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DGR & 2 B, ADMRFRE O KL, FRAENFIET 5 10-20FE/1IZEBO DD, NA A~ —T—3 B RiERT 5
ik, REOEE X OHETEIn vivo TR 2 ATREMEIE. RO RN RN BLICERE N AT 5 il & T
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BUE, RAEDORFUCET 20, BHOFIMB W TRERREZ M TREThr oI arvwrh2nidbsn, BE
PO HEES JOEEOADIZKIT A IEEEEMRIE O — I T 7 a —F KR E LTHITH DM, ZOHA ¥ AT,
RERSBORIICRGT 2R T 0 7T 208 L | 26 OB TORBO WM RRERITH T2 HEE2wEE & 2 AT
HTEEENE LTWD,

HRAA L ATIE, 20144111 24-25 A IZEMA TR SN2 T VY A ~ — IR OBRRFFFEIC BT 2 U —2 v a v
TORBEEMREL, TV A = (AD) OIFREAFREIZBET ABAEDORHEENE, A A~ —F —OEER L AD
DOEfex AT — P DEBEDRFTEN TN S,

RAA L AT TFOEHBIZOWTRHL TV D,
o FRRRERT VA TR 2 Rl K UMK O BB & 51 AD OH LW 2 Wi iR o 528

o TURNIL RIA—FZ—BIOAD DRRLIEH (722 Mkt JOYER, EITEREDZE) (2B 2 Wi b > —
Jb D LB O IR

o MBSO 2B (ER A =X 5, BERBS, Bl E LCofA, SBEEMRORNE, 7 7 v —7 0@l
b, Laetl LOFEME~—1—%) I2B1F5 AD DR LML D/ A A~ —0 — U ATRErE & O DORFRIAY 72 B8
£%

o BHYRICLDEEREDTZDOOELO S DIGHNRE ERT DHEE BE

o AN GUROMEE) B I OLEMRBROT YA

AN TR L, LBHEPTEEENTND L ZATHLN, KKRL LTHRY ORMEEENFET D720, IR
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1. Introduction (background) #& (F&)

19844ELI0%, ADDRZWHL, HREEB I WMMEE (23 a=r—ay) BEBIUOMET - 7V A ~—hE LU
HEER S (NINCDS-ADRDA) ENZHFZERTORBW IS TR Y, ICDE /2IXDSMOBZ WL HEIL, ADIZX 9 5 fif
RAFFEE T2 IZBRE T 0 7T MZBW A SN T I o7z, ZOEFITIE ST, ADIE, HRIA TS T o0 f e
FEAER L, FEfET 25080 L UM OFRIEERERE E O B A 4 5 BRRIRAIEDOFIE L B Sz, B E AL L O%HS
FEREDTEEN &2 4870 2 IZ EIRAITH o 72, W HERE P2l 2 NI L T 5B RN b O ThHh 72, ADDRHE:
BE D B3 % G DR R AR (MCD) B3 OFIHIEER CIL. R IBkEE & OB EEERE OHERFIC M R ER & L2 & T~ 5 Mayo
Clinick#x2FEH Lz,

BT, BRARIER O MBUSSEATT 2 7 L7 U =B VB RE DO RIICHEERY S L OEM AL 2 5 2 L 2T DiED =
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BT U RIZEESN T, TAYNA v —IROBM OB T DT XA L7 FRAELT TS, 20074, ADD KA
HERFZRIC BE T 2 [E B EE S (IWG) 1X, ADZ BERFHEL 2R b B IR AWM SR 7R B ERICBAT T 28 LW A 2 1278
L7z,

Z OMEATIE, WL, REREERIER O R WA OB A 24T 5 A A~ — I —DIFEIC KR AN D,
201 VR IZ R R SN ENLRALARIERT-ElnE 7 VY A < —1ha (NIA-AA)  CKEENLZLIFEHT/AlzheimeriFih s 7
— 7 TN—7) OBWEEL, FRIC, A v — I — 2L ORRINIERF 2 3 2 B4 G A & L CADO &%
A L7z, NIA-AAIZ ZHUE NA A~ — D —I I FFT 508, BMO 703 HT5 L O TRV (87 v 3 »5.28)
ELLOBMREYEL T LY A~ —FHERF RSB W CTRBEOIEMOERZZHEHA L TWE ; 7L 7 U =4/ AD, ADIZIZR
T HMCI i - 7Y A ~—JEthHEEEE NIA-AA) 721372 Ra</L (Prodromal : SEBEMERTERAVERL) AD (E
BRU—x 2 77 —7 IWG) B L OADRBANE, 250 —HEOBERZRIEEOFIMNLIETH Y | S EAMERSEHRIC
FH SN, WESNTNDED, TTIZENRRENTN DR, FFEOBKMHS A ZRAET 5 720121k, Rl & OEFKT
— AP THD, ADIZ X2 EE JUORRE OMRKGREEOZRL L DSMEIZE A Sz, Z ORFOSET Tix, 2ZWr
TR EETHY . A Av—H—FEEN TR (EEEZZR) . FRIC, REEEDO LV EETSHE DL
12 &> T ADDOZWELHED R 36 L OV B 4 a4 5 DITHE ST, FEADZRENE DEFIR I E R ITITEE N 2R 1 5 5,
L2L. ADE X OYEADRAMEIL, BRARMB LR LDEFN T e 7 v A VNEHELTEY, LT LHRNTIDONRES
ESESAIAN

B OB D IWGEHE & NIA-AARHED I 573, W5t B B L OB OMIE D72 D OADDZM & L TR IT AR
bNTVD, EFELFEBOBBRIZL SR> TRRD BTN, A~ — I — % T DBEOIERENL L FRFIL, — B LS
PEORTHERDEENLETH D, WATL T, KA ORI 31T 258 AEEERY, 1TEIRYIS K OhRREth = AR REIR 2
WTET % 72 D DAFHEANED @V VL O i WA REE D BA %S . Bk KO < R ST,

2. Scope & RS

AAA KT 4 0%, ADEFHAEEKIZHTZDIERDT=HD0H 5 HEHRLOFHMOfEH 2T 2 L2 HMWE LTV 5D,
fthod & A 7 OFBINFEIT KT 5 FFEOHERFIHIT Z OSLEOHPASTH Y B >3 4.2 2THBEICEY EiF 5, 612,
ADTEiD 7= OB N Y EIF BT D, BEOIREAETLAMT 258 & L= 0FRRIE L TSRS 2058
FYA L OFMAMICHOWTELEET D,

RBRIEDATEY - LEYEIR (BPSD) 13, Wl KB, 5o, A&, TNV —, Ktz ate AD BMERZ A9 5 BEE
HIZRWTOHFICEBEIC AL -0, HER - YA 7 VEEREEIND,

Py —VEIE e S — b RARA v b & L TORFED A A~ — I — Ok MRS L O £ I3MEE. 2 o3CE
OFFESNTHY . EMA ORET 0B RAKTRIZIGESHDOT A RIA L TETCHMIMWIHREINETHA S (Ref. EMA /
CHMP / SAWP / 72894 / 2008) .

