouhrhw N

(lecanemab or ban-2401 or ban2401).ti,ab.

[
o

(valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or nrm-
8499 or nrm8499 or valylhomotaurine or valyltramiprosate or
tramiprosate or GHG2B47067 or chembl4640301 or schembl13944044
or who-11912 or who11912 or HY-117259 or HY117259 or CS-
0064594 or CS0064594).ti,ab.

(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or
BDBM349547 or BDBM-349547 or BCP30368 or BCP-30368 or
EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-
24038 or HY111669 or HY-111669 or CS0089606 or CS-0089606 or
A-935876 or A935876).ti,ab.

semaglutide.nm.

(semaglutide or Ozempic or nn-9535 or nn9535 or Rybelsus or
wegovy or GTPL-9724 or GTPL9724 or EX-A2424 or EXA2424 or AC-
32580 or AC32580).ti,ab.

(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or
GTPL11953 or GLXC-25705 or GLXC25705 or EX-A6549 or EXA6549
or HY-144681 or HY144681 or CS-0433932 or CS0433932).ti,ab.

15

(Remternetug or LY3372993 or LY-3372993).ti,ab.

16

(ABBV-916 or ABBV916).ti,ab.

17

(AR1001 or AR-1001).ti,ab.

18

(AL-002 or AL002).ti,ab.

19

(JNJ-63733657 or JNJ63733657 or posdinemab).ti,ab.
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Search
Number
20

Search Terms

nilotinib.nm.

21

(nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or
NSC747599 or chembl255863 or nilotinibum or F41401512x or F-
41401512x or HSDB-7842 or HSDB7842 schembl7901 or
MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or
HMS3244A13 or HMS3244A14 or HMS3244B13 or HMS3295A23 or
HMS3654M07 or HMS3748E11 or BCP01367 or ZINC6716957 or AC-
647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561
or BCP9000989 or CCG-264784 or CS-0102 or DB04868 or NSC
747599 or NSC-800804 or SB17315 or NCGC00183285-01 or
NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or
NCGC00183285-15 or AS-16214 or BN164654 or HY-10159 or
SY024415 or AM20090651 or FT-0654026 or SW218083-2 or EC-000-
2344 or D08953 or N-8207 or AB01273978-01 or AB01273978-02 or
AB01273978_03 or EN300-7381984 or 571N100 or A834657 or
Q412327 or SR-01000931150 or Q-101348 or SR-01000931150-2 or
BRD-K81528515-001-04-7 or Z1741976994 or 1353151-22-0).ti,ab.

22

(bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or
antibody DE-2841).ti,ab.

23

(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or
VRT-31745 or VRT31745 or VD-31-745 or VD-31745 or VD31745 or
MLS006010281 or SCHEMBL156367 or CHEMBL119385 or GTPL5719
or BDBM15244 or DTXSID90175115 or EX-A854 or BCPPO00015 or
HMS3295M13 or HMS3654L10 or HMS3884M17 or VD-31 or
BCP01837 or AC-707 or MFCD09834070 or NSC785334 or s1458 or
ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or
CS-0195 or DB07138 or EX-8451 or NSC-785334 or SB19425 or
NCGC00241111-01 or NCGC00241111-02 or NCGC00241111-12 or
HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or
SW219693-1 or D10959 or 410V468 or 5T-0205 or A815037 or J-
013730 or J-516084 or BRD-K91900765-001-01-9 or
Q27089208).ti,ab.

24

or/4-23

25

3 and 24

26

(meta-analysis or systematic review).pt.

27

meta-analysis/ or systematic review/ or meta-analysis as topic/ or
"meta analysis (topic)"/ or "systematic review (topic)"/ or exp
technology assessment, biomedical/

28

((systematic* adj3 (review* or overview*)) or (methodologic* adj3
(review* or overview*))).ti,ab.

29

((quantitative adj3 (review* or overview* or synthes*)) or (research
adj3 (integrati* or overview*))).ti,ab.

30

((integrative adj3 (review* or overview*)) or (collaborative adj3
(review* or overview*)) or (pool* adj3 analy*)).ti,ab.

31

(data synthes* or data extraction* or data abstraction*).ti,ab.

32

(handsearch* or hand search*).ti,ab.

33

(mantel haenszel or peto or der simonian or dersimonian or fixed
effect* or latin square*).ti,ab.

34

(meta analy* or metanaly* or technology assessment* or HTA or
HTAs or technology overview* or technology appraisal*).ti,ab.
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Search Terms

Number

35 (meta regression* or metaregression*).ti,ab.
(meta-analy* or metaanaly* or systematic review* or biomedical

36 technology assessment* or bio-medical technology
assessment*).mp,hw.

37 (medline or cochrane or pubmed or medlars or embase or
cinahl).ti,ab,hw.

38 (cochrane or (health adj2 technology assessment) or evidence
report).jw.

39 (comparative adj3 (efficacy or effectiveness)).ti,ab.

40 (outcomes research or relative effectiveness).ti,ab.

a1 ((indirect or indirect treatment or mixed-treatment) adj
comparison*).ti,ab.

42 or/26-41

43 Randomized Controlled Trials as Topic/

44 randomized controlled trial/

45 Random Allocation/

46 Double Blind Method/

47 Single Blind Method/

48 clinical trial/

49 clinical trial, phase i.pt.

50 clinical trial, phase ii.pt.

51 clinical trial, phase iii.pt.

52 clinical trial, phase iv.pt.

53 controlled clinical trial.pt.

54 randomized controlled trial.pt.

55 multicenter study.pt.

56 clinical trial.pt.

57 exp Clinical Trials as topic/

58 or/43-57

59 (clinical adj trial$).tw.

60 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.

61 PLACEBOS/

62 placebo$.tw.

63 randomly allocated.tw.

64 (allocated adj2 random$).tw.

65 or/59-64

66 58 or 65

67 case report.tw.

68 letter/

69 historical article/

70 or/67-69

71 66 not 70

72 42 or 71

73 25 and 72

74 exp animals/ not exp humans/

75 73 not 74

76 limit 75 to english language

77 limit 76 to yr="2010 -Current"
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Table A-3. Ovid Algorithm - CENTRAL Register of Controlled Trials

Search
Number
1

Search Terms

alzheimer#*.ti,ab.

((mild* or early*) adj2 (cognitive impair* or cognitive dysfunction or
cognitive decline)).ti,ab.

1lor2

exp Antibodies, Monoclonal/

(monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.

(donanemab or ly-3002813 or ly3002813).ti,ab.

(aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037
or ni-10 or nil0).ti,ab.

@ N [ounhlw N

(lecanemab or ban-2401 or ban2401).ti,ab.

(valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or nrm-
8499 or nrm8499 or valylhomotaurine or valyltramiprosate or
tramiprosate or GHG2B47067 or chembl4640301 or schembl13944044
or who-11912 or who11912 or HY-117259 or HY117259 or CS-
0064594 or CS0064594).ti,ab.

10

(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or
BDBM349547 or BDBM-349547 or BCP30368 or BCP-30368 or
EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-
24038 or HY111669 or HY-111669 or CS0089606 or CS-0089606 or
A-935876 or A935876).ti,ab.

