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(54) Title: AGENT FOR PREVENTING AND/OR TREATING ALZHEIMER'S DISEASE
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(57) Abstract: The invention provides an agent for preventing or treating Alzheimer's disease (AD) that combines two or more com-
pounds selected from the group consisting of compounds represented by compound numbers 1-130. These compounds are existing
drugs, the safety and pharmacokinetics of which have already been confirmed in humans by actual results, and can therefore serve as
a preemptive treatment for early-stage pre-AD which leads to mild cognitive impairment (MCI).
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AY—ICBY b 2@ULEDIcEYERAEGLETAS, [1] ICEHDA,

[3] V5 R45—T1ICEBT2EaMArOEF) > (Cromolyn) THY., 73
AH—2ILBTZILEMNATOESY ) FTF (Bromocriptine) KU/ XiZ7
WISZ & F v (Fluvastatin) THY. V5R9—4ICEBTZLEWNTOT
O—JL (Probucol) THY., V5 RF¥—5ICEBT2EaEHMHNIOREY—IL

(Cilostazol) RU'/XIE hES X — K (Topiramate) TH3. [2] ICE
BODHE,

(4] Bromocriptine, Cilostazol, Cromolyn, Fluvastatin, Probucol., Top
iramateNHRBFHLYBRIND 2LUEDLEMEHAEDETRS, [1
1~ [3] oWwWTFhhICEEDE

[5] Bromocriptine, Cromolyn& U'Topiramate&$iAHSbHETHD [4] 1T
ECEDE,

[ 6] Bromocriptine, Cilostazol&U'ProbucolEfEASHLETHRS, [4]
ICECEL DAL,

[7] WRICBITFBTILIYNAT—HRDFHXILEERERAETH> T, LEW
FES1~130TRINZEEMILRBELYRBRINDG 22U EDEEY
EENTNERLBYLE. BRRICEETDHIEZ22T. Ak

[8] RIGSEERLADLEN, REMICHITIRMOERESERELUT
THd,. [7] ICEREDHE,

FEADRR

AFERICINIEE, CNETHRHNLEFHXISERENFELAD 2. T
WY NAT—R/ICHT 2 FHRG/ UTEENTREE A b, FIC. AFEBATIE
ZEMHPHEINTWIRERLZEIRD ETH 00 BIFROREN
IR, MCIICE 2 RIERFEDADFREEICH L TRERBH A LHAEREZIT I &N
TZE %,
IS4 TE oD i B 7 B B
[B1]1E 1 ald. iPSHREL O REMBEANDOFEEHEOEANE %Y, B1b
I&. FAD1EBEMN SR L /- iPSHIREDTra-1-80 % UNanog TOLBIFER &R
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o B1 cld. FADIEEN SR L2 iPSHIfEA SEE Lo =2 — 0 OMAP2 K
CCTIP2ORBIKETRT . AR, ERHOIEKRETHD, B1did. 1R
)—ZVJICEWTRIBIE (AB40, AB42, AB42/ABAOLL R UME T HRAEED)
WK2WT7ay b LERERETRY., B1eld. TRRV)—ZV T OFERE
FERCI29EDIEFBRDO DR Z T,

[B2-1180 2 a g, BEMIOEDICEL SBRWMEEYBEILEIKBLEIA NS T
VERNIEBRETYT., K2 bid, 129BDIEFHE BN OABREILEYZE.
BEXICETWTISRY ) VIR LEBRE, 2EINLEHEN B L
5ULIABARIINT RSN TOY b ERT,

[Bg2-2]1 2 c |&. Bromocriptine, Cilostazol, Cromolyn, Fluvastatin, Pr
obucol & UTopiramateMAB 40, AB42, AR4A2/ARBAMOLLAIEIE S L -BEkiE
MERY,

[B3-11% 3 ald. Bromocriptine, Cromolyn& U'Topiramate(BCroT) & /= ILBr
omocriptine, Cilostazol & TU'Probucol(BCiP)(MDAB 40, AB42, AB42/AB 40
tbEIEEE LE-BEREEETT, ®3 bldiDonepezil &BCroTZF /= I1&BCiP%A
B LZIBEDABA0, ABA2, ABA2/ABMLLEIEIEE LIAEKREMERT
o B3 cilk. Bromocriptine, Cilostazol, Cromolyn, Fluvastatin, Probuco
L. Topiramate., BCroT, BCiP, Donepezil&BCroT{tFH & UDonepezil &BCiP{#
FAMDABA0, AB42, ABA2/ABAOLLMECS0 & EmaxDiER%A T, H3 did. E
hiPSHIRRICE D W BIERORMBTMAR . S ABBARD L b iPSHil
R ZR W Tin vitroBR REER ] OB %RY, B3 eld. in
vitrofRIREERICA W BRERTBREADY X &R,

[B3-2]R 3 fid, B3 ellR LA IPSHIBEED =2 —0O>ICxd %Bromo
criptine, Cilostazol, Cromolyn, Fluvastatin, Probucol, Topiramate, BC
roT, BCiPDAB 40, AB42, ABA2/ABANLEICH T DMRETT

[543-3183 g 8L U hid. ICRY D RICBCroTRUBCIPOREOKRE NS A %K
RABICHN T 2R%ERT,

[K41E 4 aid. & iPSHREDTra-1-80 K% U*Nanog COREFERERT, K4 b
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i, BiIPSHERENSFEE L= 2—0Y OMAP2ZRUCTIP2O R EKRERT,
4 cif, BIPSHIFAANLEE LAZa—0OVILBIF2HRBY—H— (MAP2R T
CTIP2) DiMER%ERY, K4 did. iPSHERE (FAD1) ofbEE SO ~a—
W ERRMOHEY —H —BEFEAREECTTFORIED. BIFNELZH
NfERETT, B4 eld. iPSHIRE (FAD1) BHRO=1—OVILHBITHER
SEZPNRERBRETY, M4 i, SiPSHEBRO- 21— OVNSEET
NDABA0, ABA2RULEXABA2/ABANLD. EEFMEILERE LI-BERE T
ER

[E5]1E0 5 a (ZBERIDAB EREER 2R 2L &M, bIdBIFRO y-EI L & —
B, clIMRFHADAEREN. T ENFADIBREDIPSHIRERED =2
—AVICH b TEDNENE LEBRETT,
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tbe5iR e LE-AEKREMEZTRT, BI6 bk, 1 )RRV —ZVJTHEICS
(7HAB40, ABA2, AB42/ABANLL ZHEIE L LIciZE ML factorzRd,
6cid., 1TRRAVY—=ZVITRBRINLIZEOEFID> S, A4, ABA2
FIFABA2/ABALLICK L THMRD D > EFI DNV R %ERT,

[K7]17 a. b, c. d. e, fELiEglE. ThETh, KIVSZXH—DA
B40, AB42, ratio AB42/40, AB 38, sAPPbeta, sAPPalphaZz/=I&AB43IC
MY EMRERT,

[8]E 8 I£. Meticrane, Nifumic acid, Bifonazole, Belamipron, Chiropy
ramine, Tioxolone, Cetrimonum, Pinacidil, Dapsom& U'Verapami LD iPSHA
B2 (FAD1) REQ=31—OVICHFBABL0, ABAE-IZABA2/ABADICK T
DMRERAN LEBERERT,

[9]E 9 I, Topiramate, Bromocriptine., Cromolyn, Fluvastatin, Cilost
azo K UProbuco lZ B, 2%, 3F., RUETOHEAEDLEICEL HAB40,
ABA2F T=IEAB42/ABALLICH T HAMR%ERT .

