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. 25 - ol
- o HFMA: MEM FFE
o AFCHAMKRL
- Azl memory clinic 22X}
o MEHiH| T[|EFE:
- AAIX|El ol AdBEZAM 18F FMM PET A7H0| AH /U= A & FH0d
S|A} U= HAXE
foil=1u | non-De
= = T
At 57H A SCD MCI AD oD mentia**
At 13 2 13 11 14 4
(L) 44-73 51-67 51-84 59-90 66-96 31-76
a9, "4 9 17 8 20 6 1
SCD: subject cognitive decliners; OD: DLB, FTD, other
++unspecified mood/epilepsy/depression/rapid eye movement sleep behavior disorder.
o SMAAH
o - 7|2%: FMM
CIE - ALEZHH|: Discovery Ml PET/CT(GE Healthcare) = Eminence-G (Shimadzu)
- k=32 185 MBq
- AlZk 2k2 e T 2F F XLt A AR 302 S A
sy SuEwy
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W Rt sE 2ol
- FERAMR[ T A M 73%, AT F 93%
- CHAMR} AZHA Y
HA SCD | MCI AD OD | non-Dementia | €A
CHAIRE | 13 2 13 11 14 4 57
A+ 0 1 2 9 7 0
A- 13 1 11 2 7* 4
*1H scano| O|3& T RIUS
- MEyEE
TP | FP [ FN [ TN
SCD/HEA (2/13) 1 0 1 13
MCI/ZA (13/13) 2 0 11 13
AD/EA (11/13) 9 0 2 13
OD/XAK14/13) 7 0 7* 13
non—-dementia/Z&t
(4/13) 0 0 4 13
- Mt sE HAS HMest 4H & & 15H FckH 5]
Zek(ekis) A+ TTHY A- ol
SCD (2) 1/1 AD 93
= 213k A
MCI (13) 1 BE_A%E%— ‘M%IMCIOH q Mood el
AD (11) non—AD
oD (14) 5 | AD T Suspected AD 1 | Dementia due to DG
EEto| Al AZHA T 22| ofsl] =2lghFZE &Ko of &= =2lof| XIF 0|
25
OILUZ0|E kMol A 2 A& JisM, eX|XNst 7tsMoll chsf &Hx}
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# | "ip|E R 7|&
2io] 1: EX}MEH
IEERE
SHA} ME HHE TSR
0 of e NES
[HAMZS olaX gk e OXo| gEO|=Tl otL At a single Japanese
1 HO|_|_ _= HE [= T—|T| HE |M|_ |' D :=||--—1ia| memo CllnlC Subjects
m === scheduled for a [18
Flflutemetamol scan as
m o part of clinical practice in
2 SIXF-CHE AAHE Tstg =712 ] ot 2 Japan were screened for
0 254 eligibility and willingness
= to participate.
| o
3 | g E RHES HHE TSA=71 O ot L
0 s
A m 22
gxE MEoM HEZ0] ZE + A=7R O =3
O =4

Hg'gof cyet 23

HZotE AT (AT AM, SY, SAAEAL MESH

o 1

dg|o

ME)E 7IEstAL:

For data analysis, the subjects were grouped into 6 clinical categories based upon syndromic definitions

with subgroups for each category

etiology), 4) Alzheimer's dementia (sub-grouped as possib

based on the proposed etiological diagnosis: 1) cognitively unimpaired, 2)
subject cognitive decliners (SCD/'worried well’) 3) mild cog? iti i

nitive impairment (MCI, sub-grouped by possible
e or probable AD), 5) other dementia

(sub-grouped by dementia of unknown origin, dementia with Lewy bodies (DLB), frontotemporal dementia

(FTD) and other) and 6) non-dementia subjects.

B & & £ m 2R
ZohE SxpZa AddEo] e HAUHE O =g
Mgt 2g 287t YTk O 2oy
= =2
gy 2: SIHAHE)
Srok ot 74 oj&fol SMAAMZE AEE FL, ZtZio| HA izl 2dstAlR.
H=E2 9
SIAA] s Z|&dtn, 30| OfEA S WM /A=K T[S L:
. | ENas Zne gasz Az e me ol | O O =
CREEEE ey
m ==y
NR
o ol ~ assessed all images as
2 | YAXZE MBEIRE B2, Ol AT HALJ=7t? | O ofHR positive or negative for
m = moderate to frequent
neuritic amyloid plaques.
XY AHAFO| A8H E SHMAIEO|A H[EE2l0] Xaf= 2 fl®: O #=5
SIAA| #3 E= SiMuPdoA HIEZO0] ZHE 0=
| - ==
A7 m =23
==
Hgdoj st 23
=XNZHALQF ZAALO| ABH ZiT} sHAI0| =25 JAtO| SHAIXIE T f8: 0 %2
SHAMet dAitel +¥, Za} siMo] EHuEe| HMNHEED O =s
dojg 237 A=k - %;M
==
o 3: FHAEE HA
H=E2 9
HABFO O 7|&stn O240] OfEA sHED MUK 7|E5HA2: Aol TIE
_ . s m o
HNEZ HAAE A EHMEIE HES ga A . . .
1 7D*§7|-? ANE e dHJES 50 723 A O ot e clinical diagnosis
== O =%




The clinical diagnosis
related to the referral for
[18F]flutemetamol PET
scanning (pre-scan
diagnosis) and the
referring physician’s level
MIEE FA Ao NN Z30f Ofp g go) | W of confidence (0% _
2 N E =t O o4 confidence was considered
o= =M= 0 254 ‘not at all confident’ and
100% was considered
‘completely confident’) in
the diagnosis were
recorded before the
administration of the PET
tracer.
- . " AT m =2
HOBE ZAQ ARl +¥ £= AutsiMoM HIERO0| 0 =s
= o
K 4 UeTk ek PO
Hg ol thet S22
XTI E=0| ol3 o AF XIEH A} o35 %o 25 B RS
HnaEo os] Mol iy HEAME 7 EHnE9 0=
SMAHEZ HEsix| g2 927t A=k O %g.“a'
% 4 A Ay
IEEIEE
SHAAML BEE HALE U] Y2 SXE E= (BEXMM HeE) 2X2 HOM H2E 2SS 7|&5HA 2!
SHEAHS)Q HBoEFE HAF AO|] AIZF ZHADF O ALOJo)| A|MEl SIEE 7|&5HA2:
The clinical diagnosis
related to the referral for
[18F]flutemetamol PET
scanning (pre-scan
diagnosis) and the
m o re%ferrin dphysician’s level
ERAAHESIQF A TES ZHAF AO ESESETINEY of confidence (0%
1 73F750Ei 2(51)‘_}7;; aAr Aol ¥4 | 0 ofL|2 confidence was considered
=l MM 0O 23hA ‘not at all confident’ and
100% was considered
‘completely confident’) in
the diagnosis were
recorded before the
administration of the PET
tracer.
m o
2 | RE SXES HILETE HAE EUATR O ot
0 2a4 PET 27MEMAAD H,
== Aol rlcts Sof At
m Ty e 25w
3 | SAE2 s HaunE AR ek O ot
O sy
56/57 scan results were
0 o available and considered
Z BIXI7 BAO| TSR ol T} oL interpretable. See Table 1
4 | 22 EX7H N0 2o Q) n J_l% for the scan results. One
O === scan was unavailable due
to technical issues.
e m =S
AT apPgolM HIER0| X2E = A= O =3
O =54
EX: 84S0t 5. TCH AL HAXN 2H0E S22 7], 2014,
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S E e