11

(semaglutide or Ozempic or nn-9535 or nn9535 or Rybelsus or
wegovy or GTPL-9724 or GTPL9724 or EX-A2424 or EXA2424 or AC-
32580 or AC32580).ti,ab.

12

(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or
GTPL11953 or GLXC-25705 or GLXC25705 or EX-A6549 or EXA6549
or HY-144681 or HY144681 or CS-0433932 or CS0433932).ti,ab.

13

(Remternetug or LY3372993 or LY-3372993).ti,ab.

14

(ABBV-916 or ABBV916).ti,ab.

15

(AR1001 or AR-1001).ti,ab.

16

(AL-002 or AL002).ti,ab.

17

(JNJ-63733657 or JNJ63733657 or posdinemab).ti,ab.

18

(nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or
NSC747599 or chembl255863 or nilotinibum or F41401512x or F-
41401512x or HSDB-7842 or HSDB7842 schembl7901 or
MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or
HMS3244A13 or HMS3244A14 or HMS3244B13 or HMS3295A23 or
HMS3654M07 or HMS3748E11 or BCP01367 or ZINC6716957 or AC-
647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561
or BCP9000989 or CCG-264784 or CS-0102 or DB04868 or NSC
747599 or NSC-800804 or SB17315 or NCGC00183285-01 or
NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or
NCGC00183285-15 or AS-16214 or BN164654 or HY-10159 or
SY024415 or AM20090651 or FT-0654026 or SW218083-2 or EC-000-
2344 or D08953 or N-8207 or AB01273978-01 or AB01273978-02 or
AB01273978_03 or EN300-7381984 or 571N100 or A834657 or
Q412327 or SR-01000931150 or Q-101348 or SR-01000931150-2 or
BRD-K81528515-001-04-7 or 21741976994 or 1353151-22-0).ti,ab.
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Search Terms

Number

19 (bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or
antibody DE-2841).ti,ab.
(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or
VRT-31745 or VRT31745 or VD-31-745 or VD-31745 or VD31745 or
MLS006010281 or SCHEMBL156367 or CHEMBL119385 or GTPL5719
or BDBM15244 or DTXSID90175115 or EX-A854 or BCPPO00015 or
HMS3295M13 or HMS3654L10 or HMS3884M17 or VD-31 or BCP01837
or AC-707 or MFCD09834070 or NSC785334 or s1458 or

20 ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or
CS-0195 or DB07138 or EX-8451 or NSC-785334 or SB19425 or
NCGC00241111-01 or NCGC00241111-02 or NCGC00241111-12 or
HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or
SW219693-1 or D10959 or 410V468 or 5T-0205 or A815037 or J-
013730 or J-516084 or BRD-K91900765-001-01-9 or
Q27089208).ti,ab.

21 or/4-20

22 3 and 21

23 Randomized Controlled Trials as Topic/

24 randomized controlled trial/

25 Random Allocation/

26 Double Blind Method/

27 Single Blind Method/

28 clinical trial/

29 clinical trial, phase i.pt.

30 clinical trial, phase ii.pt.

31 clinical trial, phase iii.pt.

32 clinical trial, phase iv.pt.

33 controlled clinical trial.pt.

34 randomized controlled trial.pt.

35 multicenter study.pt.

36 clinical trial.pt.

37 exp Clinical Trials as topic/

38 or/23-37

39 (clinical adj trial$).tw.

40 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.

41 PLACEBOS/

42 placebo$.tw.

43 randomly allocated.tw.

44 (allocated adj2 random$).tw.

45 or/39-44

46 38 or 45

47 case report.tw.

48 letter/

49 historical article/

50 or/47-49

51 46 not 50

52 22 and 51

53 exp animals/ not exp humans/

54 (EUCTR$ or NCT$ or ICTRP$ or CTRI$ or ISRCTN$ or chictr$ or
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Search

Search Terms

Number

actrn$ or IRCT$ or NTR$).tn.
55 conference proceeding.pt.
56 or/53-55
57 52 not 56
58 limit 57 to english language
59 limit 58 to yr="2010-current"

Table A-4. Ovid Algorithm - Cochrane Database of Systematic Reviews

Search
Number
1

Search Terms

alzheimer#*.ti,ab.

((mild* or early*) adj2 (cognitive impair* or cognitive dysfunction or
cognitive decline)).ti,ab.

lor2

(monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.

(donanemab or ly-3002813 or ly3002813).ti,ab.

(aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037
or ni-10 or nil0).ti,ab.

N o ynnbhw N

(lecanemab or ban-2401 or ban2401).ti,ab.

(valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or nrm-
8499 or nrm8499 or valylhomotaurine or valyltramiprosate or
tramiprosate or GHG2B47067 or chembl4640301 or schembl13944044
or who-11912 or who11912 or HY-117259 or HY117259 or CS-
0064594 or CS0064594).ti,ab.

(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or
BDBM349547 or BDBM-349547 or BCP30368 or BCP-30368 or
EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-
24038 or HY111669 or HY-111669 or CS0089606 or CS-0089606 or
A-935876 or A935876).ti,ab.

(semaglutide or Ozempic or nn-9535 or nn9535 or Rybelsus or
wegovy or GTPL-9724 or GTPL9724 or EX-A2424 or EXA2424 or AC-
32580 or AC32580).ti,ab.

(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or
GTPL11953 or GLXC-25705 or GLXC25705 or EX-A6549 or EXA6549
or HY-144681 or HY144681 or CS-0433932 or CS0433932).ti,ab.

12

(Remternetug or LY3372993 or LY-3372993).ti,ab.

13

(ABBV-916 or ABBV916).ti,ab.

14

(AR1001 or AR-1001).ti,ab.

15

(AL-002 or AL002).ti,ab.

16

(JNJ-63733657 or JNJ63733657 or posdinemab).ti,ab.

(nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or
NSC747599 or chembl255863 or nilotinibum or F41401512x or F-
41401512x or HSDB-7842 or HSDB7842 schembl7901 or
MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or
HMS3244A13 or HMS3244A14 or HMS3244B13 or HMS3295A23 or
HMS3654M07 or HMS3748E11 or BCP01367 or ZINC6716957 or AC-
647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561
or BCP9000989 or CCG-264784 or CS-0102 or DB04868 or NSC
747599 or NSC-800804 or SB17315 or NCGC00183285-01 or
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SCE [ Search Terms
Number

NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or
NCGC00183285-15 or AS-16214 or BN164654 or HY-10159 or
SY024415 or AM20090651 or FT-0654026 or SW218083-2 or EC-000-
2344 or D08953 or N-8207 or AB01273978-01 or AB01273978-02 or
AB01273978_03 or EN300-7381984 or 571N100 or A834657 or
Q412327 or SR-01000931150 or Q-101348 or SR-01000931150-2 or
BRD-K81528515-001-04-7 or Z1741976994 or 1353151-22-0).ti,ab.
(bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or
antibody DE-2841).ti,ab.