3. Legal basis and relevant guidelines AMiBHLEBIET HHA K51 >

This document has to be read in conjunction with the introduction and general principles (4) and part of the
Annex I to Directive 2001/83/EC as amended and relevant CHMP Guidelines, among them:

ZOXEIL, EABLOREA] (4) BXODirective 2001/83 / ECOMEEIO—H & AT, &il SN 7=CHMP
HA RTA e THENRITL RS20,

+ Dose-Response information to Support Drug Registration (CPMP/ICH/378/95 (ICH E4)) #EH HD &
PN T 7 B SO BAFR OO AR 7

# Statistical Principles for Clinical Trials (CPMP/ICH/363/96 (ICH E9)) &K ERD 7= 8 Dt Al
+ Choice of Control Group in Clinical Trials (CPMP/ICH/364/96 (ICH E10)) F&KERIZI T Dk IREE®RE

¢ Guideline on adjustment for baseline covariates in clinical (EMA/CHMP/295050/2013) F&KIZEBIT 5
— AT A BRI T DI ONTDOHA RF A

+ Guideline on Missing Data in Confirmatory Clinical Trials (EMA/CPMP/EWP/1776/99 Rev. 1) iR
RBICBIT D KET =X IZONTOHA KT A

* Points to Consider on Multiplicity Issues in Clinical Trials (CPMP/EWP/908/99) F&KBrRIZ BT 5L Bk
DOEIZBWTEE T RERA b

¢ Guideline on the choice of a Non-Inferiority Margin (CPMP/EWP/2158/99) 3%~ — » ORIRITHOW
TOHA KT
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+ Extent of Population Exposure to Assess Clinical Safety (CPMP/ICH/375/95 (ICH E1A)) Mg 2% 4
PEFTAM I Z DU TR R O FR

+ Studies in support of special populations: geriatrics (CPMP/ICH/379/99 (ICH E7)) #EHEM O ZHFHIZE
o RBRATE - BEE

+ Guideline on Clinical Trials in Small Populations (CHMP/EWP/83561/2005) V»¥4EMICRIT 2 WA AR
IZOWTDOHA RTA

+ Pharmacokinetic studies in man (EudraLex vol. 3C C3A) t hZis5i) 2 EyEhaEAER

+ Guideline on the Investigation of Drug Interactions (CPMP/EWP/560/95/Rev. 1 Corr. 2**) 3&fH A
YERRFIEIZOWT DT A RTA v
+ Guideline on clinical evaluation of new vaccines (CHMP/VWP/164653/2005) #V 7 F > ORI
WCODHA KT A
Special consideration should be given to the qualification procedures as such and particularly for Alzheimer’s
disease (see also Annex 1)
DX D RAERTRe. FRCT Y NA 7RO T, FFBIZARBE S 72 SRt hude 5720, o
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000
319.jsp&mid=WC0b01ac0580022bb0 and Qualification of novel methodologies for drug development:
guidance to applicants (EMA/CHMP/SAWP/72984/2008).
4. Specific considerations when developing products for the treatment of
Alzheimer’s disease 7LV /\1 T —RDARBMD-HDHMZERRT HFRICHIC

FERINESEHR

4.1. General strateqy £#B4974 R

AN NCRES % 72 &b OBMK I, TEFIBEFFICIRAT L IR IRAZINE 2 R 5 72 30 O 2 7 BT, IRB O BelE (ADRBAVE,
ADIZENT 57 m Fr~</b/ MCIXUT L2 U =4/VAD) | FRISHDTERRS L OB BEICKE > TS h b,

FEIRBAZEHENG TIX, BB A BIEOREERR (2 ) = X7 7 —EBIEHEA, A~vrFr) LHBEDETHENT LM ED
P, ROBRHAFEE L LCRZET 5228 5 0>, F2I3 S 5 VI3 87 5 ADF BB PRI T 2 4520 & 358 LW B o
MABDEERET 2N EINEBET DL LPLETHD,
RS LM HEEOADZ AT 5 BEORBMOL L ZFd L, BER LT FEEZEADDORRT VA v 2B 5720 DKM
WDl B ER ST ETANEEKE TH D (HBELIZR) .

4.2. The main goals of treatment for dementia FEAIESBED L ELFE

4.2.1. Alzheimer’s disease 7 JLY/\ 1 T —J&

ADFBAEIZ 53 2 1B D FE HAE

o L7 )= INVEBETOED LWRRE A = X A~O5 NI X D IEFEREREO T

o JEROETEELS LI DIEIESE 0 | RIKICH 2 pRRIGEIBERIC B 2 BEOHLE A3 2 REBOEHT
o WESNIZRME L OMAELE CHARIE S 72ITMBIREE) 25725 RO & B RER Y,

o FRAVEDITE) « LELER (BPSD) ORERAIZRIGHE,

IRIENZ & 2 R BRI FRIZ 36 1F 2 Rt 2B A & MR D IR MERIRI R, 70 b b RT A —=F— L L THEYNCH
AR KOVEKR S NTNA A~ — I =R LISGEN T2 2 L IIREETH 2720, FHRRBRT ¥/ ko TRand &5
PR RIRAD IS OWOR F 72 IXBIE NS RIFORFERIE L LTI ANON L /REMDRH S (87 v 3 »8.3.222M)

4.2.2. Other dementias #h® &N

TAED BE O KENT., BEOEET RIS 7 0t RO A 7T, MEMRANE, Lewy/ MEFRAYE, AiEE
MIBEREBAE £ 7213 T2 D UIRE TS U RO X 5 AR AE I B 2 O /RED X 5 e & 14 7 O
FUEICBET 2 BT A RTA4 FBEATTE T, BIEOBSIE X VMRl FmEm e LTSN 5,
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4.3. Early pharmacology and pharmacokinetic studies ZJBJZEE# R VE WS EFE

AD DIRHRD 7= 3D D I 5 BFE DI B TI3, M RE 2 AT 5 L B DN DM 2T T2 Z LN HETH
Do ERMOTEZERIFRIEIEORHE (b b, EN/ MRS ERI ST D16, 7 IiaA RO A — I\
xfffé{éét 5"7@&‘54% X O IEME, MRIRRRIEIC X D IEME) 13, %®?’£®EJ“‘1Q%%7D?7A’E”E“%:& ¥, @
i BITEH 36 X OFEBIEN O RIREMED & 2 R~ — 7 — 28R /T HE TRAEMED 6 5581 ﬁ@ﬁ&ﬁi%ﬁl
AR %75%@7@‘?6: LIWTED,

B TR 6 . ORI, i, R LUt 2 E&RT 5 2 L 2 B L 2R 2 38 e 2 ROpTJE 1N 2. T
LI EREY: (pop PK) E7 /ML, ZO@EMEDEYIRED S I 2 L—a HNTAEMTH D, ATEIETICBIT 200G
WENZ BB LT D5, RN Z @il 4 2 EWiid ks L OO T OER~ORfE OfF#IL, REBRT ¥ b U L2 MR
TLHLEERMWETH D,

MAEEMRZ PR L 2 LN TERVKRT/ SUIMOERE M & O AAER 25 5 REEE R HIRT 5 K O e (E S

DT U ADPFLIRVIRY | GRBREE, O HIRBEIAE S & R ﬁ?fﬁ?ﬁﬁ&%ﬁ?ﬁ)%"‘aéhéﬂﬁ@l:%uuko)la'ﬁ@%%
B AR EAEH 2P L2 E 2 6700, WM EEROTA FI 4 2l 5, HEELRV/ UIBEEZAHT 2
BFIZ BT 2B O B RE AR 2 Y2 320 L2 hE7R 6720,

1F & A EDEIRBEOEA ORI, FrZ. ZOBEFEMICHNT U UITRBRIE L PR G S oMo 0 EES (HF
PR P *ﬁ%ﬂkioﬂbﬁﬁfﬁuﬁfﬁﬂéaﬁ) DIZATT D X mOEZMEZ EE LT iz b,

4.4. Exploratory trials & #9555

W E AR R RS 21250 T, B LWERNB LOHBULEMBIIZES T D, &R 2 LI, ADERMBIZED
SHTIIZ DRMPBBRSN TR Y . W 2007 —Z2TiE, ERIWRBRMAHEIMIERE 525700 IEHEE
(POC) | ZRELL 222 o 7c Z LITRET D 2 &0 TORR, KEBRFESMABII LT UIIRGEIC AR LTz, Lehio
T, PRI N BEEECE T 2 RRRER . FEIMITEITL TER SN D Z ERm<HEREND,