[BJ1013 1 O ald. Dopamin, DA agonist (SKF38393. Bromocriptine& U'PD1
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[0014]

[0015]

[0016]

68077) M iPSHAR (FAD1) HEED=—a1—OVICHIFTBAR40. ABA2FE1=IZAB
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mipexole, Ropinirolef& UfCabergoline®iPSHiRE (FAD1) HEMD=21—0OV
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[E111& 1 1%, BACE inhibitor IV, JNJ-40418677, semagacestat, Bromoc
riptine, Cilostazol, Cromolyn, Fluvastatin, Probucol, Topiramate% %
NENERIMUZEED, sAPPa, sAPPB., sAPPR/attDAEBIRENAZELY
27 %Y,

FAEERET HHDOIEE

T, AREBPAHRET 2, KPMHEICSWTERINSAEIR. FICER
LARWRY., HZANBFTEBEICAVONIER®REZET %,

ARFERIE, PILYNAT—FOHEEERT £ MR (L. TADZIE
AR &HWD) ICBITRABFREE, TNETNERTHELEFZ 2L LDIE
EMTH->T. ThozHAEHLELZEIC. BRITER LGS S LEL
THEMHNBZABREBHREVREET 2ILEMEMAEDLED L ER/HET S
TILINAT RO FERC/XIELEEREF (LT, [AEBAOER] &L
D) ERHET S,

BAHRMICIE. ARBAOERIE, Tidk1 —1~1—19 (L8O ELEME
S1~13006R2ELYBEBRINZ2ULEDEEMEBEIRD ET 5,
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[0035]

[0036]

AFRBOLELEWIZ. TRAEEVWED,. HEIVWEELELEBDICOWTEFRE
NEEANOFERICIYRETZZ ENTES, FlZIE, KEICSIFT3&
M OBEREITIE. Drugs@FDA (http://www, accessdata. fda. gov/scripts/cder

/drugsatfda/index.cfm) FICLYRB I &N TE B,

R1ICBEHOZEEMIE, 7Y —KEIFTRL, ZTOEREZMIHEIN
2EHEEINDBDET S, REZMICHFEINDEIXMEDORBIERICE
SDTERDLN BIZE. PIAhVERE (FRUDLIE. 1) DLESE) .|
TIAYTEERE (ALY OLIB, TRV VLEE) . VIVIZULIE

 TPVEZOLBEOEMBEREIR. TCICMN)XFILTI V.

sanxo )7z, N, N’
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vi)

M)IZFILT
b1

—URYILIFL

) VERIESDEMEE. VT VBIE




WO 2017/115873 27 PCT/JP2016/089217

[0037]

[0038]

B4 iBiE. REEBE. NS
X VRAWKRVEBIE, RVUEV IR
v AR VESIEZS OEMERIE 4 & OB INENZEIF 5 h

i

Fr, R1ICEHOEZLEYE. ~Nasrve (7 vt |\, &1
. IVME) TH>THELL,

RTICEHOWThHDILEYD, HFEME. LEEMERE. TEEME

. OEGEMFEOEMKREET 2BEICE. WIhh—H0EMGELESY
HEUZLEMIEBEIND, FlZiE. R1ICEHEOWTIhHLDILEMICHF
EMGFEDIEETIHBEICIE. SEIGISQEIINAREERGFEYZLEE
MIBEIND, IhHDOEMERKIZ. BRIMOERFE. DBEFE (.
BE. ABMH. A5L00%MNS5T714— BERE) . AEDEIFE (
B, PRBRRE FINWATLE JTFRATLAT—EE) FILLYEh
TNEZERELTR/DIIENTES,

R1IEEBOERILEMIZ. BRTHo-TH L., BEEIE—TH-TIH
RERBEENTH> THARBDLEYICEEI NS, FERIE. BALMO
etz BA LT, BRIETHIIEINEL>THETEHIENTE S,

xR 1ICEHORLEWIZ. BAENY (Bl KANYE) TH->TH, BAE
MY (Bl JEKAMME) THoTHELL. WTHEARFKBOLEMICEESX
na,

Ffoo BAIITE (B H “C. #S, 'PI%F) FETEHINAEDDE. K1
ICEREOLEMICEEIND

R 1ICEHOREEMWIZ. WTHEALADER (K1 e B1B) TANS
AREZITTWIEEREEMTHD (EEWMES14E 1241341 (DIMENH
YDRINATE) & LTERRBEZZITTWS) . IhHoDbEWIE. ADHRRMERICS
T HAB DREMENLOHE (B1B. (1) ABRLNJLDERE. (2) AB40
LARIVODIERREL.  (3) AB4A2/40LbDIXIR) DO E5DILLLEDEREZET DI &
A, BROEBIUICSWVWTEIINTVWS (K2, Mle, M6c) , Th



WO 2017/115873 28 PCT/JP2016/089217

SDEEMIE. I LICHMDABRTF RTE (AB38. AB43) DL NI, a-%
LLIEB-EY LY —EHRRICL YT ON B ENAMAPP (sAPP-a, sAPP-8)
DLNIDILLEICH L TADREEZRET 2 ARANELIE2ERAZELES
[0039] R 1ICERBHDZ{LESYIE. Extended Connectivity Fingerprint (ECFP) %
(Rogers D et al. J Chem Inf Model. 2010 24;50(5):742-54.) %FA\, %
NOORFEEET A VATV VT AV TBERICER L. BERETIICED
WEIVSRAY YV TETETIZEICEY (BM2a) . TODIFRY—IC
PEINDG (R1,. M2b) , T4bb, ALISRY—ICEBT BLEWE
. BRIOZREMITE D/ TIADDD > TWARWL, EERICKRE LB E
BT 2LEMETH D,
[0040] ERZ2ZFFEEEZETZ2ULOEEMEMEA}EETHWVWDIET, B

SBEZENICABICERT 2 &R S Y, ZORR. B4 0bao
BHESDHE & B L TENOEEDR (B2, HEmsR. #FLIE
BRDE) IREEINDG, [EEMOBRTORE LB L TBNADRES
FHIETSH] ik, L8 (1) ~ (3) DABDHFEMELHESERD 1 LLEIC
DWT, RAMRIE (Emax) H L < IF500RERE (EC50) AHEMIGSFDE
DEYEBNTWVWDZ &, HDWVITBMILSEE LR L THEI N D HFEN
ZLOBENMBET L ERBKT 2,