BPSE L gm0 a7
o AFCHAMK}
- 23k QIX|7|s MAel MCI
o MFIIZE
AL O{ME{OfM CHART 28 S8 ME Jts
o HiH Z|=
- QX750 HES F= MHEHE A, HEF, 30 0|4 oA &
AlS SHbst oz 24 waf etz Ast §) olHo| U= K
- DSM-IV Z|& AF X[oliel Xt
- SA = oo BF ™irlole Au(o. s =23F)o| U= At
- 30-item Geriatirc Depression Score > 15 ¢l X}
AR otz mxr20| oldo| Y A
SR sxy ZelolAsatH M|, JIEF oIX| SASE AW B, 8
XM E ALE &2 &}
- Lof BARM X|E 0|3, Z Ag(eh £= oo|=ef Z2) o|3o| U=
N
- sx Al sl Xt
CHASRE QIX| Hat MCI
CH& R 19 13 6
A 78.3%6.3 NR NR
Ny o4, 94 5 NR NR
4t
o EXAAHY
- 7|12Y: FMM
- A2ZH]: General Electric (GE) Advance PET scanner, GE ST PET/CT
scanner
- k=32 185 MBq
- A2k = T 90 X|LF AZH A|EE 302 SoF A
=X e FaEAUHY
e - (ZH| 3|AlolA) PA|SID A= HEO w2t HE, ol Zol= AMI|
SMg2 slilAet
- olo|X| HE ZEH|: CortexID Suite analysis software (GE Healthcare)
(VOI 24)
- F2 ¥ MEFY, MEjATE MME/EFE0OMIZE FYHYE WS
E5Y F5Y, A2, o A MA Ak
- I=7|F: HlElotZ 20[E +/~ (SUVR Z-score 27|, 0.59)
|
ZA 71&9] oA HHAAL HE Y olZZmoy Hsk
HE Sl lmps
A
4T} OFEIA . ‘:_:Eéi Zak 18F;FI\/II\/IO%'“% F, MF AIZE G4 ms Y AFsts
s E1E BAE2 QS
e F35M Z3k
o

ApAn-g8d - FREZFE 7Y 2 M2ld Sol tiE HAE Sl dx7ls gotkkl
1

=k amnestic MCI : their memory test scores were <15 SDs
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Wide Range Achievement Test—IV(premorbid intellect), Hopkins Verbal
Learning Test—Revised (verbal memory), Brief Visuospatial Memory Test—
Revised (visual memory), Symbol Digit Modalities Test(processing speed),
and Trail Making Test Parts A(processing speed) and B (processing speed
and executive functioning).

MCI 5 0 1 13
XXt 2= MCI & L=si0[0 At QIX| Xotf ChHet &7I¢tel Xz & OyS A% AT=0|A
== 18F-FMM °t=0| OHMSICH= Z0f CHsl Qe AFAOA O U2 Sils & & US
H|11
« A 1A 71
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1XMXHETAT): Duff (2019)
# | S ®rtzAn | 7|&
4% 1: EX}MEL
HE2 9
SIXt MEd S 7SR
. _ O o These individuals were all
1| HYTE2 95 22 L= 239 E20|R=7R 0 otH<e recruited from senior
m =Sy centers and independent
H o living facilities to
2 | EX-Ol=FE HBAE Ot ert O ofL2 participate in studies on
O 224 memory and aging.
m o
3 | SgeTs 2XES WS ToAETR O ofye
O ==y
A m 22
gtz MEjoM HIERO| XE = A=7R O =5
O =54
Hgdoj st 23
ZYE SXNTAE FAL S, SHEMS MEFH J2|0 ME)S 7|EstAL
On the basis of the
objective cognitive testing,
the majority of these
ZSHEl SXIRDI} QAMASIO| 2SITAto| SHAIEI S0 2. ?é% individuals were classified
x-l??la‘ixi_o_tg {7} o|=7|.-;_ = - = O ":%g as cognitively intact (n =
o= o= T M= O 224 13), with the remainder
characterized as MCl (n =
6), 18 exhibiting at least
an_amnestic_profile.
do 2: SHAHAHES)
orof ot 7H ojdel SAAMZL ALEE FL, ztzto| HAM CHsH HdSIAR.

HEY o2

SHAA T3 7|=5tn, OA0| OfEA +HE D PMEA=X] 7St 2!

All images were reviewed and interpreted as amyloid positive or negative based on information provided in
the current prescribing information.

Volumes of interest were automatically generated by the CortexID Suite analysis software (GE Healthcare)
The software uses a threshold z score of 2.0 to indicate abnormally increased regional amyloid burden that
corresponds to a composite SUVR of 0.59 when normalized to the pons, providing a 99.4% concordance
with visual assessment




STHA Ao BEE ZA Aol s ye go] | U

T g oieap O ot

=T AT H 0O %g‘l-*l

_ m 0
2 | FAXZE ALBEIRE B, Ol A FAERl=7k | O ofHe SUVR 0.59
O =24

- E] 280 = SIAMEE c=alg] XfE A A m 23S
SHAAS =¥ = sjMupdojlA HEE0| =e2iE 0Es
A=k 0 S5u
Qo tE 27
= A & o S kF S 1= 9-31 | I:':"%
SHHARL HAto] =, Zat sfMo] ZHIES AYEED 0 £s
Hojg 7t A7k 0 234
oo 3: FIEE HAL
HEY 98

HOEE0 O3 7I=5tn 3240 OEA S0 SHMLA=R] 7| E5HA 2

All participants completed a baseline neuropsychological battery designed to characterize their functioning
on tests of memory and processing speed, which included the Reading subtest of the Wide Range
Achievement Test—IV 19 (premorbid intellect), Hopkins Verbal Learning Test—Revised 20 (verbal memory),
Brief Visuospatial Memory Test—Revised 21 (visual memory), Symbol Digit Modalities Test 22 (processing

speed), and Trail Making Test Parts A 23 (processing speed) and B (processing speed and executive

functioning).