PRBRI 72 HRARRBRUITIIL TOHMEET 5 TH A

o BHIEMERLNICTL L

o RER L ORAEOBLED O M OF F RO

o EUERE PRI R RRORE

o IRKIMMEEORE

+ PK/PDBEIRODFFE

o HEISERORE

o HNEO R

s WAFEIHPOC (FL—7 &7 - arv 7 )

o BE/PEHOREIT., BREABRISE T 2R M OBE R OBRICEI VNI T 4 v 2L bT LN TED

Z O &5 RO, PRINDWETREZRICE DR ELITFHI SN D RENT A= —DWOTHNTUKTFT 5,
BHREFAD A A~ — 0 — O & WAL 272 0 AR L TR Y | 20— EIEREIE/REFEORGEIZ R 2 EEE R
A FELTHEMSNGD, LA L, Z20HOEERERRER CHRICHEM TS 2 /IetEN iz d 2 2 Fma it 5
cOIZ, BRFERICBT 57— bINET L LR and (B3,66 LUHBELISH) |

5. Patient characteristics and selection of population EEDHEEUVEFD
iR
5.1. Autosomal dominant AD &R (K& AD

HYAKBEYET VY A = —Jpld,. WL OO T I 1A NEHEZRZEHE (PSEN1, PSEN2, APP) Ik~ B &
ZEND, INODOEREREETHBREIT. BHEEET AN, v —Fy NT—IHIRB L OFOEET ¥ ST 47
TR TR BR CIFgE SN TdH D, PSEN1Z %ﬁﬁéﬁﬁénu/ETA%&K%kLTH%®%Aﬁt_oTwéOﬂ
AIB L OIEN AN T 0P =7 MTiE, TV, ~—RORIER L ORGE, 72 5N, I 0 5 R EERE IR D B 7
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FHEDERGHIRE T, HED AL A~ — I —DORIFNEN R = DE=F VU T EENTND, TV RH L RT A —
2 —Z1%, ADDIMEBETR (CSF) A L%~ —T—, M7 I v A RIEEB I OMAHOBE Bk @Ry (PET) A
A=V T BERIEA A— 7 (MRI) BIEIZ XL DEEA A=V 0 772 5 ONTHEITIE OB L OBERE OB E N & &
nNad, WYOKREEADICBIT AIERORIER L OETICEEL 5 2 AR TIPS T ey, ADDOF G
MBI RE 2 A 2 B, EH D 1% LAV L TRV, 35 LWIRIREDBRS I L ORI Y — L OREED 72
HOEERETNE LTEBKLES, L LR S, HYOREMEAD DR REAFIF R L OVAIFRIC T 2 G MEA IS EAD
LEBLNEDOBRERBETHNIELHEES N TR,

5.2. Sporadic AD A AD

MFEMEADITEE OB 2 H T D LR THEBTH Y . ADIEHIDOFKI9%IZAYS T 5, ADDOMBIFERSIX, MOBRE
FEICRBIT D7 I aAf FR—ZWWEDB L OZ U E o TVOIFIEIC L > THESIT b5, ADDIRERFR 7 1 & 2|,
BERIEIR DO AERTNICEET 2 Z ERNMBN TV, L L., MRIRERE L EE T R O Sz 7 7 b
H 5 E OB OIEMBFRIT F 2L STV,

PBARY M ARIRIZOT 2 RO LM 2 FET 27201, @R R K OWFRIEZ H T 2 MEE S AL 2 W R HED
TWCTH D, MPHIERRIIZRNINCDS-ADRDAKYE (iR LU a2 2 =/ — 3 a VEEB I OMEPB I OT LY ot
~—RBEEEHR) 13 ADISEO AN, A~ — I — AR L ) ICEETENTE TV D, BWHEEOW 2ot v
FABFESNTE 2, WHOKBERBEOERICET 2L RIS 20D LT, ZAGITEHEERENDETRT,

IWGH R X ONNIA-AAKLHET, [FEEIC, ADE AR (7L 27 ) = /)LAD, ADIZ X 571 K< /LAD/ MCI, ADFRAE)
D3ODEMEAE B L, LLTICFERT 5 (ERSHR) .

KRR E DM L O~ =2 7/LE5 (DSM-5) 2B\ T, FBEE & WD FFEIL., BER L UURE Ok E
(EFXASR) CEBXHBZONTWS, LML, L7 U =0 /LADIZOWTHEHEE S TR A RIREZRDSM-5 %1372 < . AN
A F =D =TI DERICEEN TV,

ZDBEMETIE, NIA-AAB X OIWGEHEIZ R AIIIRIE SN TE T, IWGHRAE LA F~— I — B OO
AR, FOEOUWET CTEMN ARG EEZZ T 0D, EHLEELIEL T, WEOT L7 U = VEREOFRH, &
FUERTOADZM OZ T AL, BLOADOZW (IWG) F7/-IE2Mo g (NIA-AA) D7D DADAA F~— T —DH I
ABNRHB, EHLOMEMEICEL, ADDOIEER (IWG) FiddE@SIEEOBKIERNEENS, ADOHELDHIE,
EHENDHE., BIOAA A= =527 LTV ZAHRATRENE I N E W) EOENDRD B D,
NIA-AAZLHEZ L DADICE S MCIB L IWGIC L » TAF SN 7 v Fr</LAD IZHT 5MCHTE LW AEE R L.
i DWEM B FREER DD Z EDNEETH D -

IWG : BEIMTTEREE S L OV S A T~ —h — BN %A,
NIA-AA: TR E 7 IXFBRRERE, N1 4 ~— 0 —BEN TR TIEH 2 BSNE TR,

5T, IWGHEHEIZ JuE, JEBRADEHE 1L, £ b, EAHHAEEEE (ADL) 2B TS 2 bR EL A S
s, 75, NIA-AAZEHEZ, ADICERT ZMCLEH 1L, IADLAZ ST HBRICBEDOREL 2T D At H 5 2 &
EZITFANTVD,

PRIRERIE Tld, EOEENR B REENEG . R TH LT ELERE > Ty, HRfilE Tid. BLTOZER RSN
Do

1. 7V 27 U= 1ADIX., ADIREOHFEN A, A~—T1— (ABBLUTau~v—r—0Dilik; EXSH) Lo THIES
NDMEROEM & L TERIND, TOHRITBNWT, 7 a4 FIEEROERITZ VIREOFERL & JEIRIEIE DO OB
MBIRITRTEMBA SN TE LT, 7L 7 U = I /VADDOBWEE & MGEET 5 72 DI O KB 22 B O3 TH T
HD (Br a8l
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8.3.2. Disease modifying treatments &5 & 8%

SEHEHRIE DR R 2R B A 7 (TR P R R 2 B O 5 & & EEMIKBEFHIETHD LTI &R
T&E5, ZHuE, BRIEEER KOVERDIE T RPBIET 5 2 & 2R THERIZE o T, BLO IS OfE R E N MGE
SN A~ =D =TT DEROL 2RITEPET DL &, TNZEETLHILENTE D, TOX A F~—7
—IE. FUREBET VDSV TIRAR R B OHER O S Z 2 e A PR 2 KR R & Th D,

77 AR IR, RBEMEREL AR STV RWIRY A LD, Z< OET, FICEENDPHEEDT /LY
A7—IRICBNT, 2 2R T F—ElEAELIIA T T IR DRAIEDOHERIEN 77 DIEELZZ LTS
72, 2 b DFEBOMEM DT DEHULITENERS ICE T ~E TH D,