>T. AEPBOERICEWT, HFELLRERZ VSRS —ILETE%X
TICEBRO 22U EDILEMIEAEHLIND, BRDIVSZAI—IINEIN
M aEilAreabtEdBE8. V7 A9 —DHEEEIF. tEMOEHETDH
LB LTENCSIRZETIRYFICFRINAGVWA, fIZIE. 752
=1, 2, ARUVEDILAZEHLYBRINGI2UEDISRI—IIET
52FULDOIEEYMOMEETHL I ENFE LV, 3BULDILEYMEMA
HAEDEDZHFE. WIThD T RBOLLEMHELRZ ISR —ICBLTWNIE
MO 2ULDIEEMIER—DI SR —ICBLTWTH &L,
FELW—EBERICBWT, AEPFOERR, /5X45—1, 2, 4}
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[0041]

VEDNLRBELYERIND (1) 2BOIZR5— Bl 7525 —1
E2. VSRI—1&4, VJSRH—1&E JSRI—2¢4, V53R
—2&5, J5R45—4&5) ICEYD2EULEDIEEY. (2) 3EDY
SRAE— Bl 95R45—1, 2RG4, J5R5—1, 2RV'E, 75X
H—1, AR5, V95RA9—2, 4RUV5) ILEYT 3 3FEULDIELEY.
XiF (3) 4BODIVSRY— (V5RF—1, 2, 4RV5) ICETS47%&
UEDILEMEHBAEDLELEDTHYFS, JYHFFLVWERBEBRICEW
T, ARBAOEFREIE, 3DV FRAI—ICEBTEIBULOELEMTHY.
FICIFFE LI, 73R4 —1, 2RUBICET 2 3EULEDEEM. Xid
VSA9—2. ARVSICETZ3IBULDEEMEHAEGDLELEDTH
Y155,

BIORBEERICEVNT, ARPAOERIE. 7525 —1, 2, 4RU5EH
LIRBDBHLYBRIND 22U LDV SRS —ICET 5 2T LD/EEYICH
AT MDISRE— (V5 RF—3RUV6~10) ICETS1EBULDIE
BMEILICHAEDOED I ENTES,

PSR —1, 2, 4RUVEICEBTHLEHMELT. HFELIRUTOE
EMEBETEIENTES,

(a) 524 —1 :CromolynZUNiflumic acid, #FF L < t&Cromolyn
(b) 254 —2 :Bromocriptine 270'F luvastatin
(c) V5 R4—4 :Probucol & UTioxolone, #FF L < {&Probucol
(d) 524 —5 :Cilostazol & U'Topiramate

>T, FELWEBEBKRICEWT, AEBOEREIFE, £ (a) 1EE
s 1 EDLEY (CromolynR T/ XIENiflumic acid, #F& L < (&Cromo
lyn) . E& (b) DEREIENSZ 1 ULEDLEH (Bromocriptine R U/ XIEFL
uvastatin) . £EE (c) HSHRIEND 1 ULEDILEY (Probuco KT/ XIET
ioxolone, ##&E L < (EProbucol) . MM EE (d) NoFEENSD 1TLUED
&4 (Cilostazol RN/ XidTopiramate) MNSBIRIND 257 ( (a) & (
b) . (a) & (c). (a) & (d). (b) & (c). (b) & (d)
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[0042]

[0043]

[0044]

[0045]

(c) & (d)) DfeE¥. 3% ((a) . (b) RV (c) . (a).
(b) R (d) . (a). (c) RV (d) . #H®IC (b) . (c) RV
(d) ) oibeH. H2WE45E ((a) . (b) . (c) R (d) ) O

tEMElAEDLELEDTH S,

ISHICFFLLIE. AFEBEDOEZEIL, Bromocriptine, Cilostazol, Cromol
yn. Fluvastatin, Probucol&U'Topiramatemh A28 L Y BIRI N B 2L
DILEM. FELLRIIULDIELEMEHRAEDLETRZEDTHS (BL
. Bromocriptine&Fluvastatin, 4 % \WM&Cilostazol & Topiramate & % $H A
EbhESHEE. TSRO ULEDEEMEEAGEHOEDZ I ENEZ LV
) o

BicFE U< k. ARBEOEZIL,. Bromocriptine, Cromolyn&'Topirama
tezflAEOE/ED ( [BCroT] &BREET B15EDNH D) . & D \LMEBromoc
riptine, Cilostazol&U'ProbucolZfAEHE/EHE®D ( [BeiP] &BEEET %
EahHd) THY., ZRHLHFFLIFBCroTTH 2,

—h. V53R —3RV6~9ICETZILEME LT, FELLLIZUTOD
LEMEBITFHIENTES,

(e) 5 R4—23 :Pinacidi L UVerapanmi l
(f) 2524 —6 :Cetrimonium

(g) 5 A% —7 : Metricrane

(h) 2524 —8 :Dapsone

(i) 2524—9 :Chloropyramine

AFRBOERICEWT, BYIKITHZER1ICEHD 2 U LDEEWIE.
TNETNRERTHACLTE LWL, SGRIELTE LW, FIEORE. &8
HERA—NRICH L TRBICERBEEE BN TRET 2 ENTE S,

AEBEOERIZ, BURD THZR1ICEHDOILENETDEFEMRT,
FLEREZNICHETINSBE, WA, FRAEEREL. BHAFED
EERENRTE L TROMNXIEIEREONICHESTE &N TE D,

BROBEDLOOEKAE L TIE. BERILISHEEOFRT. BENICIEE
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Bl (EXREE. 74N LD—TFT4 v JEREZET) . AF FENAHL BHF. BT
TLE (V7 NATEILEESE) . Oy TEL. IE. BRERSELNSEISFS
%, —A. FROVSOLOOMEME LTIE. BRI FEHEL. LHE
ARAWSN, ERFISEICERE. RTERE. RPESHL SheEsHL
REERFIEOFFEZEES L TERWL., INOOEFIE, BEE (B A,
IAE B BERE. YV b=, VILEN IO & D RKEFEE; b
EOAVFY S NbAvaFyTy, alBB. TEIMNIVOLD LR
MFER; BREIVO—-ZA0L>RENO—-RAFERK; 75ET7IL; TF
ARZY TS DL D RERREBRA ; RO BEEKER. SHERE
TIVZZD b, BEBAIND DL, AYEBTIVIVEIIROILDLD A
EERIRER SR ; BIBRKFR AN T LD & D RBEERIE ; IREEAIL D VLD KD
IRERERIR BB AN D LD & D AMBESOEMRBIFITH ) . BR
Bl (BIAE Z7T7 )V RFTIVVBANS DL, ATT ) VBT T %
VOLDEDIBRATTI) VBERIE SNV ;04 R H; E—-XTy
DA, TAMODEIOBTYIRE B, 7OEVE  MEF N DLDL
DIRMMBRE ; ) —Ib; JRIIEE; REFEFN) DL DLOMY Y
SOVILREBF NI DL, SOVIVREY TR DLDE DS ) IVEREE
18 ; FOKER., HRBAKNYO LD REBE ; RV, LEBHFEETHD)
BEE A, eEROF>FOELELO—R, EROFTFOEIL X
FiLEro—X, RYEZLEQY Fr, voO0d—)b. RO, AIEEEE
ERROEEMTH D) . BREER (BRI BEREE ROF> oLt
WO—Z, AVKRFIAFILELO-R, ALKRFIAFIEZILO-RAIL
Vb, ABEEHANLRFUAFILEZLIO—RF M) D LDEdBREILO—
AFEEWE; DIVKRFIAFIAI—F, ANRFOAFIVAEI—FF MDY
L, BERVEZLED) RUOL D RMEREEBHINET YT - 2 O—
AETHDB) . AF BIAE. XV bFA4 b E—HLOLS@O0O04 KR
MG s KBIE< TR DL, KBTIV ZD LD LD BEBKEEY ;
SOVNREFTNYD L RATTYVBRALVSYDLDL D REAF Y REE
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[0046]