HOEE ZAE 08 ZENEE o pra | BU
T | 2eop O l='f__|9
e O ==
Participants were classified
as intact if their memory
tests scores were no >
1.5 SDs below their
o & estimated premorbid
) | BREE 2A ABe SN 230l ot Y= gol | WA O ellect, thay were
B E| =T} o ect, .
==k O <4 classified as amnestic MCI
if their memory test
scores were 1.5 SDs or
more below premorbid
intellect.
b U o A m RS
HunaE Aot Aol =¥ £ ZalsiAMoA HIEHO| 0 =e
x2g & ek D Z5.
Hgdoj chgt 23
KT EZ=0l O|sl X O|El CHAF XIeH At o 5] &to 28 W 23
E-Tl—ﬁtoil —|2_ 5 |El e RHEMEl7 2nEol 0 =e
HNHB| MR 22 a7t Yeb =+
q% 4 IR A
HEE 28
SHAAML BnEE HALS 2| U2 SXE E= (SELNM AaE) 2X2 HOM HQE BHXHES 7|&5HA 2!
SHAAE)Q B oEFE HA AO|Q AlZE ZtATE T ALO[o| A|El STHHES 7|&5tAI2:
Following baseline
N 0 of cognitive testing,
1 | BMEMS)Y BuEFE ZA Atolo] MFEoh AlZt 0 ofLe participants underwent 18
tzA0] AAE=71 B =il F-Flutemetamol imaging
Bk as described previously.
NR
- m o
2 | BE SXES HIEE FAME /AT O ot
O =4
m o
3 | EAE2 s HaunE AR Htevh O ot
O s
i m o
4 | BE X7 240 Zae| A=t O ot
O =4
SR s
AT aPgolM HIER0| X2E = A= O =
O =4
EXN: 2E0t 5. 2t AA MAN 2HOE st=2ASZ AT, 2014,
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o AFFHUITE AL
ATSE . enu: Mum mse
o OITFCHAKL
- 23k HZ QIX|Zoff 2 x|of &K}
o MEHHiA Z]Z=: NR
- Karolinska CHeted el w3t 2 7|4 &of S|4 & &HA}
HE&E 1A 227 2HGP)oIA 2|2 &
1w 2R AR, MZFEA AT QX[ "It ghE
MAprle] HAL CT/MR €4 2 CSF, FDG-PETS &5
F3F: FMM-PET 2|g5to] HAAN=T| Mgk &F £ FME J|z2hset
oz A2
AX} 18F FMM PET A7 F 3XE2 ¢QIX|zhof 22|42 MMurEsto] x[of X
2olof| Al Zct Zup 2| Az=lof st HEE g3
MCI AD X|0§ NOS non-AD SCD
CHA R 207 131 41 20 10 5
pall 64.5+8.6 | 65.2+8.7 | 62.3+x95 | 67.6%£5.2 | 68.4%+8.3
g4, 24 bb 14 10 5 2
MMSE 25.6 245 22 23.4 29
NOS: not otherwise specified, non-AD: DLB, VaD, FTD £
o1z SCD: subjective cognitive decline
BHEH o BN AAH
= - 7|2 FMM
- AFZZH|: Biograph mCT PET/ CT scanner (Siemens/CTI, Knoxville, TN)
- ok=-82k 185 MBq
- AlZk =l & o0& XL} A7 A|EE 202 Zob A
o YANEA{HbE
- HEE o5t oAl St Ho| O|O|X| HE T, MAYAM MEQ| E=
SH FvMm zH AlF ko] A AEO| e Uate|Al B go| KHE ¥ Fol
g - o|o|X] HE ZH|: Siemens syngovia software
(UhPy2F2 M ZHH|: Hermes Medical Solutions)
- FL Y M5FY 55Y, F¥Y 2 cfatu
- B=7|F: HlEtotL 2 0[E +/-
7|1& dolEl SUVR 9x|ZH0.6)d w2l s 2 BEF
4 =4
SUVR ) 0.60 SUVR < 0.60
S
A 71&9] oA HHAAL HE ) o2 AW HE
HE =01 ', ZIcHs) R=Hs}
A
HPZ-OM o oMM Z3k Z3 ED Qs
- T24
- HIuEZE AAk QX|Fof MEZEH AMAMZA A2|EA Y ME ZHSAL
Zto| gto| slolE S5t QAR
Lo e IciHET
A —
BPENREE e @R ™ | FP | FN | TN
MCI(131) 69 - 62 -
AD(41) 28 - 13 -
Non AD (10) 2 - 8 -




HH(Ref ID) 162(537)

1XMXHSTAHE)  Leuzy (2019)

Dementia NOS(OD)
SCD (5) 3 - 2 -
non-AD: DLB, VaD, FID &

~
I

o
I

EEk &) A+ THHAE A- THHE
1 non-AD (DLB), )
1 AD, 3 dementia NOS, 5
MCI(131) 58 13 prodromal AD, | 9 non-AD(4 VaD, 1 PSP)
44 AD
B 1 dementia NOS, 2 non-AD
AD(41) 1 Non-AD (DLB) 7 (DLB, FTD). 4 MCl
Non AD
(10) 2 AD 1 MCI
Dementia Non-AD (1 DLB, 3 VaD, 3
Nos@oD) | 4 AD / FTD)
MCI, prodromal _
SCD (5) 3 AD. AD
- X| B35}
FMM PET &ALE cholinesterase inhibitors (ChEls) x| 2 &71&
ZAR ZAZ
343 22 109HUIN S&, 75H(218% 37
XX A= %;_' : o%i At SIXOA FMM PET2 2|2 Xz, R AF0 2 Jag EC= UA4HA
H|Z

Al AR E
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¢itH(Ref ID): 162(537)

1XMXHESTAHE): Leuzy (2019)

# | "Ip|E | mEm | 7|&
o 1: EXIME

SHAp ME HHE 7|52
The study population consisted of 207 patients attending the Clinic for Cognitive Disorders, Theme Aging,
Karolinska University Hospital, Stockholm, Sweden. Patients were seen between 2014 and 2018 and had
been mainly referred by primary care physicians (GPs), but also from different hospital clinics, owing to

different forms of cognitive problems.

O o

1 | AT 4N B2 T FEQ BER2O|YEIR O otL|e oHzels
m =2

. m o

2 | EX-f=E HAE meteTt O ot
O =24
m o

3 | et E BEES HRE TSt O otL|e
O =24
AY: W 2SS

gtz MeHolAM HIERO| X2E 5+ Q=7 O =g

O g2y




X-I.g.