PRI (2R BB LT i e 67220, RGERRBROR/IRIL, TR I N A MEITHRE S ORI Ew o
MESNAEE (21T, BENSPEERS L OADIC LS 7 e Fu~</LAD/ MCIO H3# Tlx, 184 A ORI A +4y
THHERESNTETHDEN, WL ONORRTIE, EHICEHMOBBRAMLETH-7=00h LR, EHEEOMEH
B XTI, NADFZA IV ITNT U NI AL E > THERGAERS V1SS, HEREMRBRICBWTADIZL D7 1
R < L /MCLEBE CHMENFRE S NAUE, ERRBO%BE (PR £ 71 XEEOFRIE) TSN DIFEICONTO
BEMEIMET 22 L IIREETH A S, BT, ADDEKHRIZIA 2722 2D R 2B TO2oDORBRICIB N T, A4
MENFEESNDE XX TH D,

PRIBIER ORI, TR PRI ORI 2R R ATER D ZALROMEHAI I (R m =700 &b BT 5L Ebhs, L
L. RO BRRET, FEHORBRELZE L TRIEET LV TERSNUGS ZEIFMmON TSR, TATLHILE (K
BEEMT 2 ARMEDNH D) 1280 ERRBRORIUZ IV TRIGHEDUENERZ MR T 5008 9 0>, B L OTBHERNR
BRI —2ABRKIDIE>T—ETHINEIDEAATH D, S HIT, RIFAITHIINT 2 FEHE LR R IR S Z 0
EORT T ML EL RN DD, KR E LT, RIS 2R 2 ML T D720, WATHET YA 12T %
BRI T ¥ N 0 2 & EIRIZEHE T~ & TH %,

HANZFFE SN2y AR A V MEBT 2RBGHZRFRROIK T, BT/ - X=X T W TEEOR R 2 A50FL T
Mesrans Lmwiifansd, FHISNZTETABLORREINAIGUITIEY ORWE RS QT NIER SR, (B7 v
a 11L& H)

D85 aBE, BRMEOBE B ORISR AR L BE L OB ORI 2P 1 2 HENRBROY D25
B ETHRIND Z LA FTHENT, BNURBOBRM THERINIRNETH D, ZOTHA Tk, BENETE
D e A EBRICETE Mo TN D & EICERE RN H D7D, 74 —T v TORE LI D/NRT X —
Z—ITHETH D,

BHHNL, ATREMED B B IR BIEMIZN BRI, B - HLT o —FIC Lo THALT L Z LN TEE DL, ERPIBNTHY .,
MERIRRIE 208 U B b 23T 5 Z E L Wb LILARW=0IS, 77 M AOBEMNZ EMIT 572012, RYOER
BT, BRI T 2 =0 RAFA M OWTHBICRE SNTZIKR T E TCORMMNGEN DS LitZy, RMEOHE
G, AR 72 E R 72 EENE D & 5 FHA (B 2 (EF8HE £ CORME) T ud e o3 5 O T (B 21X, ADAS-cog
D2RA > MET) BUENLHEAMICERSINDI LD TH- IR LR, BENZOFERICEET S & FHISNSETOR
MIIEEROH D H DO TRITIIIR B,

KBS REZH T bRl SNET 7 —FI SR H Y, 77 B RAEBRE SR DEO RN, — A
EHERBLOXRHT —Z BT 52, IRFEETFOZ LE, FEFRRBICHE D IREISEEOZ b, KRB VW Tz RR
AL NORE, FAZEoTEDITHEEZZ T A0 L, Lieho T, REMFITOBN, MiET7 L ORE, WO
W L R D IREB L OEEO TR IE, BT 0 b a3 —LICBW IR EZ R D RETH D, 1BIERE 2R~
LB LEHEED BEICOWTERARZEENEA LSS THAH (Brva  11B381R) |

BEARR R ZIROBEEFITBED T ET AL, A A~—h— - Tl T AL TUREND L DT, ORI M:
DOHELT DIRIEDFEHL D 72 T T e B 7e

BIE, A A~—T—I1ZT 7 ARG A—F—L LTRIES LTV ARWED, BHEEE T TR, TROEBA =
RBNZHTHEBIIG L TCINODNRIAF~—H—R L TWNWEZ EICEANEZBNDBTEA DN, A A ~—H—DEIR
BLOGITDZ A FIIRBI-DEETH 5,

B 5 3 A~ — 0 — DAL OFEIRN AR RSG5, BRI SN TV D X ) i il T ¥ 1 2 &k » TEA

J SN REBRBOZ(OT EF o AR R fETE L o, RENRBEBREL LTRIRENON D RN S D (B
7?/5 ‘/4.2.17;}3%) )

8.3.2.1. Combination of disease modifying treatments & IEEfEF DA S P

AD DIFREA BRI LR 7RI 70 0 15 D AR DORR I & & e O T MM E IR & RBE MR IE & OMAG DN EER
BRREZAT D 2 ENTRENGED, 2MOKBEMITERA 2 A5 O TRRT 256 I L T 2 ERKFIZ oW
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TR L OEEWITK LIS U TR B I DWW TE Y OF G E2 R T Z ERERLETH -7, #HKIZIE, Zh
L HAA DR E 2O BMMEERE L B L OEE RS IIZ T S AR L i T 2B A LB L2259, LarL, B
OB DTz > TEHETUE L SN DR REREN YA ADT=0IZ, BEEMER T VA o DSEBEEEIEICK L
THEECTH D Z EBEHIN TN D, BHAREREOBRIMNT, BEMICELYEZ R TRERSH Y | 207 7 a—F Ol
M EICEEICHI SN D, INLOEIKITH LWL OTHLING, REENRBERHREND,

9. Development strategies for disease prevention 5% R5I=x9 % B EEE

ATEIZI1T 2 —IR T OEME e BT, BIEMICK T 2EBORERZMET L2 L THDH, ZIRTPHOHZEIE,
FIERPRIED R ED L D L 0 I BT 2 BBICETT 52 &N PHT252 L TH D,

Bl f~—0— BIZE, APO ¢« AREE, &7 2 Y62 WREKREEALRIZOVWTITEZ v a U5.122H) | o
F=—R— Fl2E, ABBIUZ VCSFIEM, PETICK T 27 I A FELIFZ Y L —H—0O&FRR L) £13RE
VA7 RS B, W £ CHESWT, PRRBRO 7D OEMZMRT 5 Z LR TE D,

ADIFZ R THERTH DM, HWERORBIEIZHT 54 Y A7 KT-OMIN e FHITELHLINTE LT, ALV THE
MURT ZEEHZ5Z LITRNEETH D,

HFEEORCTE 72131 X O 28— FRBRAEITT TH Y . b2 FHRBROT A AT O TOH - 2R 2R
HTHAY PBlziE, B+ % TOEPAD, PREVENT-Alzheimerd L U'PROMOTER L )4 —=2 ~F U 7 DAIBL)
FINGER#B (Ngandu et al., 2015) 76 DRAIOF LIT, EHO VU 27 R+ 2 FEENICT S 2 L3, RBacsn
TR A B 75T 2 L 2R LT\ 5, BTEENEERE CADDAREIZ & 2 b LUVVHEIEAB A A = X A e xtg L
DIFAN AL, TS D IO DR MR T 7 a—F Thd EEZOLND, 7 7R RRBRITE &/ EH CERT
EThd, LOLAENREL, 20O L5 RRHEHETOT LY Y = /LVADDOZWiHiES L OERET /UK KR L L TRIES L
HMERD Y, EEESR L OO Y 227 BF-OETERE~DE 52 EZET 5 0LERH 5,

ADJREEDERE S L OWRRIEIR O FESED b OBSRIRGRIT £ 72 SN TR LT, IMOREZELICHIS L Clisd 2RE 013,
A GRETFHS) [T TRELRRY, HOLWLKFEDBFICBNT—H—HTEZLET S,

SRS OEMAS I EOBLEN DI A, A — RN EEENRRIET L KBRS L R BT I ERTE RN,
U227 Db HERICHET 2RO HEZ, KRE L TRAEEDFHOEE L 2>T 5,

TR, BRREA L RHIR OB BRI T, BTV LE3FEMTH D, L, FPHRRBROZD DEHE
RIS 2 R DR PR RS EE AR L TS, EREITIIRICb RSN TWaRN, LIzA->TIiaiB
RTDGEITIIRANBE P HEE SN D,