(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or
VRT-31745 or VRT31745 or VD-31-745 or VD-31745 or VD31745 or
MLS006010281 or SCHEMBL156367 or CHEMBL119385 or GTPL5719
or BDBM15244 or DTXSID90175115 or EX-A854 or BCPP0O00015 or
HMS3295M13 or HMS3654L10 or HMS3884M17 or VD-31 or
BCP01837 or AC-707 or MFCD09834070 or NSC785334 or s1458 or
19 ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or
CS-0195 or DB07138 or EX-8451 or NSC-785334 or SB19425 or
NCGC00241111-01 or NCGC00241111-02 or NCGC00241111-12 or
HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or
SW219693-1 or D10959 or 410V468 or 5T-0205 or A815037 or J-
013730 or J-516084 or BRD-K91900765-001-01-9 or
Q27089208).ti,ab.

18

20 or/4-19
21 3 and 20
22 limit 21 to yr="2010-current"

® SLR 3 and SLR 4
Table A-5. EmbaseSearch (Ovid Algorithm) for DMT Studies

Search

Number Search Terms

1 alzheimer* ti,ab.

((mild* or early* or preclinical or pre-clinical) adj2 (cognitive impair* or cognitive dysfunction or

cognitive decline)).ti,ab.

3 lor2

4 exp monoclonal antibody/

5 (monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.
6 donanemab/

7 (donanemab or ly-3002813 or ly3002813).ti,ab.

8 aducanumab/
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Search

Number

Search Terms

9 (aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037 or ni-10 or ni10).ti,ab.
10 lecanemab/
11 (lecanemab or ban-2401 or ban2401).ti,ab.
12 valiltramiprosate/
(valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or nrm-8499 or nrm8499 or
valylhomotaurine or valyltramiprosate or tramiprosate or GHG2B47067 or chembl4640301 or
v schembl13944044 or who-11912 or who11912 or HY-117259 or HY117259 or CS-0064594 or
CS0064594).ti,ab.
(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or BDBM349547 or BDBM-349547 or
BCP30368 or BCP-30368 or EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-24038 or
14 HY111669 or HY-111669 or CS0089606 or CS-0089606 or A-935876 or A935876).mp. [mp=title,
abstract, heading word, drug trade name, original title, device manufacturer, drug manufacturer,
device trade name, keyword heading word, floating subheading word, candidate term word]
15 semaglutide/
(semaglutide or Ozempic or nn-9535 or nn9535 or Rybelsus or wegovy or GTPL-9724 or GTPL9724 or
o EX-A2424 or EXA2424 or AC-32580 or AC32580).ti,ab.
(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or GTPL11953 or GLXC-25705 or
17 GLXC25705 or EX-A6549 or EXA6549 or HY-144681 or HY144681 or CS-0433932 or
CS0433932).ti,ab.
18 (Remternetug or LY3372993 or LY-3372993).ti,ab.
19 (ABBV-916 or ABBV916).ti,ab.
20 (AR1001 or AR-1001).ti,ab.
21 (AL-002 or AL002).ti,ab.
22 (JNJ-63733657 or JINJ63733657 or posdinemab).ti,ab.
23 nilotinib/
(nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or NSC747599 or chembl255863 or
24 nilotinibum or F41401512x or F-41401512x or HSDB-7842 or HSDB7842 schembl7901 or

MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or HMS3244A13 or
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Search
Search Terms

Number

HMS3244A14 or HMS3244B13 or HMS3295A23 or HMS3654M07 or HMS3748E11 or BCPO1367 or
ZINC6716957 or AC-647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561 or
BCP9000989 or CCG-264784 or CS-0102 or DB04868 or NSC 747599 or NSC-800804 or SB17315 or
NCGC00183285-01 or NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or
NCGC00183285-15 or AS-16214 or BN164654 or HY-10159 or SY024415 or AM20090651 or FT-
0654026 or SW218083-2 or EC-000-2344 or D08953 or N-8207 or AB01273978-01 or AB01273978-
02 or AB01273978_03 or EN300-7381984 or 571N100 or A834657 or Q412327 or SR-01000931150
or Q-101348 or SR-01000931150-2 or BRD-K81528515-001-04-7 or 21741976994 or 1353151-22-
0).mp. [mp=title, abstract, heading word, drug trade name, original title, device manufacturer, drug
manufacturer, device trade name, keyword heading word, floating subheading word, candidate term

word]

25 Bepranemab/

(bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or antibody DE-2841).mp. [mp=title,

26 abstract, heading word, drug trade name, original title, device manufacturer, drug manufacturer,

device trade name, keyword heading word, floating subheading word, candidate term word]

27 Neflamapimod/

(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or VRT-31745 or VRT31745 or VD-
31-745 or VD-31745 or VD31745 or MLS006010281 or SCHEMBL156367 or CHEMBL119385 or
GTPL5719 or BDBM15244 or DTXSID90175115 or EX-A854 or BCPPOO0015 or HMS3295M13 or

HMS3654L10 or HMS3884M17 or VD-31 or BCP01837 or AC-707 or MFCD09834070 or NSC785334

or 51458 or ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or CS-0195 or DB07138

28 or EX-8451 or NSC-785334 or SB19425 or NCGC00241111-01 or NCGC00241111-02 or

NCGC00241111-12 or HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or SW219693-1 or

D10959 or 410V468 or 5T-0205 or A815037 or J-013730 or J-516084 or BRD-K91900765-001-01-9 or

Q27089208).mp. [mp=title, abstract, heading word, drug trade name, original title, device

manufacturer, drug manufacturer, device trade name, keyword heading word, floating subheading

word, candidate term word]

29 or/4-28

30 3and 29

Clinical Trial/

31

161



Search

Number Search Terms

32 Randomized Controlled Trial/
33 controlled clinical trial/
34 multicenter study/

35 Phase 3 clinical trial/

36 Phase 4 clinical trial/

37 exp RANDOMIZATION/

38 Single Blind Procedure/
39 Double Blind Procedure/
40 Crossover Procedure/

41 PLACEBO/

42 randomi?ed controlled trialS.tw.
43 rct.tw.

44 (randomS adj2 allocat$).tw.
45 single blindS$.tw.

46 double blind$.tw.

47 ((treble or triple) adj blindS).tw.
48 placeboS.tw.

49 Prospective Study/

50 or/32-49

51 Case Study/

52 case report.tw.

53 abstract report/ or letter/
54 Conference proceeding.pt.
55 Editorial.pt.