X 80| et 9&

EZotE BATAE BAM, S, SAEAL MEFH J2|1 ME)E 7S5t

Patients were referred for neuropsychological testing, CT/MR imaging and CSF sampling, and some
underwent apolipoprotein E (APOE) genotyping, electroencephalography, speech/language testing and [18

FIFDG PET.

—_— - - OE1. . LIS

ZghEl szl dadeo] EHaEe| AMHER T o Es
Hetsx| %8 287 UsTh =5+

g9 2: SIHAHE)

QHoF o 7§ ol ¥el SMAAMIL AZE B2, Ztzel AL CfsH 2+dsiA 2.
HEd oI

ENZA ot BDEZE A Aol ot ¥ go] |2
T Sagoieap 0 o4 NR
HEAEAT m =g
Amyloid-positivity was
m o defined using an a priori
OIH X7} AFRE|OIS 740 OE Aﬁ mAEmE77 okL| SUVRcut-offvalueof.
2 | AR ABEIZE B2, ole AT AERETR | O dLe G0, based On oot o
=EE from cognitively normal
controls
ZEXHAHAFO| ASH fEi- A DFE o] XaHE A e m RS
SHAMe +d £ siMapPdoA HE-0l X E = 0=
ol=7}2 ==
M= O 234
HEgol thet 2
=MA A A3l Zi7} sHAO| BE TAFO| SHAIX| S L. m RS
SIHEAI'QI' AAe| =3, At sfMo| Fenio| HMAEZ} 0 k=e
Hojg 227t YTk 0 55

Haomzof O3 7|&5tl 20| OfEAH A0 SHYE[A=X] 7|&dtA2: o
ojg] YaolEo| FITHAD Tl Diagnoses were based on a consensus meeting between specialists in
cognitive disorders, clinical neuropsychologists and specialist nurses.
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gen O sy
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2 | fang i S SHEA G diet B2 80 opye Satolzict Aufo) w2t
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P B A = 7493 £c aj| '?'I-?g: || 23
SauE FAMel HAe| A K= ZafsiMoM H[EZO| 0=
x4 + QE7k -
= O ==
X8| st 9a
Diagnostic categories
included MCI, AD,
dementia of unclear
aetiology (not otherwise
specified, dementia NOS),
_ . o ogi. Lo ;
HDEE0| of8) HolE CfA MHME st 2Dl o W22 dementia due to.a
SAXS0| XX %S {7} =T O =5 non-AD disorder, including
nEEwT e =T M= 0O =24 dementia with Lewy
bodies (DLB),
frontotemporal dementia
(FTD) and vascular
dementia, and subjective
cognitive decline (SCD)
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o AFFHIATE ClFIH0|Z, G2, diolg, A oo 5)
o OIFTAMA: MEA FFE(NCT01028053)
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0Z re
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o AFCHAKL
- ek 9N HdE

o MEfHiH T|Z=

[MEHD|E]

- 213 55M of A+
- Petersen and Morris criteria®ll &&= O &K
- noncontrast MRI ZICHA] &2t (M AT 52
- wsHo| w2 Logical Memory Scale II(LM-II; delayed recal)el 7=
ol sHEEl= AR uEH=oF 16 o|atel A< M-Il 11 olsk W=
H=7} 8~15H¢l A2, LM-ll 90|sk wWsHIF 74 o|stel d2, LM-
60[5}) (we classified aMCl as early [EMCI] or late [LMCI] based on LM-II
scores as per the Alzheimer’s Disease Neuroimaging Initiative?)
- Clinical Dementia Rating 0.521 CHAFX}
- Modified Hachinski Ischemic Scale 4 o|stel Cif AHX}
- Mini-Mental State Examination 24~309! Ci AFX}
- Hamilton Depression Scale 12 0]5+2l Ci AKX}
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QI X[ &l (amnestic mild cognitive impairment, aMCl)

L)

FESHA| &= At
l;

AR

232

o1y

71.1+8.6

g%, 94

114(49.1%)

MMSE 27.09

S YA

- 7l=dY: FMM

- AL NR

- o222k 185 MBq

=S o
- AlZk otgF
=13 =]

o
12
(o)
(@]
is

- olo|x| ZE sl NR
- Fe ool MEY MEEHMTY, THYE S5Y MEE
- BE7|F: vlEtolYR0|= 4

J1E Meolgl SUVR Axiztol wat B o 28

¥y

SUVR ) 1.56

-

7129 thF| MEZA} Q=AM A

ADZ ZIgd Of

S
=
=

Jtor
ro

L]
re
gl

A1k ot Mol et Aot B gl

MY 0x |ox

ST

Jal
Kl do

F

)
- <1
Q
rion
bal

12 3UEETHE) FHBA|ZS o)
QAL AR (MY, AFHH HAED S)= Yuw

N
i
P
1o

d

_’|2_




HH(Ref ID) 171(724)
1MXETAHE)  Wolk (2018)
Hoz Fo)o 2Ho| SRMe=Z Hrtet
otst 7|&:  Clinical Dementia Rating >1 == MMSE 20d o|gt £= 4%
o|AF Zb
AD 7FsM: NINCDS-ADRDA(National Institute of Neurological and
Communicative Disorders and Stroke-Alzheimer's Disease and Related
Disorders Association)& 7|&22 Zlct
34 oSy
FTE (&R TP [ FP [ FN] TN
34 ADZ I3l (224) 52 45 29 98
- EEEE
(Cox HlEl®lgl 28 Z 1}, HR=Hazard Ratio)
Model Parameters Hazard Ratio (95% CI) P Value
Model 1
B-Amyloid status 2.561 (1.57-3.99) {.001
Age 1.05 (1.02-1.08) (001
Model 2
B-Amyloid status 2.35 (1.45-3.80) {.001
Neurodegeneration status 2.01 (1.24-3.26) 0.005
Age 1.04 (1.01-1.07) 0.01
Model 3
B-Amyloid status 2.09 (1.28-3.42) 0.003
Neurodegeneration status 1.70 (1.04-2.79) 0.04
Mild cognitive 2.03 (1.23-3.36) 0.006
impairment status
Age 1.04 (1.01-1.07) 0.02
- A=
— SR H- A 86%—100% =070 160
- FMM PETS Z3pJ} ¢¥Moln w2 siiobAd =37[2F X[ Aefo sl EE
A%, 3670 o|iol aMCIolM =3lo|{ X|of2 Al AFHISHO
o
XXt g2
- FMM PETZ2 aMCIdlM X|oj(FMEMo 2 pADZ EFEH)E ==
RRZ} dztMo| =3. neurodegeneration biomarker2t cognitive severity
HEJ Ml X|H AHME O HWsHA gele & S
H|Z
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QUADAS-2

¢tH(Ref ID): 171(724)

1M XHETAHT): Wolk (2018)
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In this multicenter cohort study, from November 11, 2009, to January 16, 2014, patients with aMCI
underwent positron emission tomography (PET) at baseline followed by local clinical assessments every 6

months for up to 3 years.