10. Behavioural and Psychiatric Symptoms of Dementia E2&HEDITE) - I
fER

—f%IZ, ADOXHEREIT, A, BCRAITE., WBLL., R CERBIOGR) 119 2R, AR L OMERREED
X 5 RERAVEDITE) - LESER (BPSD) OVEE L ATy, ADOERARZMIATEEICITE EN TV, BPSDIZADE A
TEHREOEMICBVTHEFICHEVAEIRRTH Y, L 0T LIBMEORMIEEL AT 5 BEICBIT A EFEE OB
FERTHY | BHICF RN EH IR T AERB LA ML AOAHBINCELET 5, BPSDITABMICEL LS. EHR
ORBIZIIT L CEB L, [ARERME] ORERZEINDIRETH D, BAEOETTEME CIX, HESKED L ) 7T
EREROSEREEN L — D B3, 9 DFLPIENE D X 5 R EIR SRS I P T L — I TH B, FERBIE
IR ESEIRFEDBE DR TH D EM IR UM L > THE SN2 DIHMERE LTSN ITNIE R BRns &
LTHE- TS, LN TBPSDOIRFEIZI T 2 H— DR F 72 I3 2200 & -5 FTREME X5V MRILIZ L - CTIEY
a2 e b9, EYOERBFICRET 2 THA I,

10.1. Efficacy endpoints for behavioural and psychiatric symptoms of dementia FE£ED 7T
B - DEERXRDE MG E

B OMEIE & 72 SN B T720121%, BPSDORMEREEZPORBR TR I R& TH D, ZHIZiE, KEROKEDEMEICE
WCHBR SN 5 BEEIICHT D EHTE D RGE SN il R E Y — VM TH 5, BFEEEO LM R X BE B R A5
THASNTEY, EAOERBLORBTOEMICE S GRBRENIRETHD (V7 v a v 781) . BARERY O
IFENCREFER I T D EE D@V — VOB SN TWD, T oD FA A KT DK E 2 T 5B L2 P
T 572D, ZRHORBR T, BB L UMEZEIREMER & L CGREli§ & Thod, BPSDIE, RaE L UWEHE
EEET TR ALELUTERNE LTV AR CTIIRIRFMER & L GHET 2 Z &b T 50, HILO®ENERE Z 0
BEIHMET D L 1IH 0 ER0,
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10.2. Design features for trials in behavioural and psychiatric symptoms of dementia FZ£J4E D
1TEIRI B o UREREBTER (= H 11 S EBRD =D D T 1 AF

2D T T B AR GBI BPSDDOFHEIC IS W TIRIRT A L LR DORETH D, U ARY Nt ZoEmE BT
Rl 72 Z P OREIC X DR 2R IR L 72 28I (6B 1RRICK L TOHRBI SN TN DT H20D 5T, FHriwn
TRBRIE DS ISP 2R 6 K ORBL20 Z2 18 TR S M D IR FRIE D BYEDTH TR S 2 Z LB 6TV D, E 612,
BRELIIBROT 7 M DTROEEE 52 5, IBFEOIEREL, MR CHEF B LT < BAREER ORI CrIREZR
RO IXDHSE 2O T T=DITT X TOENMTORRITIER S0,

AD DFBEIE BEFEIZ 51T 5 BPSD DRHERIEIZ OV CIE, 8~12MH > 1 M A HELE S 2728, RBHIIHER S L 02 0
EENERF L, RBHBAEYLENDERETH D, RRITERBEEG CIXEE SN, AMEOMR., U T REE, F
WriRF DB L ORISR T 272 DIIZ RV REOT7T =2 B0 ThH D, T ONfiss REH TERRLRMEDMBED
LTSS, HFEROILRMETIIHA TIERWTRER S Y . ZOBRE, WATHRILEL DL THA I,

11. Statistical considerations #iitFHEER

11.1. Analyses aimed at demonstrating a treatment effect 53 E £ T B 7- D DEEHT

RPT—2 OIY P2 B LARFHEIT O 72 D OBIRLIE, BB SNHEERIRIGRESEILENH D, EELMITII,
A CHEE BRI SR DT & FB L L TRBR S NG DRk 2 RIUEICBE ST 2 TH A O, BL O MOHEERIEL
HEY L T oMt b, BT — 2 OMBICRL S Z LB TE D,
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DHEEHRREL T2, ZHblE, BIRMEIZEERTOTZD OEMEL R D REMDR & 2,

T R=ATHFRETH D F 20, ZOHE, BT, BROBRITESWT, FrESheisEs F2d, IER
SRESHESMPRIED Z A 2 7 IWRTWO X A 7)) (T DRI L TERLAT T sh b, 2ok 9 R7 7 n—F
I REDRORE SOFMRHEEMEZ R LRWIREERH 5 &V ) S TIREN TH 208, REEFEMICH T 2H#
BN & - T, BERICHERICHBREDFIET 2 2 L 2T 272D s G5 00 b LivZeuy,

BEMRFERNEDLNDANCKIBT — % 20T 572007 — X O E 23T T V) > ZICBlT D RENR T TITEX LT
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EDOXHEREZLTH, Vv ba— L TEIFMFE L, BRICELRIRNEZ R Z ENVHATH D,

11.2. Additional analyses aimed at demonstrating disease modifying properties of a treatment
BEDEZEIHIFMFEIT S L FHIE L =BT

RN RZSRE L, HEE L7 LT IR OBERMME 2N T 5720, BEAMICIIRRT — 2 20 L ORBEIR
ZANLRET D 701, HEERERIS L OMIT A BT 2 R D BENEM SN D WREMES H D5, Ziud, BES 234 4~
—H—IZOWTHERI 3 KL ORI B OB 2 e 4 2 MR Z2ATH TH D,

ZOZEO—HE, BRI, BRSBTS YA L RBROE 2B D SHT D X 5 7e IR (Te L AIER TIXZR ) KRBT
DL LERTEETHD, ZIZTHERBRIIEFICRONATERY, BET HestimandiTHER KM A LI LT 5, 155
OFGHAMEE L, BE# - S estimand BN R COBENRFEZET L Nl 2B LU TREBOBBRN R ENDTEA S, 2
DX D IRPLTIEL, TR AT 5 [ CIAHERED BT 1T ES < RHTIC k9 AMMRMAEL 7 7' —F O A X, slopefiEtt o
oo L FARRICIEM L S NG D, BIEAILSNTIRBRO T ILEOEBIT — 2 OlfEfEtr. FlziE, I8 RoF—21Z
AL, ZoHEED BEEIZITHET TIERWEA 9,

(%:#7 : MMRM: Mixed effect Models for Repeated Measures)
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AEEERETHENTEDES D,

12. Studies in special populations 4 EDEMIZH TSR
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HRETH D, HREHF, Find L OPHEREICEE L TENERZ KT 5 ~& Th 5,

13. Safety evaluations 2L
—MRENZIZ, ICH ELOWNAZBET 28BN H D,

FrE SPcAEHGIT. IGFMIME, M SR, FERRE, Frc a2 4mE (B3, Mk X ORmino £45)
BROMMOBEET 228 L TREMNIT o2& TH D,
HRIARET LI, T 2B L ORI ERYEEE (P12, DEN) ko THiR SN2 NETH D,

HEARRBROMBE TRAET DT~ TOAEFFRIT, ERLRBWEMNHFS, TIRIZORN LA ERE, BLOBMIRT U MY
LDOREDOIHTIZ & - THRAIILE (FF - GH - Bg) Tk LTk slun,