[0047]

MHHF BRI LD LD WbGA 4 Y REEME ; RO, RUA+
SIFLYTIFENI—TFTI, RUFFLIFLIVVILESY VEBIZS
o VaEBEBRIATIOL D BIEAFVREEERITHS) . BEF (
AFIINRSRY TOEBWRSIRYDQEI BN F O REEBRIXATIVE
;7aa78 /=, RYDLFIA—N, ZZZLIFLFILI-LDE
DBRTIILA—NE BRIV L ;7 /= LY —ILODED
BRI7T/—)VE; FAOY—I); T ROBEE ; RO, VILEVEETH D)
. BERERE (Bl BEEAINDS. HER. BHRH. &8ETHD)
. BFRESORNFEBVWTAMOTETEEINS,
AEPAOEREDHSHER. TORPBICELETERRRTSIENTE
%, BIZEE, (1) RVICEBHO2LULEDLEMEE—DHEF (&F) &L
THEFULT 5156, ZEFEMEBORSRBTHRES TN TES, —F
(2) R1ICHEHD 2ULDIEEWMERI 2 ICHFL LT 2EUEORAH
LRBHREEETEES. (2a) IS 2 EOEFZRA—IEGRETH
RIS LTEHE LWL, (2b) b 2 EDEF% R —& SR THRE
EEBVWTERELTHELIWVL, (2¢c) CThH 22U EOHEFZERDIEER
BTRRBICKERSLTHELWVWL., (2d) chs 2 E08A%ERDERERE
BTREZZSVTHRELTH LU,
AFEPFDODEZEDEMRD THH R ICKEHORZLEYWORSEIZ. tLEY
DIEFR. RSB, HEHROER. #. HhE. EYSEUHSEOEL2 DK
ICK YR LTS, BOKSOHBEICIE. 1EHLY TR0, Ing ($FEICIE
0.5mg) . _EFR1000mg (§FiEICIX500mg) Z. FEROMIZSDHZEICIE. 1[0
L7t TFRO. 01mg (471 (C140.05mg) . _EBR100mg (47 ICIE50mg) %, XA
I LTTHELEYIDBEERSTHIENTES, ERICIBUCTEES L
CIRBELTHIW, RTIKEHROWThOEEMS. ADLIADERICHT
ZEEGELTHRICERTINTVWSDT, ZEEMITOVWT, ZEMEHIFER
INTWSHEET, BERSEZERTZIENTES,
BlzIE. RTICEHINDEEYWORLMEICET 21E®RIE. 74 Y HEIL
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[0048]

[0049]

[0050]

[0051]

EFREEIEE T SDailyMed (http://dailymed. nlm. nih. gov/dailymed/in
dex.cfm) KUY AFTBHIENTES,

TSI, AEBAOEREIG, MOER, HIZE. K5 alllEsHINHAL5mERE
WREEBAIRMTHELEM. B5 bRVS cICRBHEHINDEFEDADEEE
. BFFEL L IEDonepezi lFEHABLTH IV, AFEBOERERVTINLDOMD
2L, BRI, JERIEBIEICERS T2 &N TE S,

UTICERGZZE T TAFEPBEZ LY EFNICEHRAT M. AFEBIEINhS
ICAILREIND D TIFAL,

K h!

BHICHEIRMS < iPSHIREA 5 RIXNE EHIE~DFEET 578, PiggyBack
AWTRFIHA49) VFEERTOFT—4 —IER L7 MNeurogenin 23&
T (NGN2) #ZEALiPSHilEZRAWE (M1 a, M1b, M4 aRUK4
b) o BB, 4 NA\OREMETILYINA <T—5% (FAD) £&. 2ADIMEMET IV
YINAT—%F (SAD) BERTAADEBAN (HC) M SEE L iPSHIBEZ WL
f=o iPSHARAIZ. Okita K et al., Nature. 2007, vol 448, pp 313-317(CE2
BOFETHIILE, CNOHDIPSHIRRICNGN2EEFZEAL. RE¥2H414 75
)V ERMU TS HB—EMICRIRIED &1L Y. AREDNGN2DEEFELR
<. ENIPSHEfE Z AN EMRBRANEEBRTES &/ ERINAE (1 ¢,
Bld b, M4 cRUHEd) , BEEINRANKEHRZIE. BENLEHE
MERUBMEEHICEREELD I EBHEREINE (H4e) . ABT v A
DI=HIE LR ERET 57268, IEHMPORBHRABEDEILEDHTL
. BHEDOZa2—OVHFABDRMIRE L TDICHKAR LI & ZEELE (
B4 f) . I5IC. PSENTE/IZAPPEGFICEE %= H T 2FADEEHRD KK
REZa2—0OVICEWT, SEEDHBABTHBDABLERTUABAL2/40LLDY, S
ADEE F /- IIEEARROMHFMEELY B1.DLMBRVW LA LOHINE

(B4 f) .