56 Letter.pt.

57 Note.pt.
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Search

Number Search Terms
58 or/51-57
59 50 not 58
60 (meta-analysis or systematic review).pt.
meta-analysis/ or systematic review/ or meta-analysis as topic/ or "meta analysis (topic)"/ or
o "systematic review (topic)"/ or exp technology assessment, biomedical/
62 ((systematic* adj3 (review* or overview*)) or (methodologic* adj3 (review* or overview*))).ti,ab.
((quantitative adj3 (review* or overview* or synthes*)) or (research adj3 (integrati* or
* overview*))).ti,ab.
((integrative adj3 (review* or overview*)) or (collaborative adj3 (review* or overview*)) or (pool*
o adj3 analy*)).ti,ab.
65 (data synthes* or data extraction* or data abstraction*).ti,ab.
66 (handsearch* or hand search*).ti,ab.
67 (mantel haenszel or peto or der simonian or dersimonian or fixed effect* or latin square*).ti,ab.
(meta analy* or metanaly* or technology assessment* or HTA or HTAs or technology overview* or
°8 technology appraisal*).ti,ab.
69 (meta regression* or metaregression*).ti,ab.
(meta-analy* or metaanaly* or systematic review* or biomedical technology assessment* or bio-
7 medical technology assessment*).mp,hw.
71 (medline or cochrane or pubmed or medlars or embase or cinahl).ti,ab,hw.
72 (cochrane or (health adj2 technology assessment) or evidence report).jw.
73 (comparative adj3 (efficacy or effectiveness)).ti,ab.
74 (outcomes research or relative effectiveness).ti,ab.
75 ((indirect or indirect treatment or mixed-treatment) adj comparison*).ti,ab.
76 or/60-75
77 59 or 76
78 30and 77
79 (exp animal/ or nonhuman/) not exp human/
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Number Search Terms

80 78 not 79

81 conference abstract.pt.

82 80 not 81

83 limit 80 to (conference abstract and yr="2020-current")
84 82 or 83

85 limit 84 to english language

Table A-6. MEDLINE Search (Ovid Algorithm) for DMT Studies

Search

Number Search Terms

1 alzheimer* ti,ab.

2 ((mild* or early*) adj2 (cognitive impair* or cognitive dysfunction or cognitive decline)).ti,ab.
3 lor2

4 exp Antibodies, Monoclonal/

5 (monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.

6 (donanemab or ly-3002813 or ly3002813).ti,ab.

7 aducanumab.nm.

8 (aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037 or ni-10 or ni10).ti,ab.
9 (lecanemab or ban-2401 or ban2401).ti,ab.

(valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or nrm-8499 or nrm8499 or

valylhomotaurine or valyltramiprosate or tramiprosate or GHG2B47067 or chembl4640301 or

10
schembl13944044 or who-11912 or who11912 or HY-117259 or HY117259 or CS-0064594 or
CS0064594).ti,ab.
(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or BDBM349547 or BDBM-349547 or
11 BCP30368 or BCP-30368 or EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-24038 or
HY111669 or HY-111669 or CS0089606 or CS-0089606 or A-935876 or A935876).ti,ab.
12 semaglutide.nm.
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Number Search Terms

(semaglutide or Ozempic or nn-9535 or Nnn9535 or Rybelsus or wegovy or GTPL-9724 or GTPL9724 or
13
EX-A2424 or EXA2424 or AC-32580 or AC32580).ti,ab.

(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or GTPL11953 or GLXC-25705 or
14
GLXC25705 or EX-A6549 or EXA6549 or HY-144681 or HY144681 or CS-0433932 or CS0433932).ti,ab.

15 (Remternetug or LY3372993 or LY-3372993).ti,ab.

16 (ABBV-916 or ABBV916).ti,ab.

17 (AR1001 or AR-1001).ti,ab.

18 (AL-002 or ALOO2).ti,ab.

19 (JNJ-63733657 or JNJ63733657 or posdinemab).ti,ab.

20 nilotinib.nm.

(nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or NSC747599 or chembl255863 or
nilotinibum or F41401512x or F-41401512x or HSDB-7842 or HSDB7842 schembl7901 or
MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or HMS3244A13 or HMS3244A14
or HMS3244B13 or HMS3295A23 or HMS3654M07 or HMS3748E11 or BCPO1367 or ZINC6716957 or
AC-647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561 or BCP9000989 or CCG-

21 264784 or CS-0102 or DB04868 or NSC 747599 or NSC-800804 or SB17315 or NCGC00183285-01 or
NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or NCGC00183285-15 or AS-16214 or
BN164654 or HY-10159 or SY024415 or AM20090651 or FT-0654026 or SW218083-2 or EC-000-2344
or D08953 or N-8207 or AB01273978-01 or AB01273978-02 or AB01273978_03 or EN300-7381984 or
571N100 or A834657 or Q412327 or SR-01000931150 or Q-101348 or SR-01000931150-2 or BRD-

K81528515-001-04-7 or 21741976994 or 1353151-22-0).ti,ab.

22 (bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or antibody DE-2841).ti,ab.

(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or VRT-31745 or VRT31745 or VD-
31-745 or VD-31745 or VD31745 or MLS006010281 or SCHEMBL156367 or CHEMBL119385 or
GTPL5719 or BDBM15244 or DTXSID90175115 or EX-A854 or BCPPOO0015 or HMS3295M13 or

23 HMS3654L10 or HMS3884M17 or VD-31 or BCP01837 or AC-707 or MFCD09834070 or NSC785334 or

s1458 or ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or CS-0195 or DBO7138 or

EX-8451 or NSC-785334 or SB19425 or NCGC00241111-01 or NCGC00241111-02 or NCGC00241111-

12 or HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or SW219693-1 or D10959 or
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Number Search Terms
410V468 or 5T-0205 or A815037 or J-013730 or J-516084 or BRD-K91900765-001-01-9 or
Q27089208).ti,ab.
24 or/4-23
25 3and 24
26 (meta-analysis or systematic review).pt.
meta-analysis/ or systematic review/ or meta-analysis as topic/ or "meta analysis (topic)"/ or
o "systematic review (topic)"/ or exp technology assessment, biomedical/
28 ((systematic* adj3 (review* or overview*)) or (methodologic* adj3 (review* or overview*))).ti,ab.
((quantitative adj3 (review* or overview* or synthes*)) or (research adj3 (integrati* or
# overview*))).ti,ab.
((integrative adj3 (review* or overview*)) or (collaborative adj3 (review* or overview*)) or (pool* adj3

% analy*)).ti,ab.
31 (data synthes* or data extraction* or data abstraction*).ti,ab.
32 (handsearch* or hand search*).ti,ab.
33 (mantel haenszel or peto or der simonian or dersimonian or fixed effect* or latin square*).ti,ab.

(meta analy* or metanaly* or technology assessment* or HTA or HTAs or technology overview* or
> technology appraisal*).ti,ab.
35 (meta regression* or metaregression*®).ti,ab.

(meta-analy* or metaanaly* or systematic review* or biomedical technology assessment* or bio-
% medical technology assessment*).mp,hw.
37 (medline or cochrane or pubmed or medlars or embase or cinahl).ti,ab,hw.
38 (cochrane or (health adj2 technology assessment) or evidence report).jw.
39 (comparative adj3 (efficacy or effectiveness)).ti,ab.
40 (outcomes research or relative effectiveness).ti,ab.
41 ((indirect or indirect treatment or mixed-treatment) adj comparison*).ti,ab.
42 or/26-41
43 Randomized Controlled Trials as Topic/
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Search

Number Search Terms

44 randomized controlled trial/
45 Random Allocation/

46 Double Blind Method/
47 Single Blind Method/

48 clinical trial/

49 clinical trial, phase i.pt.
50 clinical trial, phase ii.pt.
51 clinical trial, phase iii.pt.
52 clinical trial, phase iv.pt.
53 controlled clinical trial.pt.
54 randomized controlled trial.pt.
55 multicenter study.pt.