Eligible patients were 55 years of age or older; met Petersen and Morris criteria 5 for aMCl; had no
vascular, traumatic, or inflammatory causes of aMCl as determined by noncontrast magnetic resonance
imaging (MRI); and could comply with study procedures. Additional requirements were a Logical Memory
Scale Il (LM-II 6 ; delayed recall) score of 11 or less for those with 16 years or more of education, a score
of 9 or less for those with 8 to 15 years of education, and a score of 6 or less for those with 7 years or
less of education (we classified aMCl as early [EMCI] or late [LMCI] based on LM-Il scores as per the
Alzheimer’'s Disease Neuroimaging Initiative 2 7 ); a Clinical Dementia Rating 8 of 0.5; a Modified Hachinski
Ischemic Scale 9 score of 4 or less; a Mini-Mental State Examination 10

score of 24 to 30; and a Hamilton Depression Scale 11 score of 12 or less.

O o
1| RS 4N BE £t 29 EEOYSIR 0 otde
S ShAl
H === 0_1581%
m o
2 | Xz 2AE Tt 0O otHe
O 224
m o
3 | siEdTe REES HHE Tt 0O o4
O 24
A m 22
X MEioM HIER-O] X8 5 A= O =8
0 g2
Hgdoj| oot 23
ZotE ST (AME AL Y, SMEAL AFESH 2|0 ME)E 7IE5tAL
OE:‘. [ Lo
ZSHEl B Xxtal YaatEo] Ea el HMEE T ‘D co
Heoix| 8 287 A=7R O %g.“a'
g 2: SMHHUAHS)
Rrof ot 7 ool ZSIAHAMZE AHEE FL, Ztzie| HAol CHsl 2d5HA 2.
TFEEE

SIAALO T3 7|35k, OA0| OfEA R D SPME A=K 7| &S 2!
Flutemetamol F 18-labeled PET at baseline followed by up to 6 clinical visits every 6 months, as well as
magnetic resonance imaging and multiple cognitive measures.

Scans were randomized and apFroximater 10% of the scans were duplicated and randomly combined to
measure intrareader reproducibility. At a central review center, 5 trained readers blinded to patient
information interpreted the PET scans as positive or negative as per the manufacturer's instructions.

Flutemetamol F 18-labeled
m o PET sclians wer% read
ZMAA 2ot #TES HAF ZAD CHst M5 glo centrally as either
1 ?HAEEOE_E;?I- - aAb 20 et S= ghol 0 ot e negative or positive by 5
o= H X =T O 24 blinded readers with no
knowledge of clinical
status.
Using a predefined
m o threshold, we
2 | YAXIZE AFBEIAE ER Ol AT FAIZ/}=2? | O oL dichotomized SUVR values
2 o}Al as positive (>1.56) or
=5z negative (<1.56).
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Ao 3: FIEE ZAl

HEY I3

HLEE0 O3 7I=5tn 3240 OEA LD SHMALA=R 7| S5t 2

For up to 3 years, on-site clinicians (D.AW. CS., BS, JOR, RD., RP., M. Agronin, J.G, JS, Al, LM., ZW.,
SH., CH., MS. M. Albert, AF, P.L, ET, KF, PH, AB, RB. ES, PFS, and F.l) performed clinical
evaluations, including the following neuropsychological assessments every 6 months: MiniMental State
Examination, activities of daily living, 16 LM-II, Clinical Dementia Rating, Alzheimer Disease Assessment
Scale- Cognitive Subscale, 17 Digit Span test, 18 Digit Symbol Substitution Test, 18 Category Fluency Test,
19 and Trail Making Test.

= " = of
, | anEE ANe oy Desns vws ew . |(BA
271
== O 284
Patient data from each
visit were reviewed
independently by 2 of a
4-member clinical
_ ~ N H o adjudication committee
5 ZouE dA Aats SIHAEA Zotol oist & glo| 0 oL (CAC) experienced in
SHME R =7t o s} Al diagnosing memory
0 === disorders. The CAC did
not have quantitative
imaging results or CSF
data and were blinded to
PET scan results.
- 5 < AY: m RS
HuugE dAeh AAel +¥ £ ZusiMolAM HIEZ0| O =s
==
g = AR 0 224
HEdo| tfst 23
. OE;‘. - LIS
HnEE0| o) HOIE ChA Hyateys 2ol =
Yu™Bo MK %S 227 ULk D Eea
G 4 AFZI AIH
TEEEE
SHAAL ZoEE HALE WX @2 SXE E= (SERUM AaE) 2X2 HEOM H2lE XSS 7|EdtAL:
SHHANS)2E HAEE HAF A0S AlZE ZhADF O ALO[Of A[AEl SIHEE 7|E5HAL:
- o = O o
|| EREAS)S BEE A Aolol T A2t 3 ofue oz
20| T} ey CEEe
=52
m
2 | BE SXEE HREE HAE S/UA=IR 0O o4
O 22
m o
3 | SAE2 ST HuuFE HAE EA=IR 0O o4
O 2
m o
4 | B= 2L 240 ZRERA=T1 0O o4
O 23
A m 'S
AT oM BIEZO] =2 = A=k O =3
O S8
EN: 8tS0t §. T AL AN 2S0E shmR A2 AT 2014,
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HH(Ref ID) 220(1165)
1MAETAE)  Miki (2017)
o Y IATE =2
BPEE L anua sxgzR
LI Ets PN
- A&k oIX|&of 2 X|oHf &KXt
o MEIJ|E
- I=dS =24 64 o|Me XZ2AM, AFHEA 3 = U= Al-HZH
SIALE SHE TRl tHakkt
- HFE 245 F U= JIsYo| E X
- ojMe| A il JtsMo| gle Al
o HfMZ|=
- Ao A 220 =&E o|=Ho| U= Kt
- FMM F18 == ct2 2o oM 88 A= Xt
- 238 232l Xt
- MRI/PETO| Z7]¢l X}
- Xk 30 ofLfoll LMAIHZo|ekES AMAIHO| Frosh X}
- HBs, HCV, HIV o= X ZAAA 2ol Xt
- 370E olUd EE2HME FY|HeZ MY X}
- PET g4t m=of gslizt 2 =+ U= ozl F4 ol=Ho| Y= Xt
SHXEH MBI J|E
(pAD 2tX})
- 213 55M of A+
- NINCDS-ARDRA 7| & pADAl &Z5t= Al
mr e R 05, M Hachinek lschern .
e At \ 05~2, od_n‘led Haoh;mskl Ischemic s;cale 40| s}
- X MRI & AD2} ¢x|st HFEOIE /s HEo SHte = U= H
st HS X7 A= Al
(aMCl &tx}
- & 55M| of At
- Petersen 7|& & aMCloll &&st= At
- MMSE 27~30, CDR 0 EE+& 0.5, Modified Hachinski Ischemic scale 4
0|5t
- = MRI & aMClI2t ¢x|st2 AFE{E 2Tt o sHte = U=
HMAESH HSXI} U= A}
(PAD2t aMCI &A} & FIt i w7 | &)
- pAD o|2lof dlAs™ = FHilolstd Hoj(E2E, =dH, =F)t
U= AL
- AMdMoZ HEF 0|Ho| UALE & o|o[X| A HE@a Fofrt A= At
(el
- o413 25M| of At
- MMSE > 27, CDR = 0, = MRI&F Mato|X1 QIX|ZEof7} eles Kt
- MMoz FFQ ot e MASA MefHLE MAHA, MASHA
= I:I:lE_IOI-74A|. AI- |:||7HAI-0§ -‘_.i“ﬂﬂf X x-||g|
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_16_