UEDHERLY ., NAZAN—TYy NRVY—==27 (HTS) %175 7/=&ICH
W2 iPSHliRE & LT, AB42/40LE &b mh o 7-PSENT(DG3B4AEE %= H ¢ BFA
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[0052]

[0053]

D& (FAD1) EB3RD iPSHARE%A RIR L7z, &\ T, HEXIPSHERE AN & tiZ HERE
ADHLEEE%E8HBICBACE inhibitor IV, JNJ-40418677, semagacestat
WacitretinR EABEER VAR L2/ AETIH S 2 &ENBEHNDILEN %
AWIL. 2HRICABEZHEALIEI S, 2TOEEMICBWVWT, ABFE%
WETDHIENHEEINE (B5a) , LHL. EFAEDsemagacestat TidA
BA2HYEML (K5 a) . FRFTOA RERKERE (NSAID) THDR )V
- 0EFOT VB LV, Ber-AblE L UC-kitDEEER A DHER
DA<T=FT7iE. DEEEGFEZBRERRLLMBEZAVWTYy-EILS—F
AEVERZARALABRHBRICR LT, BRAETRABHRREOHEN R ShADL >
= (B5b) , IBIC, AV YIRTFS—EREERUNWATOY A—%E
. TTIKEMINAECHAVWSLNTWAADAERR ML A, b
DIPEFERIGABBEDOREZITEIMENS AV EMNRINEZ (B5c) o M
EORRLY. FADIHEMRIEIR V) — =V JICAWS ZENTEBZ &N
I,

mW T, FDAICTHEEREADI280MEN LA ZBERESA T Z ) —%HWTR
PV ==V TEITV. ABRRERORERDRREHAAT, BERRE LT, 0.
1% DMSO%Z R\, AB40ICH T Rttt iR & LT, 2uM BACE inhibitor IVZ%&
AW, ABA2KRTABA2/A0LL DIZMEXER & LT, 2uM INJ-404186777% R\ -
o HTSOERAMEBIRMAEKRT 57 factorld, 0.5LALETH Y. FEHIARHTS
THHZENRINE (M6 akUH6b) , 1TRRV—ZVITDFER. 1
DIEFHIEEY (LEMEBES14E1 24 RB3HARELTERINTWS
7. 129BDBREE) #RH L (M6c) . EHLEMOESER (&R /
OFVEMOMEOEDE T ) —kE LTRET D) &—BE{ERTICRT

ILIWITRRY ) =2V TOEREOBRMEEZRN T 2LH 2RV —
—oTETo/-, AB40, AB42, ABA42/40LLICHNA T, AB38, AB43, sAPP
o, SAPPBICDOVWTHMRET L. TREThOREEB/, ULOBERER2 K
VE7ITRY,



PCT/JP2016/089217

35

WO 2017/115873

[0054] [F*2-1]

180 £L0 1ot a0l 880 L60 | 30RO HOOMOAH SNLISIHY1AS { 17
£8°0 BLQ S04 820 $RO 950 TIOZYANIRVIHL | L 47
D ¥ED 601 AN 850 Ry A0 IANY JOHIOET L 61
£} 0} g1t Wt b 560 JA™OHDIOUOAH INIDY.L i g1
Z'L 101 rANA 501 LY L50 |  SOHOTHOCHAAH SN YECIY 3 £L
¥Z'1 GiL 4! EUL oL 260 FAINOH Y INIDOBLVINGH i gt
JOHOIHOOH0AH
LLg ZLG vede £0'% g0 20 560 ANIZVAOHIOHL b 5L
£, 3LYNHMAAHNIING,
J@ spunotuog
ot LB0 180 501 Ei g 860 150 poIRUIUICO) BURLRIpAYLIBYAD ¢ 28
LOL 88D 60 ol 9oL 50 520 | IUMOTHOONOAH ININVHIISId i 1
£t £0't 90 £7°1 SE0 'L B0} ANZIIDAD L 2
980 630 280 YOl 960 490 760 WIGOS NATONOHD ) i1
180 £3°0 180 801 60 (80 6D SNINLLOD } 01
) LD 99D oL 480 | £80 £6°0 JIVHLID INTHAENOTD } 6
: SO0 THOOHAAH
8L B0 1L 0L 1L 860 E50 INIHIHONO Y i g |
£0°0 820 BLG PE0 £60 880 | £60 ALVHLD SNHIATY { L
8L 6870 B8R0 £0°L E8°0 8870 60 | IOMOIHOCUOAH JUVHECOY £ 9
90'L 86D 60 80t 950 vE0 | 860 | AUMOTHOOHAA ANIYNIGHEL 3 g
MO THOIOHAAH
180 SLD 880 ! ¥8'0 5670 20t INLLIXONOLY £ ¥
Len 2410 280 . 580 590 | 956G INIZYTONYY i g
£9°0 LD 880 L0 250 50 L60 | JOMOHOOHEOAH INIYDYAIIN 5 7
JOROTHOOHGAH :
1 180 850 2071 g0 880 960G SNINCIOADNSHOAXO 1 i
. ” , I gN _ e cr g ]
Hdgye | wddys, gvrdy | 988y e Wy or gy awey punodwion | —gYLsh | BRG2Y




PCT/JP2016/089217

36

WO 2017/115873

[0055] [$<2-2]

&'

el il 911 oL L 960 ERECZER 1 h
601 g1l el 871 960 1 $r'i JLVRIMYL THA0UdNT i b
190 ¥ (80 E0L 550 $650 ¥5'0 A0 THOOUOA NYXOZYOL i &y |
PR LUt AN £l ¥} 801 501 FONCHE TLVI0ZNIdId L v i
o YR O 430 501 o G850 UL IIVNOBHYD TAHLE INININD L iy
YR 260 880 601 30 990 i1 FLYTIONVIOAD ] o
vo0 £L0 &0 UL 880 9870 1  HOIOLIVH L B8
290 5801  ©60 60|  i80] €90 C60 NRIHIINETAAD } 98
760 20 SED . {60 980 |  LLD 680 QIOY OINTIAIN | { i
780 60 B0t Pl £90 | L8 9y JUMOTHDOMOAR Q38R { 3¢
90 LD 6L 501 960 £8°0 B0  NOAOINIHO 1 G¢
$4) Z6°0 50 911 £80 6 | a0y IOV TYIN L s
MO IHOOHOAHIO
L 590 890 AN 580 60 | S0l INIHOTANYD | i g
an LG 790 L 790 P90 g0l NOHIAYLIE L e
990 9l 980 £0°1 980 £9°0 960 AUV NI LN § 1z
FABOTHOCHOAHIG
£40 £6°0 580 860 520 CTAY BYO ANIZHLLIOOATT L o8
800 oD 9.0 180 B0 YL 50 XOOYEHYD L 62
190 780 450 S6D ¢iD g0 50'L ILYSTYN INISNILINON 1 9z
a1l pO°L 8670 50°L ¥3°0 | ¥20 1 II0ZYNOIIg i iz
960 560 Gy (1t R 586G 880 - OVI000L3 1 a7
UL GL1 piL e 860 Y60 980 " A1YNIOONS INIGVXOT] } £Z
890 820 15 o'l Lot 990 (80 ANINOHOMNIO ¥7
850 YO 580 GOy 150 780 (50 ANOZNABONON L £2
B0 84D (50 | } 157 50 £60 | IAMOTHDOHTAH TOOIAVYSIA L 7z
gadvs | madvs | v | segy g&w%mm - wyy,  wgv owen punodiues | —SYLG | BB