56 clinical trial.pt.

57 exp Clinical Trials as topic/
58 or/43-57

59 (clinical adj trial$).tw.

60 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
61 PLACEBQOS/

62 placeboS.tw.

63 randomly allocated.tw.
64 (allocated adj2 random$).tw.
65 or/59-64

66 58 or 65

67 case report.tw.

68 letter/

69 historical article/
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Search

Number Search Terms

70 or/67-69

71 66 not 70

72 42 or 71

73 25and 72

74 exp animals/ not exp humans/
75 73 not 74

76 limit 75 to english language

Table A-7. CENTRAL Register of Controlled Trials Search (Ovid
Algorithm) for DMT Studies

Search Terms

1 alzheimer* .ti,ab.

2 ((mild* or early*) adj2 (cognitive impair* or cognitive dysfunction or cognitive decline)).ti,ab.
3 lor2

4 exp Antibodies, Monoclonal/

5 (monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.

6 (donanemab or ly-3002813 or ly3002813).ti,ab.

7 (aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037 or ni-10 or ni10).ti,ab.
8 (lecanemab or ban-2401 or ban2401).ti,ab.

(valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or nrm-8499 or nrm8499 or

valylhomotaurine or valyltramiprosate or tramiprosate or GHG2B47067 or chembl4640301 or

9
schembl13944044 or who-11912 or who11912 or HY-117259 or HY117259 or CS-0064594 or
CS0064594).ti,ab.
(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or BDBM349547 or BDBM-349547 or
10 BCP30368 or BCP-30368 or EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-24038 or

HY111669 or HY-111669 or CS0089606 or CS-0089606 or A-935876 or A935876).ti,ab.
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Search

Number Search Terms

(semaglutide or Ozempic or nn-9535 or Nnn9535 or Rybelsus or wegovy or GTPL-9724 or GTPL9724 or
11
EX-A2424 or EXA2424 or AC-32580 or AC32580).ti,ab.

(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or GTPL11953 or GLXC-25705 or
12
GLXC25705 or EX-A6549 or EXA6549 or HY-144681 or HY144681 or CS-0433932 or CS0433932).ti,ab.

13 (Remternetug or LY3372993 or LY-3372993).ti,ab.

14 (ABBV-916 or ABBV916).ti,ab.

15 (AR1001 or AR-1001).ti,ab.

16 (AL-002 or ALOO2).ti,ab.

17 (JNJ-63733657 or JNJ63733657 or posdinemab).ti,ab.

(nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or NSC747599 or chembl255863 or
nilotinibum or F41401512x or F-41401512x or HSDB-7842 or HSDB7842 schembl7901 or
MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or HMS3244A13 or HMS3244A14
or HMS3244B13 or HMS3295A23 or HMS3654M07 or HMS3748E11 or BCPO1367 or ZINC6716957 or
AC-647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561 or BCP9000989 or CCG-

18 264784 or CS-0102 or DB04868 or NSC 747599 or NSC-800804 or SB17315 or NCGC00183285-01 or
NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or NCGC00183285-15 or AS-16214 or
BN164654 or HY-10159 or SY024415 or AM20090651 or FT-0654026 or SW218083-2 or EC-000-2344
or D08953 or N-8207 or AB01273978-01 or AB01273978-02 or AB01273978_03 or EN300-7381984 or
571N100 or A834657 or Q412327 or SR-01000931150 or Q-101348 or SR-01000931150-2 or BRD-

K81528515-001-04-7 or 21741976994 or 1353151-22-0).ti,ab.

19 (bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or antibody DE-2841).ti,ab.

(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or VRT-31745 or VRT31745 or VD-
31-745 or VD-31745 or VD31745 or MLS006010281 or SCHEMBL156367 or CHEMBL119385 or
GTPL5719 or BDBM15244 or DTXSID90175115 or EX-A854 or BCPPO00015 or HMS3295M13 or

HMS3654L10 or HMS3884M17 or VD-31 or BCP01837 or AC-707 or MFCD09834070 or NSC785334 or
20 51458 or ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or CS-0195 or DB07138 or
EX-8451 or NSC-785334 or SB19425 or NCGC00241111-01 or NCGC00241111-02 or NCGC00241111-
12 or HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or SW219693-1 or D10959 or
410V468 or 5T-0205 or A815037 or J-013730 or J-516084 or BRD-K91900765-001-01-9 or

Q27089208).ti,ab.
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Search

Number Search Terms

21 or/4-20

22 3and 21

23 Randomized Controlled Trials as Topic/
24 randomized controlled trial/
25 Random Allocation/

26 Double Blind Method/

27 Single Blind Method/

28 clinical trial/

29 clinical trial, phase i.pt.

30 clinical trial, phase ii.pt.

31 clinical trial, phase iii.pt.

32 clinical trial, phase iv.pt.

33 controlled clinical trial.pt.
34 randomized controlled trial.pt.
35 multicenter study.pt.

36 clinical trial.pt.

37 exp Clinical Trials as topic/
38 or/23-37

39 (clinical adj trial$).tw.

40 ((singlS or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
41 PLACEBOS/

42 placeboS.tw.

43 randomly allocated.tw.

44 (allocated adj2 random$).tw.
45 or/39-44

46 38 or 45
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Search

Number Search Terms

47 case report.tw.

48 letter/

49 historical article/

50 or/47-49

51 46 not 50

52 22 and 51

53 exp animals/ not exp humans/
54 (EUCTRS or NCTS or ICTRPS or CTRIS or ISRCTNS or chictr$ or actrn$ or IRCTS or NTRS).tn.
55 conference proceeding.pt.
56 or/53-55

57 52 not 56

58 limit 57 to english language

Table A-8. Cochrane Database of Systematic Reviews Search (Ovid
Algorithm) for DMT Studies

Search

Number Search Terms

1 alzheimer* ti,ab.

2 ((mild* or early*) adj2 (cognitive impair* or cognitive dysfunction or cognitive decline)).ti,ab.

3 lor2

4 (monoclonal antibod$ or targeted therap$ or targeted treat$).ti,ab.

5 (donanemab or ly-3002813 or ly3002813).ti,ab.

6 (aducanumab or aducanumab-avwa or aduhelm or biib-037 or biib037 or ni-10 or ni10).ti,ab.

7 (lecanemab or ban-2401 or ban2401).ti,ab.

o (valiltramiprosate or alz-801 or alz801 or blu-8499 or blu8499 or nrm-8499 or nrm8499 or
valylhomotaurine or valyltramiprosate or tramiprosate or GHG2B47067 or chembl4640301 or
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Number Search Terms

schembl13944044 or who-11912 or who11912 or HY-117259 or HY117259 or CS-0064594 or

CS0064594).ti,ab.

(ct1812 or ct-1812 or chembl4846092 or schembl16972400 or BDBM349547 or BDBM-349547 or
9 BCP30368 or BCP-30368 or EXA2998 or EX-A2998 or ZB1519 or ZB-1519 or AT24038 or AT-24038 or

HY111669 or HY-111669 or CS0089606 or CS-0089606 or A-935876 or A935876).ti,ab.