HH(Ref ID) 220(1165)

1MXHEHSAE)  Miki (2017)

Probable AD aMCl el A
CHARRR 25 20 25 70
oAy 75+6 71+7 57+9 68+11
g4, 594 9(36%) 11(55%) 14(60%) 60(86%)
MMSE 21.1 28.4 29.9 26.3
o ZMZAH
- 7|4 FMM

- AFE2ZH|: GE Discovery 690, Siemens Biograph 16
- et=2 22k 185 MBq
- AZk 2F2 F & QO XL} 3RS A7

o FAEA{ UM
=i - ol 4l mhx AEO| A= 10E (Y=l 5, H[dZel 529 2|ALT} 0f
S =
o = A
e IXE HE
- O[o|X| AE ZFH|
- Fe g MEFY, M/=EUAu FHY, E5FY, AWE
- B=57|&: SUVR
o OFMAM "Il dhy
- FHEE A T =E2H 24MNZIX BEES ZUHE
- MA M=o HAT(A2, WE S5 @), ANE daHe| FRE
slo|
1 —
= -
L L
,';9 7|2 oA MEHAA BE FEZE) O=ZAu0| Fef
EHA|
o OFMAM ZIp 7Ho iAKIAM R2tEE2 Eog
- FMM =3t 2td JsMo| = B2E Algl= 2H(B5AM oA A
Zeohel o] & 1H2 AstEs 35 1¥Ees ddstn, o2 182
FEes2 dge
- 2E BXE2 JMHE HolRen =& SiZE. Atg Mzt B
Brtgoz Qs AFSCEE |lUS
I ZiT}-OL A - 1H2 et HaEIt Aoz Folst HE2 do{teLr| Z =TIt efst
1 A= F=Z0|/US. ol FMM F 1} ptEgles HWe =z mhotE
pAD aMCl o7 A
B8 21 7% 2 2 5 9
BXI2 YA CHARK} 2(8%) 2(10%) | 3 (12) 7(10%)
AL HRAH CHARK}
TOo =20 o
0(0%) 000%) | 2 (8) 2(3%)
(FMM F18 )
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QUADAS-2

HH(Ref ID): 220(1165)

1MXHETAHT): Miki (2017)
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A total of six enrolling sites participated in the study, of which three sites also imaged their subjects and
the other three sites had their subjects imaged in one of the imaging sites not far from theirs.

O o
1 | AT 4N BE T FEQ BER20|IYETR O otLe NR
m =2
O o
2 | EXCfEE AAE TmotdEsTt W oL SIA-C =2
O 224
m o
3 | sietETE BEXES HiRE Tt O ot
O 224
¥ O %8
gtz MeHolM HIERO| X2iE 5+ Q=7 =S
O g2y

Hg Ao thet oa

ZotEl ST AR HAL T, SHEAML MY 2|1 ME)S 7|&5HAL:

25 patients with pAD, 20 with aMCl, and 25 cognitively normal HVs (10 younger HVs aged 55 or less and
15 older HVs over age 55).

AFHZ AL NINCDS-ARDRA, DSM-IV, MMSE, CDR, MRI

= = 5 8 O %3
ZEHE EXpEat AAago] EHIE MAEEO ) m =
XMBHSIR| ok © ol=7}> ==
Xetolx| b2 2271 A=t O 28

g 2: STHAHAE)
oroF o 7§ ol¥e| SMAAMZL AZE B2, Ztziel ZHAL CHsH 2HE3sHA 2.

= 1
TEEEE
SHMAA T3l 7I=5ta, OA0| ofEA +AE D HPHEA=X] 7SS
The blinded visual
interpretation of PET
images was conducted by
SRUM EIHs MDEE 2A Z0f ofp B2 gof | W 10 independent physician
T sMgoieap O Ot readers (five non-Japanese
AT 0 24 and five Japanese) who
were experienced in
nuclear medicine image
interpretation
AAUS A= Aol SHY
0 o OSUVRT = [meanpAD —
(factor x SDpAD)].
2 | YAXZE ABEYAE BR, Ol MEY BAERA=7 | B otHL }Nhere:
2 o}Al actor = [meanpAD —
H=== meanHV] / [SDpAD +
SDHV].
= A e B e ~ f1”: O RS
WM +d £ siMapPdoA HE-0l X E = o
ol=7h m=Es
e O 4
40 et 28
- s aixiol D x| 280 &8
SHHARL HAte| =¥, Zat sfMo] 2B AYHEED m =S
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dojg 27} A=k O 234
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HH(Ref ID)

213(981)