PCT/JP2016/089217

37

WO 2017/115873

[0056] [$<2-3]

o1

BY0 980 6L0 980 g0 150 IOV DIGINOMIG Z 63
980 860 1670 50°1 TR 990 £l JLYWYLIOVIC Z 89
550 ) LL0 760 980 600 760 | IOV DIMIOLAXOHUAR 4 (9
840 610 ) SN 60 (50 80'1 ALVAYN TIOANVAYSID | 2 99
8L0 €20 £8°0 760 850 60 £60 WAIOOS DYHIdING z 59

E50 L0 160 s 580 18D 5670 ANINNGYT THAOGNA 4 vy
T Z8°0 50 560 £8°0 6L0 60 HINIQHE0 | Z £8
5o 310 £8°0 hy! LD 620 16D  NALOBLLA3O Z 79
980 50 60 58D 987 220 560 TAOXOGIN NY LHYSIWIO z 19
1L 560 Yol 9L} V80 950 1L NLLYLSYAN 1S 2 09

FOMOTHOOUAAH _
£2'1 3! v L gl BOL 560 NETHOIINY DY A 65
90 640 SED 80 S0 560 7670 NIgnv.Lng £, 85
150 160 980 601 Y60 180 £60 A0 1dVD z L5
511 2T 781 1T 8071 860 | 60 FIVLAIONID WOIOTYD z 9%
940 £8°0 80 LG} 660 Y60 960 | IOMOTHOOHGAH NINOTIOAU Z 55
500 AR £80 9Lt 7oL £50 180 INOZNIBAXOID | zi s
890 YLD 190 ¥t 201 w60 260 NIBYHY TALNE Z £6
BLG 8Ll 850 16D ¥5°0 £00 660 1  FLYIASIN INLLARIOOWOUS 4 2%
180 g0 660 5071 a vE0 160 ANYOOZNIG z g
1E L g £t g0'L £0'1 960 WIOOS ALY TAOTIYSONIY | . 05
50 560 160 £l ! 960 560 QIY DIOHIYOONINY Z 8y
11 F s ! ¥l 60 160 50 1 NY LUYSTYA z ¥
. _ OO THOOHAAH
¥l TS N 1 62t 160 9L £ QIOV OWIINAT TONINY z ¥
ol 10 60°} L1 920 860 1y NLLYISYAOT z oy
: o orer gV . - : £
Jadvs | nddvs | evdy | 8egv oneyy || VY o gy ameu punoduioy | Y LG | BRGSY




PCT/JP2016/089217

38

WO 2017/115873

[0057] [F=2-4]

Z0'l 280 oL 1670 560 ¥80 68°0 | NTTYSXORIL ¥ 16
560 160 860 10} 260 880 960 JAROTHOOUUAH ANIWVAOQ 4 06
850 1.0 680 £6°0 160 180 630 108340 ¥ 68
z60 8L £8°0 £0') L60 €60 96'0 WNITOS FLYNOIHLIG v 88
! ¥60 880 660 160 88°0 960 71040d0dd v L8
580 b 60 Lot 80 ¥80 1oL 3ArdoNOdd £ 98
JAMOTHOOHAAH
¥8'0 980 ¥6°0 Lyl 580 880 L TOHILNANT 10 £ 68
RO THOOUAAHIC
vO'L SUL 60'L v0'l £6°0 ! 80t ANIQIZY AW L £ 8
680 1870 680 Vo'l 980 v80 860 IANLLSAWIN £ £8
vL0 180 ¥8°0 L 580 £80 L6 1od3LNgoINL € 4
L6 60 £0'L 14! £80 960 3! NISOZMATV £ 18
80'L 960 Lol Zl 580 860 Ll 31LVOZN3E NVL1dIHiVZIH £ 08
880 L80 260 £E0') ¥0'L 860 560 INIQLLINIO £ 6L
621 L0 Gl ! 86'0 b0’} 90°! INIALLYZIN £ 8L
580 600 680 L0} 560 £80 260 JLVHdSOHJIA ININDYNDRMA £ LL
LLD LLO 860 L60 760 60 960 JAROTHOOUAAH ANIVONGIG £ 9L
L0 180 G0 6870 160 vL0 280 |  FAROTHOOMAAH TINVAVHIA £ 5L
960 €870 6L0 260 80 [44¢ 980 TIAIOVNId £ vL
AAHCTHOOYAAH
990 v 0 1670 660 280 80 1670 10H3LNgTIVAT] € £L
ILVAINS
[y 580 L8 80} 0L 60 880 ANINOOHOTHOAXOHAAH £ 4
990 80 8L0 L60 80 640 £60 JAdINVETY Z 2A
§L0 5.0 580 z0'L 880 280 £6°0 NLL3ONg ¢ 0L
ov/er§v
gddvs | oddvs | ergv | segv oney | IV ovgv sweu punodwos | —gLy Ly | EHRHST

[0058]



PCT/JP2016/089217

39

WO 2017/115873

[£%2-5]

£6°0 SO’k gLl Lol 9670 880 260 NICLNVTIV L 9l1
690 vLO 180 6670 60 80 6870 INIGVHVYLAD L GLI
280 780 680 90') 660 260 96°0 ANHISOTIOAD L FlLI
650 9.0 950 960 ¥L0 LLO ¥L0 AAINOHE WNINCWINLID 9 gLl
680 8L0 860 'L L60 160 ¥6°0 WYHIINSIA 9 zLL
£8°0 6470 £8'0 £t 60 980 9670 TONYS000d 9 LLE
160 ¥L0 G6'0 160 €60 880 960 NILNYAXOYL g oLl
G50 690 68’0 60 L0 890 (60 31V13DV INOYILSYHd g 601
89'0 1L0 #2°0 zo'L 980 680 6670 NIDAWOYHLMAL S 80}
890 8L°0 280 Lok 980 680 6670 102¥1S01D g 101
680 ¥8°0 £8°0 gLl ¥01 8670 ¥6°0 INIDNHE g 901
9g’L £l Al 6¢L 50°) 90} 10') | JAMOTHOOHAAH NIDAWODNVA S GOl
¥30 180 280 90’1 660 £6°0 ¥60 | IAMOTHOOHAAK ANINOTDADIA g 0]
8L'0 GLD LO'L 601 6670 66°0 9670 1Y 10HOOHAAHIA WNITOS S £0!1
18°0 6470 LOE Z0'L 0L £6°0 6870 MOZYNYd g zol
(80 Z50 160 80'1 1oL 660 $6°0 (dE) HOHdWYD g o]
210 180 oL 60 Z60 6470 980 JLYWVHIHOL S 00!
11l vo'L z0'1 LUl £60 860 GOt AAHOTHOOIAAH TOAvIWVYL g 66
3LV1I0V
L8O 880 620 601 60 60 L INOHILSOOLIHOIAXOSI] S 86
660 160 260 60°1 160 ¥8°0 260 NIWIXY 4R S L6
Lol A 69’0 SL0 L0 90 980 100N90Hd 4 96
Z0'1 660 860 1 G6°0 60 660 JUIWTOLINIO 12 G6
680 8L°0 L2870 ¥6°0 680 6470 68°0 INTFHJOHOTHOIA 14 76
68°0 £8°0 (740 G6'0 980 L1 68°0 TOWVIIOVLIW 4 £6
£9°0 9.0 L90 9.0 £8°0 550 99°0 INOTOXOLL ¥ 26
or/ergv
gddvs | Dddvs evgv 8egv oney [14:A'% orgv sweu punodwos | gyl | SBEZ)