BT 72 52 RARTERAL 8 5 OISR I B 1T D IERICKTE L. SRR il STV 2 Y ORI A Ch D IBEER L
SIT D7D, BRI AR ENRTIR LRV, flZE, 2 ) 2T 5 —PHERO = U CREE,

i (ARIA-H) | #&JEd LUV F7213%E (ARIA-E) OfER L UBACEEAIOKEMRED L 57, 7 I 4 NEEEME
BEE (ARIA) OE=FV ' ZIZIEMRIDZLETH D, GREE : BACEFHANIET I v A NEIBEZ VX7 ED B A
N Ui EBACEA THET 5, )

HHIRORBRO%, BRIV Eb6r A7y u—T v 70N HIEEND, ZOZEE, VARV T =R EN,
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13.1. Neurological adverse events H#EFHIEEZEFR

FREERA E HROIEAELEAL, R A 2 b SERSMEUEIR, KRS, B DAMTIRE OBETT, FEIEDIRIE,
BMAEZ2 1T LT, BHCIER 2 O NE TH D, MEMEIE RN T~ ORI E S W TRR 2R 2R A FHRDFE
T L0000 LNVRWIZDRHIRERNLETH D, B-7T IvAf FOWMAZERNLTLE /7 a—F AHURIC L DiaKIE.
M OTEE, FMOER), M, BLOEBEEORNE (APO ¢ 4DIRIEE 72132 OM) ITHAF L T, Mix R E R JUSE
D7 IvuA FEEEBRE (ARIA) 25| LARENTETTND,

PURDPEE I X O ERAVFESFIEIZIS U T ARTA-EDfERRIEIIRV S LALZawy,
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DOFEFNNESNARTIE R LR, £72, MBRENO D IEOEEBL KRNI T=F — LARITNIER LA,

13.2. Psychiatric adverse events {EHIEFHIE EER

KR, MOTEB DI I L OEIR F 721X MHA R EE O AEIIIRHITERZH O NS Th D, RBEMOE 2T 0
T 7 AMIECT, EATENSR SRR YRS, BB L OBORRTTE S RS SN D RETH D,

BFIRG R OV H
TERBEFIZIS U T B Sz inat, @RERO Y 2 7 B LR MIET & TH D,

R S AR E F6 L OMTE 2 5| S 297w REMEIT, BRAE S V2RI RE (B2, BR&EE OInterSePTRE, an
e AREEEFERE (C-SSRS) L 7ZIMOMGES 7B REL) MW THERNICTHE SN 2 ~E ThH D, A
TAORE (ARSENSARETD) BIRINDINETHY, HE, BB L0 oo % 51 I2BET 5 &
5 LB OSHTARHE S e E e e, AREE ORGRCITE 2 MR- L ERIN RIS o ~E TH D,

13.3. Cardiovascular adverse events DN EREEZER

BRI DI ) FHI T 0 7 7 A MG U C, DIVERISH T 2 2 058, fl2d, MR EORAE, NEIRE T
T O AHREME, KT ODHEIED U A7 OEIINE=F —SNDHRETH D,

13.4. Long-term safety RAEIDZ LM

A RIZRERR OREBRITIE, — AN KRB SREMREERFOT — 2 BEENTORITIUT RS20 (RERERNIES
HLECHA RIA 2M) 7, REIMOZEWIIRBIEOH LN RY 72 A4 FTIRRLNE LARW I ERBE SN DN
ETHD, HlzX. ADXVADI L UPDDE KOS 2 F#AE (£ EEE T 2 milnk LB ERE) .

FER D72V BBE CRAFIBIR S LD WREMED & 5 RHIREENE (L7 U =J)b, 7o Fu<b) OBEEFITITFR 725
BRVETH D0, FEOHEERISHIT>E VDS L,

FECR~ORET, BEROBEBE TOBRELEFIN T 2HICRHAMOEEICONTE=F—SNDERETH D, UL,
URA7Of/Mel ) A7 EHENE 2 F S5 Z &2k h, dilRRIIThbsTHA D,
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Definitions &

International Working Group (IWG) criteria EET—F>0"0/)L— 7 (IWG) #¥#

a) Prodromal AD 7'z Fz~/LAD

Predementia AD is represented by prodromal AD, with episodic memory impairment that is insufficient to
disrupt the performance of accustomed instrumental activities of daily living (IADL).

i E BB AEEER S (IADL) EfTICKBEEX 2+ o Tidhnoy Y — RRRBEE 2 AT 2 8 ABERTAD
7a R~/ ADE W9,

b) AD dementia AD &

Indicates that episodic memory loss and other cognitive symptoms are sufficient to interfere with the usual
performance of IADL
T B — RERE R S OMth O B 50E IR T IADLO @ D FATHE S &+ 3 1 FaE 5,

c) Preclinical AD FE[EHAD

Refers to the stage of AD that is not clinically expressed; that is, although the molecular pathology of AD is
present in the brain, symptoms are absent. The use of the preclinical AD definition signifies that this stage can
only be detected by AD biomarkers, and not by currently available clinical methods. They are further
subdivided in

BRI ER ENRWADD AT — V%09, Thrbb, ADDOS TREFEAT RIS FET 523, ERIFFE LY, £
LS BTSN D,

1. Asymptomatic at risk: cognitively normal individual with evidence of AD molecular pathology. It is not
known whether progression to symptomatic AD will occur.

U A ZIZHOWTESER : ADDO Sy FIR B FREIL A AT 2 BAEREIET OB A, ZAIUEEIEADETREELT 5008 5 0%
TTH D,

2. Presymptomatic AD: individuals with autosomal dominant gene mutations which almost certainly will
develop the disease.
AEMEMEAD E & A ERESRICADRIEIC B 5 F e B OBE 267 A,

IWG-2 criteria for typical AD (A plus B at any stage) $E/f) AD (H 5 S
AT—PIZBWTA L BEH) 20T 5 IWG-2DEHE

A Specific clinical phenotype $#EDEEKRMFRIRE

¢ Presence of an early and significant episodic memory impairment (isolated or associated with other
cognitive or behavioural changes that are suggestive of a mild cognitive impairment or of a dementia
syndrome) that includes the following features:

UTOREAE SR ERATE Y — NREEE (RERAEE E IR AEOERRET 5 BMO & 5 W Xt
FRASRE E T I ATEV AL L REE L 7o)

- Gradual and progressive change in memory function reported by patient or informant over more than 6
months
67> A UL EBRFEAR N FE 71T 1 K o THE ST AR ST ORI O 2L

- Objective evidence of an amnestic syndrome of the hippocampal type, based on significantly impaired
performance on an episodic memory test with established specificity for AD, such as cued recall with control
of encoding test

oAb OFTHENZ LD FR00 FBARAED X 5 7eADOMESL L7 2 H T2 =Y — FREBIC DWW TH BT EE
NIRENTHE SN T, R ORESEFEROFRB =T X
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B In-vivo evidence of Alzheimer’s pathology (one of the following) 7 /LY /\{ Y—iREDEHRAD
IETYR (LTFDO—D)

e Decrease AB1-42 together with increased T-tau or P-tau in CSF
I OT-tauE 721EP-taud ER A LS 7T I v A KB 1-4205E0

e Increased tracer retention on amyloid PET
T InvA RPETICKIT S EH Lz b L—H—0iE

e Alzheimer s disease Autosomal dominant mutation present (in PSEN1,PSEN2, or APP)
TN = — TR AR EEE ROTE (PSENL, PSEN2, X iXAPP)

IWG-2 criteria for atypical AD (A plus B at any stage) FES8&!f) AD (BH 5K
BRT—UIZEWTA L BES) 2T 5 IWG-2 DEEE

A Specific clinical phenotype (one of the following) BHEMEKR LDREE (LITO—2)

e Posterior variant of AD (including)

- An occipitotemporal variant defined by the presence of an early, predominant, and progressive
impairment of visuoperceptive functions or of visual identification of objects, symbols, words or
faces