1MXH(EHHAE)  Zwan (2017)
o AHAFRFTYIIE HWEHRE
BEY | Ll mas mse
o AFCHAKL
- 23k Ao oA etAl E=T|X|of 28X}
. e o|E
- ZEXH(MMSE >18) == Z=7[X|o{(70M Ofstoll Al EHgEr2)el X}
- EEAfEI} Fol A3 Fete wX| 2L A 2&AYo| A
% Ue AHEZATMLZA olsi PET dAAt ™ ZISHAZIEJF 90% Olst=2
zxE 42z o)
ALY
AFKH AD FTD oD NN
PNPNES 144 28 19 20
il 62+6 62+5H 63+6 60+5
g8, 94 73 15 12 16
MMSE 23 25 24 24
AD: Alzheimer’s disease dementia
FTD: frontotemporal dementia
i OD: other dementia diagnosis
! NN: non-neurodegenerative diagnosis
s EMAAY
- 7138 FMM
- AF2ZEH|: Gemini TF-64 PET/CT scanner (Philips Medical Systems,
Best, the Netherlands)
=7 - &4EEZT 191 £ 10 MBg
S AlZh rEFel 3 oF 0 ol 208 A
S . daEsud
- sl o5t oAlofl o) Alztx{oz oln|x| HIt ¥ ES
- 0|o|X| HE ZEHH|: NR
- F2 oo NR
- HB=EI|FE: H|ElotU 20| E +/-
M
ZAL 71&9] | HIHAAL B Y Oz A0 FHat
g | =0 ] PR
oA
HFAD-OLMA o oMM Z3p oMM E10 23 gls
- FEAM
EoEE EHEy AMA Y Algs™ ZAL MR 82 Ee EF X|oig
Jts S akzlet
o Fekystz
7|/ (BHEKE) TP FP FN TN
= AD (144)/NN(20 110 9 34 11
argi-wad FTD((28))//NN((20)) 6 9 22 [ 11
OD(19)/NN(20) 8 9 11 11

- PET 21 o|% ZlchHsk 211 & 41H(19%)2] ZIcto| He(Zs ot
no| ZIch oot &R =2)
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HH(Ref ID) 213(981)

1HX(ESTAT) Zwan (2017)

AD FTD oD NN
CHat Rt 114 28 19 20
A+ 110 6(4) 8 (2 9 (9
A- 34(26) 22 11 11
TS (B8R A+ RHHAG A- TIHAY
12 NN, 7 FTD, 3 DLB
AD (144) 26 | 9"CBD, 1 VaD, 1 CTE
FTD(28) 4 AD
0D(19) 1 1 AD
NN(20) 9 9 AD
PET 0| H&L TP FP_ | FN | TN
AD (132)/NN(23) 124 0 8 23
FTD(31)/NN(23) 2 0 29 23
OD(25)/NN(23) 7 0 18 23

ok

X2 #sk PET ZIte

2118 & 798 [B7%)2l ghAtoll oish 2hAE zE|A|
o MY, 0|5 51H((24%)2 L=35}0|

MY of= Xl Hat

[FIFMM PET2 UMX ZTto| IS F1 MA| ZTHIZIES SHAAIZ & o2t 2ix}
Xt 2z e A2 e = SEdet gy TS VR ZIVIXHEAA BEEekE MH

work-up 0|&9| 7IXIE HE = U,

H|2
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QUADAS-2

¢itH(Ref 1D): 213(981)

1MXHETHT): Zwan (2017)
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TEEEE
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The present study included a consecutive series of patients visiting a Dutch tertiary memory clinic and
suspected of mild dementia (defined as Mini Mental State Examination (MMSE) score > 18) or early-onset
dementia (defined by age at diagnosis < 70 years), who had no firm diagnosis after the standardized
dementia evaluation or persisting diagnostic uncertainty (defined as pre-PET diagnostic confidence < 90% as
measured by a standardized study questionnaire). We excluded 17 dementia patients with MMSE > 18 and
age at diagnosis < 70 years because diagnostic confidence after standardized work-up was lower than 90%
(cut-off based on findings in our previous study)

m o . .
1| odTe 98y BE £E P9 BEOIYETR 0 oL@ consecutive series of
’ o atients visiting
O =24 P
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HEdo et 2

ZoE ST AR HAL T, SHEML AABSH 2|0 ME)S 7|EsAL:

All patients received a standard dementia evaluation that included medical history, informant-based history,
physical and neurological examinations, screening laboratory tests, brain magnetic resonance imaging (MRI),
andf neurgpsychological testing. In addition, in the absence of contraindications, a lumbar puncture was
performed.

o = " " 22 23
EEHE ExtRat AMaso] EHNE SMMEEO 0 =2
HEsix| g 227t A= O %g.“a'

g9 2: SIHAHE)
QroF o 7§ ol¥el SMAAMZL AEE B2, Ztztel AL CHsl 2+EsiA 2.

SHAALO T3 7|&35kn, OX0| OfEA +HE D SYMEJA=K 7|5t 2!

Scans were visually assessed and dichotomously rated as either amyloidpositive or amyloid-negative by the
local nuclear medicine physician, who completed the training program for visual interpretation of
["®FJflutemetamol images. Readers were blinded to clinical information, except for brain MRI.

SAUM EIHs MDES AA ZD0f e B gof | W blinded to dlinical
1 B A 2| Q= T} 0O o4 information, except for
N E = A O 284l brain MRI.
0o
2 | YARIE NBEINE B, Ol AHOl YA | m ofLe NR
O 23
= A S [y £c A '?"Ia:-]I O I;:"%
SHZA] 48 E£ HAMIPOIN BSU| AT + ol
ek 0 =S
= m =3y
Mgyl et o3
ol & oo m %8
SAZMS HALS 24, A1 siA0] BTl HATLY Bz
S — = o
Hojg 937t 7k 0zE,

During a multidisciplinary meeting, at which the initial clinical diagnosis was made (and prior to PET), the
local study physician (FHB or FRJV) indicated the most probable and differential etiological diagnosis using
a questionnaire and estimated their level of diagnostic confidence on a visual analog scale from 0 to 100%
for the most probable diagnosis. It was mandatory for the neurologist to make a diagnosis.

Patients were divided into
groups based on expected
underlying etiology: AD,
X HALE [HAF KIBHAFEHE & Sks - m o frontotemporal dementia
1 ;t:;li;ﬂ: arhs the FSSHS Bael TEE A [ oL (FTD), other dementia
== O <4 diagnosis (OD), and
non-neurodegenerative
diagnosis (NN).
Clinical diagnosis was
established by consensus
ol in a multidisciplinary
) OHEST ZAAF Aite SIAAF A0 Cist M2 §0| E oo meeting using established
SN &R =T O 2atAl clinical criteria without
=e knowledge of PET or CSF
results or APOE carrier
status.
AT FEE HAQF HAO| A8 L= ZdqlsHM =3 e m RS
HuuE ZAteh HAC| =¥ E= ZafsiMoM BIEZO0| 0=
g 4 Y=k D Baa