PCT/JP2016/089217

40

WO 2017/115873

[0059] [$<2-6]

690 500 180 £0'L 590 80 Y50 TAHLOEN oL 051
] ; agMoMoodmE |
980 L80 650 960 180 £8'0 20’} INWVHADOHOTHO 6 621
2L S50 80 501 | 8lo| 990 60°L ANONYZIWHOHD 6/ 821
190 vi0 £8°0 260 589 BLO 60 INCIONRIOTHO 3 LB
7650 g LB0 501 (g0l 88D L0'L | JOMOTHOOHAAH ININVYLAGIS 8/ 9z}
¥ ¥80 50 80'1 160 760 6 AIXOZVIY 8 621
| (L ALYNIHOAHNIWIT,,
10 spunodwos
204 160 150 90t 1y 260 (670 | p:Eaqund) suyAydosiicion-g 6 ¥Zi
L0 8L°0 [ o'l 96°0 680 £60 3LYNY0S011g g, £21
60 60 260 150 840 690 BLO ANINVIDOIRL g (741
14 o't £zt 7eL 601 20l 8610 | JAROTHOOHOAHIO INIAY.LSIH 8 121
90 P10 8D 90't v20 | €80 8670 INOSAY] g 0z
L0 LU 9Lt Pl BLO | #L0 S6°0 INVHOLLIN L a1l
] 890 640 WL 880,  #80 960 WRIHATT 2LYNYINAY IO L 811
L0 7670 150 £0'1 160 150 68D BUZYIHLTY L L1
, ‘ e | OVWEPEY | o _ ;
Fddws | Dddvs | tpgv | seEv omey || IV oy gy auwpy punedwos | LY Ll | LRgS




WO 2017/115873 41 PCT/JP2016/089217

[0060]

[0061]

[0062]

[0063]

i Combination therapyDEEMU M R4 L DHF THREINTWS, HEHN
BMRETHHDIC. FELAEEMOHEAEDLE TR, JYEERLD
BWEAIOHAGHE 2R L, RABELI V2 —9 —LEITHLUE
CFP4 method (Rogers D et al. J Chem Inf Model. 2010 24:;50(5):742-54.
) AW/ “Finger printing” 1BERICE# L. EEBTINIICEDWEI SRS
) v T EE L TRENICKE LR EZREN T2 2 & T BIXOEY
ICL 57 Won biasD 3 EEE A, ERE LT 1290EFHFIZ10EDCLus
teriCH I N, HEBRER2KRUE2 bITTRY,

ZRAVN) = T TRONEBBEICEDCABELERDORIWVWERE, &£
BBV SR —ICDEINLRFNEER L, I5IC. ERBZYTSM4v—D0
LRLE—BELEMERVWTHRAEBKRENLRIGESRST (B2c) |
FFITEWEC & BV E DB ONBEROBREREZT) — & LTER L,
T HICHERTH,. ERIERE LTORESTIRNIERAOHELBLEINS, B
romocriptine, Cromolynfk UfTopiramate(BCroT) & . Bromocriptine, Cilosta
zol R UProbucoL(BCIiP)DZfED, BIFEREHLI/TINZRELE (B3 a. E9
) o ThHIFBEIE AT, Chemical clusteringCTEA2I7 545 —%HAW
R (BM2b) . BMMICERT & bh ok (B3 a, 9) , X
512, 2 EBNAINTVWBHADAEETH %Donepezi lEDHAT, FER
H L < IFProtective ABE LTERBINTWBHABLDEC, = EIFHZ &b
Mot (B3 b, c),

T 5|T, FAD - SADEE - FHIRERKRICEIT2BEAZSIVAETNEZD
AleDEAN (B3 d. e, &x3) MO LALIPSHERE (B4 a) N5, Rk
ICNGN2IR T IR C AR Bl Z PR L (4 b, c) . 6EEFERDERT
)— hBEEZE. B L <I3BCroT, BCIPODA I TIE/RELELEZ D, EhTh
TABBEMRARER LN (K3 ),
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RBICEFERIICRT D ZIC, BCroTRUBCiPZROS L. 1 6 BFEE DMK
RABEDEILZMRE Lz (M3 9) . REBRBHEHYLEIERKERA
B&, TO5E, 25@BETENETNRE L, BRKERRBEDBCroTAY T
WiE, +RBRABRKRVABA2/MLEDETZR L, —FHTBCIPAYFILTIE
Wi, BRARERABEDSBEH LIZ25EFTABLEVABA2/MNLLDET A
L7z (B3 h) .

GREFRMERT ) — PRAEFERE., 22t FRICETZRE. BMFRLED
BHARETHY ., PREMBRBITUENTINTWVWS, AERFICLY, Thb
T ') — FEEIFEODOADHRZRHMEA D BRMNAIRIH & 5O > /=, Bromocr
iptineldfingerprinth, B L& —HEBEHF (BSI) JIL—TNUIHEI N
(B2 b) . sAPPORBHMN S EBSIRDIERZET DI &N INEL (R2
. ®11), —4A. BromocriptineE & HIC. PVYI7xH3IV, KRRV, =
BRRNRIVTPIZZAMIBRDHZ DS FRI VRICE ZABHNEIMR
DEFTED &M bh ok,

AEBEAICBWTERLELDIC, DRREGCFAIFEEENLRRITE TR
BIRRI LT AR ZEZ BV CERERE. FENLELTFRRE
THDE MiPSHIBAREAMREMZMIEEZ AW ESREBREIELDS &
Bhohof, TRHLE. LYBNARYFTMETD LHICIEE b iPSHREAE
R BRI E BWAREDNERTH S, SEREKRERETORDFTM
ICAWS E MNPSHIBBOHIE %= L WIBP T & T MElRZ E B WE™
MHERZE L UBBICITO &N TE S, ChIFIREMRKAROE 1 85 (
DEHIOEENCS T Z2EEMFE) RUB2HEEAR (DEHIOBEICST
RN - FEhEM) ICESFIO. b N iPSHIRSA MMM % B UL/ EWET
MaEITS>ZEATESin vitro clinical trial& L CRIZEBRICBITIEE
BTy TERDARMERF>TWS,

AREPEEFF LVEREZBEAL THIALTELD, FELVWEBRIEZES
NE2ZERUEEICE>TERTHS D, AFERAIX. RREALVKRBHEZIC
FHRICEEINZLUADFETERINGE I EE2ENT S, LES>T.
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AFERIIRNMD FEXROHHE] OFESLUCHBEICEEINSZTRTOER
ZEUHEDTH D,