(semaglutide or Ozempic or nn-9535 or Nnn9535 or Rybelsus or wegovy or GTPL-9724 or GTPL9724 or
10
EX-A2424 or EXA2424 or AC-32580 or AC32580).ti,ab.

(LY3372689 or LY-3372689 or schembl20421995 or GTPL-11953 or GTPL11953 or GLXC-25705 or
11
GLXC25705 or EX-A6549 or EXA6549 or HY-144681 or HY144681 or CS-0433932 or CS0433932).ti,ab.

12 (Remternetug or LY3372993 or LY-3372993).ti,ab.

13 (ABBV-916 or ABBV916).ti,ab.

14 (AR1001 or AR-1001).ti,ab.

15 (AL-002 or ALOO2).ti,ab.

16 (JNJ-63733657 or JNJ63733657 or posdinemab).ti,ab.

(nilotinib or AMN-107 or AMN107 or Tasigna or NSC-747599 or NSC747599 or chembl255863 or
nilotinibum or F41401512x or F-41401512x or HSDB-7842 or HSDB7842 schembl7901 or
MLS003915611 or MLS006010160 or GTPL5697 or DTXSID5042663 or HMS3244A13 or HMS3244A14
or HMS3244B13 or HMS3295A23 or HMS3654M07 or HMS3748E11 or BCPO1367 or ZINC6716957 or
AC-647 or BDBM50237710 or NSC800804 or s1033 or AKOS005063561 or BCP9000989 or CCG-

17 264784 or CS-0102 or DB04868 or NSC 747599 or NSC-800804 or SB17315 or NCGC00183285-01 or
NCGC00183285-03 or NCGC00183285-04 or NCGC00183285-09 or NCGC00183285-15 or AS-16214 or
BN164654 or HY-10159 or SY024415 or AM20090651 or FT-0654026 or SW218083-2 or EC-000-2344
or D08953 or N-8207 or AB01273978-01 or AB01273978-02 or AB01273978_03 or EN300-7381984 or
571N100 or A834657 or Q412327 or SR-01000931150 or Q-101348 or SR-01000931150-2 or BRD-

K81528515-001-04-7 or 21741976994 or 1353151-22-0).ti,ab.

18 (bepranemab or UCB-0107 or UCB0107 or antibody DE2841 or antibody DE-2841).ti,ab.

(neflamapimod or VX-745 or VX745 or VRT-031745 or VRT031745 or VRT-31745 or VRT31745 or VD-
19 31-745 or VD-31745 or VD31745 or MLS006010281 or SCHEMBL156367 or CHEMBL119385 or

GTPL5719 or BDBM15244 or DTXSID90175115 or EX-A854 or BCPPOO0015 or HMS3295M13 or
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Search

Number

Search Terms

HMS3654L10 or HMS3884M17 or VD-31 or BCPO1837 or AC-707 or MFCD0S834070 or NSC785334 or
$1458 or ZINC13493055 or AKOS005766014 or AM84727 or CCG-269082 or CS-0195 or DBO7138 or
EX-8451 or NSC-785334 or SB19425 or NCGC00241111-01 or NCGC00241111-02 or NCGC00241111-

12 or HY-10328 or SMR004701351 or DB-000564 or FT-0654042 or SW219693-1 or D10959 or
410V468 or 5T-0205 or A815037 or J-013730 or J-516084 or BRD-KS1900765-001-01-9 or

Q27089208).ti,ab.

20

or/4-19

21

3and 20

Table A-9. Embase Search (Ovid Algorithm) for Symptomatic Treatment

Studies

Search
Number Search Terms
1 alzheimer* ti,ab.
2 ((mild* or early*) adj2 (cognitive impair* or cognitive dysfunction or cognitive decline)).ti,ab.
3 lor2
4 exp cholinesterase inhibitor/

(acetylcholinesterase inhibitorS or anticholesterinase$ or anticholinesterase$ or cholinesterase

blocker$ or cholinesterase blocking agent$ or cholinesterase inhibiting agent$ or cholinesterase
> inhibitor$ or phosphoorganic choline esterase inhibitor$ or reversible cholinesterase blocking

agent$).ti,ab.
6 rivastigmine/
(rivastigmine or alzest or ena-713 or ena713 or exelon or kingsmin or ly-03013 or ly-30410 or ly03013
or ly30410 or nimvastid or ono-2540 or ono2540 or prometax or rivastach or rivastigmin or
! rivastigmine hydrogen tartrate or sdz-212-713 or sdz212-713 or sdz-212713 or sdz-ena-713 or sdz-
ena713 or sdz212-713 or sdz212-713 or sdz212713).ti,ab.

8 galantamine/

(galantamine or acumor$ or alenzo or aneprosil or bergal or bergal-sr or consion or consion-xl or
9 elmino or elmino-xl or galantex or galanthamine or galanthen or galanyl or galatamin or galatamina or

galema or galema-sr or galnora or galsya or galsya-sr or gamyl or gatalin or gatalin-xl or gazylan or
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Search

Number Search Terms
girlamen or gp-37267 or gp37267 or jilkon or lotprosin or lotprosin-xl or loxifren or luventa or luventa-
x|l or lycoremin or lycoremine or margal or masparen or memoton-life or micol or natagal or natagal-sr
or nivalin or nivalin-p or nivaline or r-113675 or r113675 or razadyne or razadyne-er or reminyl or
reminyl-xl or spegal or spegal-sr or vertusal or vertusal-sr or zentan or zoroflog).ti,ab.
10 donepezil/
(donepezil or aricept or aricept-evess or aricept-odt or asenta or dkf-310 or dkf310 or doneliquid
11 geriasan or e-2020 or e-2022 or 2020 or e2022 or eranz memac or memorit or nal-8812 or nal-8817
or nal8812 or nal8817).ti,ab.
12 or/4-11
13 3and 12
14 Clinical Trial/
15 Randomized Controlled Trial/
16 controlled clinical trial/
17 multicenter study/
18 Phase 3 clinical trial/
19 Phase 4 clinical trial/
20 exp RANDOMIZATION/
21 Single Blind Procedure/
22 Double Blind Procedure/
23 Crossover Procedure/
24 PLACEBO/
25 randomi?ed controlled trial$.tw.
26 rct.tw.
27 (random$ adj2 allocat$).tw.
28 single blindS.tw.
29 double blindS.tw.
30 ((treble or triple) adj blindS).tw.
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Number Search Terms

31 placeboS.tw.

32 Prospective Study/

33 or/14-32

34 Case Study/

35 case report.tw.

36 abstract report/ or letter/
37 Conference proceeding.pt.
38 Editorial.pt.