TREHERRIEE . ®2 0I5, v AL, XTFERITHEOHERRMROBL O, BE R, WONTHE T
DIEEDOTFEIC L > TER SN D% MTHIEL

- Abiparietal variant defined by the presence of early, predominant, and progressive difficulty with
visuospatial function, features of Gerstmann syndrome, of Balint syndrome, limb apraxia or
neglect

BUTEZEHIRRGAAE . 7L b A~ EERE, N o MEBERE, DO RATE 7T EMBERZ S R o B
Eip, WONCHETHEOREIZ L > TER I N D MHEAIE O LM

e Logopenic variant of AD defined by the presence of an Early, predominant, and progressive
impairment of single word retrieval and in repetition of sentences, in the context of spared semantic,
syntactic, and motor speech abilities

HEEREREE, KESEE, BRIk, SaEEE, ROESIMESEERIICKIT D, Bllo, BHER, I
NZHEATHEDEEIC L > TERSNDADD 1 T = v 7 RIZEME

e Frontal variant of AD defined by the presence of early, predominant, and progressive behavioural
changes including association of primary apathy or behavioural disinhibition, or predominant
executive dysfunction on cognitive testing

JRFEMEEERL L SUIMHNE, & 2 WITRIRAEIZ T 2B R ETRREA 2 &, Rlo, BEER, RUET
PEDITEVEAGIZ & - TEZE 42 ADDRIFEZE

¢ Down’s syndrome variant of AD defined by the occurrence of a dementia characterised by early
behavioural changes and executive dysfunction in people with Down s syndrome
AU ARG EH T D5 AN TORBOITENZE (LR OETHEEAR 2 TR DN HBEEDFKEIC L » TER
NWHADD X T EGEREZE
B In-vivo evidence of Alzheimer’s pathology (one of the following) 7 /LY /\f YT—DREDEHEKRA
IETFVR (UTFO—2)
e Decrease AB1-42 together with increased T-tau or P-tau in CSF
ERER T OTH U EIEPH VD LFEZES T ImA KB 1-4 20D

e Increased tracer retention on amyloid PET
7ivA RPETIZEITS EH L FL—H—DiFH

e Alzheimer’s disease Autosomal dominant mutation present (in PSEN1,PSEN2, or APP)
TN = — TR AR EEE R OTE (PSENL, PSEN2, X (XAPP)
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IWG-2 criteria for mixed AD (A plus B) ;E&% AD (A & B &6f) IWG-2 D
e % 3

A Clinical and biomarker evidence of AD (both are required) AD DEERHIBR U/ A<T—H—I ET
YR (BABE)

e Amnestic syndrome of the hippocampal type or one of the clinical phenotypes of atypical AD
BT O SIEERE £ 721 3FEERIAD O R ) R B

e Decrease AB1-42 together with increased T-tau or P-tau in CSF, or increased tracer retention in
amyloid PET
MEBEPOTE UELIEFIPEF VO EHAES T InA R 1-4 200, L7 I v A FPETICEIT D LAL
7o b =Y — D

B Clinical and biomarker evidence of mixed pathology ;E&HREBOEREKME U/ A+ Y—H—IET
VAR
For cerebrovascular disease (both are required) M B EIZ5 L T (FZ 2 2)

e Documented history of stoke of focal neurological features, or both
FRIFPE DO MR FROREE O A P OBEEFRk, UL

e MRI evidence of one or more of the following corresponding vascular lesions, small vessel disease,
strategic lacunar infarcts, or cerebral haemorrhages
LUF DI RN 66 Lz 1 B AT EOMRIT B 5 0 2 5 /NI ORI, BRBSII 25000 5 7 F-FHIE,
SV g H .

For Lewy body disease (both are required) L E™—/AH#IZ51 L T (FiZ202)

¢ One of the following: extrapyramidal signs, early hallucinations, or cognitive fluctuations
PUFO—2 « $ERINREE, ROLTRAE, ITRAREOLT) (FihERmRE)

e Abnormal dopamine transporter PET scan
B F—RI v NG U AR—F—DPETA X v U HE

National Institute on Aging - Alzheimer Association (NIA-AA) criteria ENEHAFER-7ILYNA T
—1i& (NIA-AA) H#

a) Preclinical AD 7'V 7 U =71/, AD

requires in vivo molecular biomarkers of AD are present, but clinical symptoms are absent.
BRIRAERIZAFIE LRV, AD DA F~— T —DIFHEERLEE T 5,

b) MCI due to AD AD T & 28 EEFRatrERE E  (MCID)

requires evidence of intra-individual decline, manifested by
UTIZE s TERNA LN ANDIK TOZET U 22 NE LT 5,

a. A change in cognition from previously attained levels, as noted by self- or informant report and/or
the judgment of a clinician.

B E7I3mBaE KOV E ITEEREDOZWIC L > TORESNZRBIEEINTB W TLRNCE R LI L vn b0
21k
b. Impaired cognition in at least one domain (but not necessarily episodic memory) relative to
age-and education-matched normative values; impairment in more than one cognitive domain is
permissible. F - £ &5 A S W EEE L EET 200 b —D2D R ALY (L LY — REEIEAR
W) ITHUT HRRAEE ; 2 0PN EORA R AL TR SIS

c. Preserved independence in functional abilities, although the criteria also accept ‘mild problems’ in
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performing IADL even when this is only with assistance (i.e. rather than insisting on independence,
the criteria now allow for mild dependence due to functional loss).

AT L 2N E > TOAIADL ZFAT LTV A L &0 REDEE | b2 T AN TN E D, BN
RENCBWTHERF SN B (725, MNEEHET 5 L0 bie LA, AEETIIHEHRICL2BED
RIFICOW T ZTIEHFAFAL TN D)

d. No dementia, which nominally is a function of c (above).
FERAE, FRMITIZ EFE C 0 1 B&RE

e. A clinical presentation consistent with the phenotype of AD in the absence of other potentially
dementing disorders. Increased diagnostic confidence may be suggested by

fDRTRENE D 3 2 FBANME DB NTEE LA\ & (2 AD ORIV L —F0d 2 BAIER, 2207 koS iEME o 85k
TUTIZE > TORBENED

(1) Optimal: A positive AR biomarker and a positive degeneration biomarker
il 0 AR NA A~ — T — B R OV S A A~ — T — B

(2) Less optimal:
B Tl 7w

(a) A positive AB biomarker without a degeneration biomarker
BN AL A —T1—%F L7\ AR A F~—h — Gk

(b) A positive degeneration biomarker without testing for Ap biomarkers
AB /A A~ — T — TS DA e LA S A A~ — 1 — Bk

c) AD dementia
AD FRHE

requires LN Z B LT 5 ¢

a. The presence of dementia, as determined by intra-individual decline in cognition and function.
PRI OEREIZ B W T AN DR TIZ & o THRIE S AV FRBEE D 1EE

b. Insidious onset and progressive cognitive decline.
BATMEDIIE K OEATIEOFRARE DI T

c. Impairment in two or more cognitive domains; although an amnestic presentation is most
common, the criteria allow for diagnosis based on non-amnestic presentations (e.g. impairment in
executive function and visuospatial abilities).

2HLL EDOFRA R A A O  fEEMEDIER D IR b — KAV TH 505, AT FESHEDERICE SR
WradFa L TnD (BRI, FTHERE R O ZZ TR R RE oD [y
d. Absence of prominent features associated with other dementing disorders.

L DOFBIIAE 2 7~ T BRI B T 2 BEE R R FEE L 2N 2 &

e. Increased diagnostic confidence may be suggested by the biomarker algorithm discussed in the
MCI due to AD section above.