I THRRONERETS L CRFTERAME 222 TOTITYICEE S
NERBIE, TTICBIAINALIEICE 2T ZOETHPARINE & BE
BICABMZICHAAEINDIEDTH %,

AHFEIZ. 2016F128 298 THAEIC ERE S © /- R5FE2015-257706 % B
ELTHBY, TTTERTHIEICLY ZORBIELTRABMHEILEESIN
%,

EX Lo ATt

R VICEEHOLAYIE. ADBEHEOHIZMATICHS VT, AB4L2/40LL% R
DEIEBED, ADICHITHABDFEMNEILZRET 2EBNHREZET 5,
LHE, ThHDEENESTFEBECRLMICESWTISRY Y VT LE
BR ERDIVSRI—ICBT22BULDEEMEZHBETE & T, &bE
MERTHER LEBEICLERTHEMNARESIRENRD N, R 1ICES
DiEEMIE. WTHEALUANDBEGT, BICEERE L TEREZIT LR
INTHY., TOREMCPERBEBICEAT HERIVIERINTVS,

"->T. R1ICEHIND, BERZISRI—ICET 22BULOLEY%E
HEAEDLETAWVWE I EICLY., RENDEMICADEEICH T DABFERELN
ETH52ENTETHY. BERERIIABAVWHATION RRETHIESHES
NADFEEEICH T B EHEERE LTONADPPRFTX 5 A THOHTERT
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AR OEHE

LEMBES1~130TRINZELEMDLRDEHLYERIND
2 EDILEMERAEDLETAS, TILYNAT—HmOFHEXIEE
BH,

VA9 —1, 2, ARUVEDLAZFELIYZBRINZ2ULEDS
SRAY—ICBY B 2@BULDILEYERAGHLETAS, FKRIE1IC
SBEDF,

PSR —1ICEY 5{eWsro0E) >~ (Cromolyn) THY., ¥
SRAY—2ICEBTBLEMHNATOEY ) FF> (Bromocriptine) &
TG/ XIETIINAEGF > (Fluvastatin) THY. V75 X5—4ICE
35 TOTa—IL (Probucol) THY., VS5RY—5ICET
LiEEMHNORY Y —I)L (Cilostazol) RU/ RIEFES A — K (
Topiramate) TaH 5. FERKIE 2 ICEEEDF,

Bromocriptine, Cilostazol, Cromolyn, Fluvastatin, Probucol,
Topiramate N SR L YBIRIND 2ULEDILEMEHAEDET
2%, BRIE1~3DOVWTFNHI—IRICEEHDH,

Bromocriptine. Cromolyn& U'Topiramatex A SbhbETH S, &
RIF4 ICERHDF,

Bromocriptine, Cilostazol&UProbucolEASbETH S, &
RIF4 ICERHDF,

WRICBITDTILYNAIT—EDOFHERISERLGETH>T. bE
MES1~130TRINDILEMISORBEFHFLIYBRING 20U E
DILERDEETNTNERLADLE, ZINRIBETEIEE2E2T.
HiEo

AIEDAER EBRAEN, REEMICBIT2BRMORAESEREN
TTHBH, FKRETICEEHDTGE,
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particularly, Abstract,Table 2, Discussion
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page 52, entire text
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31,Fig 2-4,Table 2, Discussion

John Edward Morley et al., METOFORMIN AND
TOPIRAMATE IMPROVE LEARNING AND MEMORY IN
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2014, Vol.10,Supp.4, P477-P478, entire text

3-5

Form PCT/ISA/210 (continuation of second sheet) (January 2015)




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2016/089217

Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L I:l Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. 111 Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
See extra sheet.

L |:| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. I:I As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. |:| As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

S

: No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
Parts of the inventions described in claims 1-5 and 7-8, in each of which
cromolyn is contained as an essential component.

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.
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Continuation of Box No.III of continuation of first sheet (2)

(Invention 1) Parts of the inventions described in claims 1-5 and
7-8, in each of which cromolyn is contained as an essential component.

In document 1, it is described that, when aminocaproic acid and
terbinafineareusedincombination, thetoxicityofamyloidcanbe reduced,
and it is also described that Alzheimer’s disease can be treated by using
these medicines in combination.

Aminocaproic acid is a compound belonging to “cluster 27 recited in
the present application, and terbinafine is a compound belonging to
“cluster 1” recited in the present application.

In addition, in document 1, cilostazol, topiramate and cromoglycate
are mentioned as examples of the compound that can be used in combination
with aminocaproic acid.

All of these compounds are included in the “compounds represented
by compound Nos. 1 to 130”.

In document 2, an invention in which a compound selected from
trimetazidine and bromocriptine is used for the treatment of Alzheimer’s
disease is disclosed, and it is described that, when a combination of
drugs, such as a combination of aminocaproic acid and trimetazidine or
a combination of terbinafine and trimetazidine, is used, the toxicity
of amyloid can be reduced.

Aminocaproic acid is a compound belonging to “cluster 27 recited in
the present application, terbinafine is a compound belonging to “cluster
1" recited in the present application, and trimetazidine is a compound
belonging to “cluster 3” recited in the present application. Therefore,
these compounds correspond to the “compounds represented by compound
Nos. 1 to 130”7 recited in claims 1 and 7.

In light of these facts, the combinations of compounds mentioned in
claims 1, 2 and 7 are not novel over documents 1 and 2, and have no special
technical feature.

A special technical feature is found in the invention wherein a
combination of cromolyn, which is compound that is first mentioned in
claim 3, and any one of the “compounds represented by compound Nos. 1
to 130” is used as “a prophylactic or therapeutic agent for Alzheimer’s
disease”.

Consequently, these inventions are classified into Invention 1.

(Inventions 2 to 130) Parts of the inventions described in claims
1-8, in each of which a compound other than cromolyn is contained as
an essential component.

In claims 1 and 7, the combinations of “at least two compounds
independently selected from the group consisting of the compound
represented by compound Nos. 1 to 130” are defined as alternatives.

However, it cannot be recognized that, among the combinations of these
compounds, aspects each containing a compound other than cromolyn as
an essential component have the same or corresponding technical feature
as or to the inventions classified into Invention 1.

In the descriptionof the present application, amethod for classifying
the compounds represented by compound Nos. 1 to 130 into 10 clusters
on the basis of the similarity of structures is disclosed.

However, in light of the fact that various compounds having greatly
different structures or functions from each other are included in the
same cluster, it cannot be regarded that aspects ineach of which a compound
classifiedintotheclustertowhichcromolynbelongs isusedincombination
have the same or corresponding technical feature as or to the inventions
classified into Invention 1.

(Continued to next extra sheet)
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For the above-mentioned reasons, parts of the inventions described
in claims 1-8 in the present application, in which 129 compounds other
than cromolyn are respectively used as
classified into Inventions 2-130, respectively.

essential components, are

Form PCT/ISA/210 (extra sheet) (January 2015)
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