39 Letter.pt.

40 Note.pt.

41 or/34-40

42 33 not41l

43 (meta-analysis or systematic review).pt.

meta-analysis/ or systematic review/ or meta-analysis as topic/ or "meta analysis (topic)"/ or

“ "systematic review (topic)"/ or exp technology assessment, biomedical/
45 ((systematic* adj3 (review* or overview*)) or (methodologic* adj3 (review* or overview*))).ti,ab.
((quantitative adj3 (review* or overview* or synthes*)) or (research adj3 (integrati* or
* overview*))).ti,ab.
((integrative adj3 (review* or overview*)) or (collaborative adj3 (review* or overview*)) or (pool* adj3
v analy*)).ti,ab.
48 (data synthes* or data extraction* or data abstraction*).ti,ab.
49 (handsearch* or hand search*).ti,ab.
50 (mantel haenszel or peto or der simonian or dersimonian or fixed effect* or latin square*).ti,ab.
(meta analy* or metanaly* or technology assessment* or HTA or HTAs or technology overview* or
>t technology appraisal*).ti,ab.
52 (meta regression* or metaregression®).ti,ab.
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Search

Number Search Terms
(meta-analy* or metaanaly* or systematic review* or biomedical technology assessment* or bio-
>3 medical technology assessment*).mp,hw.
54 (medline or cochrane or pubmed or medlars or embase or cinahl).ti,ab,hw.
55 (cochrane or (health adj2 technology assessment) or evidence report).jw.
56 (comparative adj3 (efficacy or effectiveness)).ti,ab.
57 (outcomes research or relative effectiveness).ti,ab.
58 ((indirect or indirect treatment or mixed-treatment) adj comparison*).ti,ab.
59 or/43-58
60 42 or 59
61 13 and 60
62 (exp animal/ or nonhuman/) not exp human/
63 61 not 62
64 conference abstract.pt.
65 63 not 64
66 limit 63 to (conference abstract and yr="2020-current")
67 65 or 66
68 limit 67 to english language

Table A-10.MEDLINE Search (Ovid Algorithm) for Symptomatic
Treatment Studies

Search

Number Search Terms

1 alzheimer* .ti,ab.

((mild* or early* or preclinical or pre-clinical) adj2 (cognitive impair* or cognitive dysfunction or

cognitive decline)).ti,ab.

3 lor2
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Search

Number Search Terms
4 exp cholinesterase inhibitors/
(acetylcholinesterase inhibitorS or anticholesterinase$ or anticholinesterase$ or cholinesterase
blocker$ or cholinesterase blocking agent$ or cholinesterase inhibiting agent$ or cholinesterase
5
inhibitor$ or phosphoorganic choline esterase inhibitor$ or reversible cholinesterase blocking
agentsS).ti,ab.
6 rivastigmine/
(rivastigmine or alzest or ena-713 or ena713 or exelon or kingsmin or ly-03013 or ly-30410 or ly03013
or ly30410 or nimvastid or ono-2540 or ono2540 or prometax or rivastach or rivastigmin or
7
rivastigmine hydrogen tartrate or sdz-212-713 or sdz212-713 or sdz-212713 or sdz-ena-713 or sdz-
ena713 or sdz212-713 or sdz212-713 or sdz212713).ti,ab.
8 galantamine/
(galantamine or acumor$ or alenzo or aneprosil or bergal or bergal-sr or consion or consion-xl or
elmino or elmino-xl or galantex or galanthamine or galanthen or galanyl or galatamin or galatamina or
galema or galema-sr or galnora or galsya or galsya-sr or gamyl or gatalin or gatalin-xl or gazylan or
9 girlamen or gp-37267 or gp37267 or jilkon or lotprosin or lotprosin-xl or loxifren or luventa or luventa-
x|l or lycoremin or lycoremine or margal or masparen or memoton-life or micol or natagal or natagal-sr
or nivalin or nivalin-p or nivaline or r-113675 or r113675 or razadyne or razadyne-er or reminyl or
reminyl-xl or spegal or spegal-sr or vertusal or vertusal-sr or zentan or zoroflog).ti,ab.
10 donepezil/
(donepezil or aricept or aricept-evess or aricept-odt or asenta or dkf-310 or dkf310 or doneliquid
11 geriasan or e-2020 or e-2022 or 2020 or 2022 or eranz memac or memorit or nal-8812 or nal-8817
or nal8812 or nal8817).ti,ab.
12 or/4-11
13 3and 12
14 (meta-analysis or systematic review).pt.
meta-analysis/ or systematic review/ or meta-analysis as topic/ or "meta analysis (topic)"/ or
15
"systematic review (topic)"/ or exp technology assessment, biomedical/
16 ((systematic* adj3 (review* or overview*)) or (methodologic* adj3 (review* or overview*))).ti,ab.
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Search

Number Search Terms
((quantitative adj3 (review* or overview* or synthes*)) or (research adj3 (integrati* or
Y overview*))).ti,ab.
((integrative adj3 (review* or overview*)) or (collaborative adj3 (review* or overview*)) or (pool* adj3
'8 analy*)).ti,ab.
19 (data synthes* or data extraction* or data abstraction*).ti,ab.
20 (handsearch* or hand search*).ti,ab.
21 (mantel haenszel or peto or der simonian or dersimonian or fixed effect* or latin square*).ti,ab.
(meta analy* or metanaly* or technology assessment* or HTA or HTAs or technology overview* or
. technology appraisal*).ti,ab.
23 (meta regression* or metaregression®).ti,ab.
(meta-analy* or metaanaly* or systematic review* or biomedical technology assessment* or bio-
2 medical technology assessment*).mp,hw.
25 (medline or cochrane or pubmed or medlars or embase or cinahl).ti,ab,hw.
26 (cochrane or (health adj2 technology assessment) or evidence report).jw.
27 (comparative adj3 (efficacy or effectiveness)).ti,ab.
28 (outcomes research or relative effectiveness).ti,ab.
29 ((indirect or indirect treatment or mixed-treatment) adj comparison*).ti,ab.
30 or/14-29
31 Randomized Controlled Trials as Topic/
32 randomized controlled trial/
33 Random Allocation/
34 Double Blind Method/
35 Single Blind Method/
36 clinical trial/
37 clinical trial, phase i.pt.
38 clinical trial, phase ii.pt.
39 clinical trial, phase iii.pt.
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Search

Number Search Terms

40 clinical trial, phase iv.pt.

41 controlled clinical trial.pt.
42 randomized controlled trial.pt.
43 multicenter study.pt.

44 clinical trial.pt.

45 exp Clinical Trials as topic/
46 or/31-45

47 (clinical adj trial$).tw.

48 ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
49 PLACEBQOS/

50 placeboS.tw.

51 randomly allocated.tw.

52 (allocated adj2 random$).tw.
53 or/47-52

54 46 or 53

55 case report.tw.