BB SN DBMOGEEZ, FRROADICEDMCIEZ v ary TERLEASFv—I—DT NI XL
IR > TRBINGED
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Towards a unified conception of preclinical AD (Dubois 2016)

Proposed definition NIA-AA, 2011 IWG-2, 2014 Proposed criteria, 2016

AD starts
‘With the first brain lesion +
‘With the first symptom of AD +
‘When there is evidence of AB and Tau +
pathology
Preclinical AD can be detected in asymptomatic individuals
‘When there is evidence of AB pathology + (stage 1) + (PET)
‘When there is evidence of AB and Tan + (stage 2)* + (CSF) +
pathology
Asymptomatic at risk for AD can be detected in cognitively nommal individuals
‘When there is evidence of AB pathology +
(“Asymptomatic A+") OR evidence of
Tan pathology (“Asymptomatic T+"")

Abbreviations: AD, Alzheimer’s disease; NIA-AA, National Institute on Aging/Alzheimer Association; IWG, international working group.

NOTE. The criteria now stipulate that the AB+ group (A+ ) is asymptomatic at risk for AD, whereas the AB+/Tau+ group (A+. T+) is considered as having
preclinical AD.

*In the NIA-AA criteria, markers on neurodegeneration (i.e., brain atrophy on MRI or hypo-metabolism on FDG PET) were also considered instead of tau
markers to diagnose preclinical AD.

Comparison IWG and NIA-AA criteria for clinical diagnosis of Alzheimer’'s disease (Morris
2014)

Similarities
Incorporate biomarkers for AD into the diagnostic process
Move towards an aetiological diagnesis for MCI
‘Prodromal AD’ (IWG)
‘MCI due to AD’ (NIA-AA)

Differences

IWG NIA-AA

‘AD’ refers only to symptomatic stage ‘AD’ refers to the pathologic process, whether asymptomatic or
symptomatic

Replace ‘MCI" with Prodromal AD" Retain ‘MCI’

Requires objective impairment in memory Subjective and /or objective impairment in memory and for
nonmemory domains

Biomarker abnormalities required for diagnosis Biomarker abnormalities support diagnosis but not required

DuBois B et al. Lancet Newrol 2010; 9:1118-1127; McKhann GM et al. Alzheimer’s & Dementia 2011; 7:263-29; Albert M
et al. Alzheimers & Dementia 2011; 7:270-279; Sperling R et al. Alzheimer’s & Dementia 2011; 7:280-292.

DSM-5
Major and Mild Neurocognitive Disorders
Major Neurocognitive Disorder

Diagnostic Criteria

A. Evidence of significant cognitive decline from a previous level of performance in one or more cognitive
domains (complex attention, executive function, learning and memory, language, perceptual-motor, or social
cognition) based on:

1. Concern of the individual, a knowledgeable informant, or the clinician that there has been a significant
decline in cognitive function; and
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2. A substantial impairment in cognitive performance, preferably documented by standardized
neuropsychological testing or, in its absence, another quantified clinical assessment.

B. The cognitive deficits interfere with independence in everyday activities (i.e., at a minimum, requiring
assistance with complex instrumental activities of daily living such as paying bills or managing medications).

C. The cognitive deficits do not occur exclusively in the context of a delirium.

D. The cognitive deficits are not better explained by another mental disorder (e.g., major depressive disorder,
schizophrenia).

Specify whether due to:
Alzheimer's disease
Frontotemporal lobar degeneration
Lewy body disease
Vascular disease
Traumatic brain injury
Substance/medication use
HIV infection

Prion disease

Parkinson's disease
Huntington's disease
Another medical condition
Multiple etiologies

Unspecified

Mild Neurocognitive Disorder

Diagnostic Criteria

A. Evidence of modest cognitive decline from a previous level of performance in one or more cognitive
domains (complex attention, executive function, learning and memory, language, perceptual motor, or social
cognition) based on:

1. Concern of the individual, a knowledgeable informant, or the clinician that there has been a mild decline in
cognitive function; and

2. A modest impairment in cognitive performance, preferably documented by standardized
neuropsychological testing or, in its absence, another quantified clinical assessment.

B. The cognitive deficits do not interfere with capacity for independence in everyday activities (i.e., complex
instrumental activities of daily living such as paying bills or managing medications are preserved, but greater
effort, compensatory strategies, or accommodation may be required).

C. The cognitive deficits do not occur exclusively in the context of a delirium.

D. The cognitive deficits are not better explained by another mental disorder (e.g., major depressive disorder,
schizophrenia).

Specify whether due to:
Alzheimer's disease

Frontotemporal lobar degeneration
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Lewy body disease
Vascular disease
Traumatic brain injury
Substance/medication use
HIV infection

Prion disease

Parkinson's disease
Huntington's disease
Another medical condition
Multiple etiologies

Unspecified

Major or Mild Neurocognitive Disorder Due to Alzheimer's Disease

Diagnostic Criteria

A. The criteria are met for major or mild neurocognitive disorder.

B. There is insidious onset and gradual progression of impairment in one or more cognitive domains (for
major neurocognitive disorder, at least two domains must be impaired).

C. Criteria are met for either probable or possible Alzheimer's disease as follows:

For major neurocognitive disorder:

Probable Alzheimer's disease is diagnosed if either of the following is present; otherwise, possible
Alzheimer's disease should be diagnosed.

1. Evidence of a causative Alzheimer's disease genetic mutation from family history or genetic testing.
2. All three of the following are present:

a. Clear evidence of decline in memory and learning and at least one other cognitive domain (based on
detailed history or serial neuropsychological testing).

b. Steadily progressive, gradual decline in cognition, without extended plateaus.

c. No evidence of mixed etiology (i.e., absence of other neurodegenerative or cerebrovascular disease, or
another neurological, mental, or systemic disease or condition likely contributing to cognitive decline).

For mild neurocognitive disorder:

Probable Alzheimer's disease is diagnosed if there is evidence of a causative Alzheimer's disease genetic
mutation from either genetic testing or family history.

Possible Alzheimer's disease is diagnosed if there is no evidence of a causative Alzheimer's disease
genetic mutation from either genetic testing or family history, and all three of the following are present:

1. Clear evidence of decline in memory and learning.
2. Steadily progressive, gradual decline in cognition, without extended plateaus.

3. No evidence of mixed etiology (i.e., absence of other neurodegenerative or cerebrovascular disease, or
another neurological or systemic disease or condition likely contributing to cognitive decline).

D. The disturbance is not better explained by cerebrovascular disease, another neurodegenerative disease,
the effects of a substance, or another mental, neurological, or systemic disorder.
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Annex 1
Qualification opinions in AD:

1. 1.Qualification opinion of Alzheimer’s disease novel methodologies/biomarkers for the use of CSF AB 1-42
and t-tau and/or PET-amyloid imaging (positive/ negative) as biomarkers for enrichment, for use in
regulatory clinical trials in mild and moderate Alzheimer’s disease (EMA/CHMP/SAWP/893622/2011)

2. Qualification opinion of novel methodologies in the predementia stage of Alzheimer’s disease: cerebro
-spinal fluid related biomarkers for drugs affecting amyloid burden (EMA/CHMP/SAWP/102001/2011)

3. Qualification opinion of low hippocampal volume (atrophy) by MRI for use in clinical trials for regulatory
purpose - in pre-dementia stage of Alzheimer’s disease (EMA/CHMP/SAWP/809208/2011)

4. Qualification opinion of Alzheimer’s disease novel methodologies/biomarkers for PET amyloid imaging
(positive/negative) as a biomarker for enrichment for use - in predementia AD clinical trials
(EMA/CHMP/SAWP/892998/2011)

5. 5.Qualification opinion of a novel data driven model of disease progression and trial evaluation in mild and
moderate Alzheimer’s disease (EMA/CHMP/SAWP/567188/2013)

Annex 2

Model of dynamic biomarkers of the AD associated pathological changes (after Jack et al. 2013)
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