56 letter/

57 historical article/

58 or/55-57

59 54 not 58

60 30 0r 59

61 13 and 60

62 exp animals/ not exp humans/
63 61 not 62

64 limit 63 to english language
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Table A-11. CENTRAL Register of Controlled Trials Search (Ovid
Algorithm) for Symptomatic Treatment Studies

Search
Number Search Terms
1 alzheimer* .ti,ab.
((mild* or early* or preclinical or pre-clinical) adj2 (cognitive impair* or cognitive dysfunction or
2
cognitive decline)).ti,ab.
3 lor2
4 exp cholinesterase inhibitors/
(acetylcholinesterase inhibitor$ or anticholesterinase$ or anticholinesterase$ or cholinesterase
blocker$ or cholinesterase blocking agent$ or cholinesterase inhibiting agent$ or cholinesterase
5
inhibitor$ or phosphoorganic choline esterase inhibitor$ or reversible cholinesterase blocking
agent$).ti,ab.
6 rivastigmine/
(rivastigmine or alzest or ena-713 or ena713 or exelon or kingsmin or ly-03013 or ly-30410 or ly03013
or ly30410 or nimvastid or ono-2540 or ono2540 or prometax or rivastach or rivastigmin or
7
rivastigmine hydrogen tartrate or sdz-212-713 or sdz212-713 or sdz-212713 or sdz-ena-713 or sdz-
ena713 or sdz212-713 or sdz212-713 or sdz212713).ti,ab.
8 galantamine/
(galantamine or acumor$ or alenzo or aneprosil or bergal or bergal-sr or consion or consion-xl or
elmino or elmino-xl or galantex or galanthamine or galanthen or galanyl or galatamin or galatamina or
galema or galema-sr or galnora or galsya or galsya-sr or gamyl or gatalin or gatalin-xl or gazylan or
9 girlamen or gp-37267 or gp37267 or jilkon or lotprosin or lotprosin-x| or loxifren or luventa or luventa-
x| or lycoremin or lycoremine or margal or masparen or memoton-life or micol or natagal or natagal-sr
or nivalin or nivalin-p or nivaline or r-113675 or r113675 or razadyne or razadyne-er or reminyl or
reminyl-xl or spegal or spegal-sr or vertusal or vertusal-sr or zentan or zoroflog).ti,ab.
10 donepezil/
(donepezil or aricept or aricept-evess or aricept-odt or asenta or dkf-310 or dkf310 or doneliquid
11 geriasan or e-2020 or e-2022 or e2020 or e2022 or eranz memac or memorit or nal-8812 or nal-8817
or nal8812 or nal8817).ti,ab.
12 or/4-11
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Search

Number Search Terms

13 3and 12

14 Randomized Controlled Trials as Topic/
15 randomized controlled trial/
16 Random Allocation/

17 Double Blind Method/

18 Single Blind Method/

19 clinical trial/

20 clinical trial, phase i.pt.

21 clinical trial, phase ii.pt.

22 clinical trial, phase iii.pt.

23 clinical trial, phase iv.pt.

24 controlled clinical trial.pt.
25 randomized controlled trial.pt.
26 multicenter study.pt.

27 clinical trial.pt.

28 exp Clinical Trials as topic/
29 or/14-28

30 (clinical adj trial$).tw.

31 ((singlS or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw.
32 PLACEBQOS/

33 placeboS.tw.

34 randomly allocated.tw.

35 (allocated adj2 random$).tw.
36 or/30-35

37 29 or 36

38 case report.tw.
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Search

Number Search Terms

39 letter/

40 historical article/

41 or/38-40

42 37 not 41

43 13 and 42

44 exp animals/ not exp humans/
45 (EUCTRS or NCTS or ICTRPS or CTRIS or ISRCTNS or chictr$ or actrn$ or IRCTS or NTRS).tn.
46 conference proceeding.pt.
47 or/44-46

48 43 not 47

49 limit 48 to english language

Table A-12.Cochrane Database of Systematic Reviews Search (Ovid
Algorithm) for Symptomatic Treatment Studies

Search Terms

1 alzheimer* .ti,ab.

((mild* or early* or preclinical or pre-clinical) adj2 (cognitive impair* or cognitive dysfunction or
2

cognitive decline)).ti,ab.

3 lor2

(acetylcholinesterase inhibitor$ or anticholesterinase$ or anticholinesterase$ or cholinesterase

blocker$ or cholinesterase blocking agent$ or cholinesterase inhibiting agent$ or cholinesterase
4

inhibitor$ or phosphoorganic choline esterase inhibitor$ or reversible cholinesterase blocking
agent$).ti,ab.
(rivastigmine or alzest or ena-713 or ena713 or exelon or kingsmin or ly-03013 or ly-30410 or ly03013
or ly30410 or nimvastid or ono-2540 or on02540 or prometax or rivastach or rivastigmin or
5
rivastigmine hydrogen tartrate or sdz-212-713 or sdz212-713 or sdz-212713 or sdz-ena-713 or sdz-
ena713 or sdz212-713 or sdz212-713 or sdz212713).ti,ab.
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Search

Number Search Terms

(galantamine or acumor$ or alenzo or aneprosil or bergal or bergal-sr or consion or consion-xl or
elmino or elmino-xl or galantex or galanthamine or galanthen or galanyl or galatamin or galatamina or
galema or galema-sr or galnora or galsya or galsya-sr or gamyl or gatalin or gatalin-xl or gazylan or
6 girlamen or gp-37267 or gp37267 or jilkon or lotprosin or lotprosin-xl or loxifren or luventa or luventa-
x| or lycoremin or lycoremine or margal or masparen or memoton-life or micol or natagal or natagal-sr
or nivalin or nivalin-p or nivaline or r-113675 or r113675 or razadyne or razadyne-er or reminyl or

reminyl-xl or spegal or spegal-sr or vertusal or vertusal-sr or zentan or zoroflog).ti,ab.

(donepezil or aricept or aricept-evess or aricept-odt or asenta or dkf-310 or dkf310 or doneliquid
7 geriasan or e-2020 or e-2022 or 2020 or 2022 or eranz memac or memorit or nal-8812 or nal-8817

or nal8812 or nal8817).ti,ab.

8 or/4-7

9 3and 8
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BERICHELTOREVNSAIZBVWTLARI I DA ITEREDO AT DA ERKITI— RRETHS
NRBRTHAIVDEERZICKYLARTT DA TO LMD ORI RED AT ST
SEWIEFBRREIZT B, F=. 2025 &£ 7 A 27-31 BIZ{THrh 1= Alzheimer's Association
International Conference (AAIC) 2025 THRXEL:-. AEDORPESMEICEATIRERAR
LAWT, RBAZMA S,

LARITDRMS LY REIEMEICETAEMESIAT 5,

a)-2 LHF T DRAHVGZIBDHSHZ DU T RS FG15 18 ) F LUE)
HERTEZDHHTETILTIH(301 A Core study DEEZF#EZ /)18 00 B LUED K
HEEBIZDIT, 301 SBEDIERR#ERZGES ADNI 21A—FEHO THZEL T
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301 FABEDIHERLE R RSAE L 301 &8 Core study #ZTL TWBEZEFHF
ELTHY, 301 528 Core study Bi#505 36 00 BRIEHL/-T—ZFEHL TS, /-,
ADNI Z75—MEREIZHIFETIL YN T EZFEIL LD THY, EDT—HFT /L
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® HERTEEDH W ETIIZE DS SNIAEKETTHIRIFAE, L FEREEILE
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EHoTEY., 18 MABEATOREIT/NATANDENTHF AU THo1=,
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Alzheimer's Association International Conference (AAIC) 2025 THRRERL-. KED
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ESS: Effective Sample Size
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