_22_




HEgoll that 2
5 2al: W %S
Ha=EzEo o3| HeolE iy AEME 7 aHE = pagsy
AHEEO PSR @2 27t A=TR ol
O ===
ool 4: AT Al
EEEE
SHEAL FDEE HAE LA B2 SAE £ (SERUM AEE) 2X2 BOM H2lE SXES 7I&0tAL:
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ol The mean interval
STHAS)H HDEF A AO|O] TS A2t u between dementia
1 71740 UA=7p O ot evaluaton and [ 18
=T MMl 0 24 Flflutemetamol PET scan
was 71 £ 136 days.
H 0 All %atign'és received a
= SIXES kT HESE HAIE HIOF=J1, okL| standard dementia
2 | =€ BNSE FAEE FME LUEID 0 J__l% evaluation that included
O === medical history,
informant-based history,
physical and neurological
examinations, screening
laboratory tests, brain
m o magnetic resonance
3 | SRS SYUS HUEE HAIS W 0 ot imaging (VR), and
= SLAl neuropsychological testing.
U=== In addition, in the
absence of
contraindications, a lumbar
puncture was performed.
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HH(Ref ID)

257(1481)

1MXHESMHAE) Hatashita (2014)
A= oE A2
BTSE L andd axgza
o AFCHAK}
- &3k probable AD, MCI &K} 72422l
o MEHHiH J|E
- EldyN "HaM fEMds Zost MARE £ HEE sHE 3 =8
25 MY H&EAM0] s - ATFAKXINA H 2|
o & 5t0|0f X|of 2Kt
- o4& 56M| Oo|At NIA—Alzheimer’'s Association 7]} probable AD
oMo 2 mLlE= X}
o MC| &HX}
- e 56M| ofah NIA-AASl M J|E4A MCIZ EEHE= X}
— including concern about a change in cognition, impairment in one or
more cognitive domains, preservation of independence in functional abilities,
MRl - MMSE> 24, CDR> 059! &}
%t - X[of= ot Xt
o 42l
- HaolIX|7|s8 D MASA = Hilolstd 2Y o[zHo| gle At
- MMSE ) 28, CDR=0¢2! X}
- older HC > 56AM|, 46<transitional HC< 55, young HC <454
*NIA-AA: National Institute on Aging—Alzheimer’s Association
HC(ZQ) 623
= 16693 AD MCI older transitional young
> 56A 46-55A| <45A|
o CHARES: 36 68 4 10 11
s Pl 76.8+€7.5 71.9+£7.6 66.9+5.4 | 50.8+3.2 | 39.5+4.9
a9, 5 10 31 23 3 4
MMSE 19.4 27.4 29.4 29.8 29.2
o SN AAHY
- 7|12Y: FMM
- AFZZH|: Siemens ECAT ACCEL scanner
- &= 197.0£59 MBqg
- AlZk 2kE Felstn 852 F, 022 A7
o YANEA{HbE
S - M He| mHE EHSXIL BHeld| wel A|ZtHe =z ojo|XE HE
s - o|o|X] HE ZH|: PMOD software package (PMOD Technologies Ltd.,
BM  Adliswil, Switzerland)
- T2 d9o: =54 medial temporal cortex, M5, T5Y, FHY, &

MEEYMTN, MHE 2T

17| % HlEfOLY 2O S +/-

OFA] 2 M

o o (=)

A EE U8 T ol FMM | Ol II FSOIME FMM 37t 8
gaZo| 5718 72 £ 72
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1MXHESHAE) Hatashita (2014)
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e 71&9] O HEHA BX XY QzAu0)| He
iy £l O
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. oidM ZHY
- FMM F¢ olF, A A Fol £X ZET|ZE ot oA7et A= Mzt
AP Do Y ot Bxg2 BEEX g
- FMM PET olojze gixoz obdsln tjeto| e Hoz Fet
=|
[=]

ardi-w=d EVERCN ) P | FP | FN | TN
AD 36/w0l ZiZlol41 |35 |6 |1 |35
AD 36/ 71291 X 62 (36 |6 |1 |56
MCI 68/:=91 7izlo1 41 |20 |6 |39 |35
MCI 68/:-01 71210162 |29 |6 |39 |56

- ["FIFMM PETZ ["'CIPIB PETL} SAWGHA QIX|MAIAEHEE] X|DHBEAPIIIX|Q| HIEFOFL
i pe  EUIS NS Uil 200SE piens A _
= - [PFIFMM PET ZiA= BIEIOIUR0|E HAS ZXIZ 4 s 301 Hj0|R0fH A
AN NP} B 4 YUS
H|12
< A 1IAA 71E
QUADAS-2
HH(Ref ID): 257(1481)
1MXHETAE): Hatashita (2014)
# | "Ip|E | mEm | 7|&
oot 1: BApME
EEEE
SR MBS TSR
H o One hundred sixty-six
1o ofaX F = Fol F of Japanese participants were
1| HEZS H&H B2 £ P9 B2OIYETR 0 ore el oo
O === memory clinic and
through a community
advertisement.
The study included 36
0o o pagents w[tﬂ A[')I'd68
5 = a0l ts wit
2 | BR-OZZ MAE WYETR m ol coghitive Impairment
O =% (MCl), 41 older healthg
controls (HC) (aged 256),
dyoung HC (aged <45)
10 transitional HC
(aged 46-55).
m o
3 | g E RHES HHE TSA=71 O ot L
O 284
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40| oot 2
EE SRTAR HAL T, SHEML MAEFH 12|10 ME)S 7I&stAlL
Z St OIAFAFSIQ| B8] T1AO| SHAIXI S f: 0 #8
i%ni_l .ill'xI'E'J-I-I' :loogol 'n'_'?_'I-Tl—Eg-l °—|:|E'|'_'0" ] -3 §|‘7§}‘-EHX—_rL
Hystx| 2g 227t ATk OEsa |
= =2
gy 2: SIHAHE)
Qrof ot Ji ool SIHAAMZE AHEE BL, Zze| Ao CHH 5 2.
HEY AY
SHAAL T3 7|&5tn, OX0| OfEA AL SPMEA=K 7|ESHA 2!
~ _ N [18 FIFMM images were
1 | SMEA 2o BREF HA 200 Y 2 B0l E g:'—lg visually assessed by three
SHME R =7t - readers blinded to clinical
= PIN = SEA| H .
0O === diagnosis.
A cortical FMM SUVR of
<1.35 was used as the
H O FMM-negative threshold,
hile a cortical SUVR
2 | YARXZE ALBEIRAE ER Ol AEO| YAEIRA=7l | O OtLR w
eTimE e ° M o oAl value of 21.50 was used
O === as the FMM-positive
threshold in our clinical
setting.
o e s A% m &2
STZAL +8 EE MIHOIM HISHYO| XYY ol
ek O =s
O ==4
=g Mo et 94
= ABH ZT S o5 Jkto| SHAIRIS H: m %S
SHAMet dAitel +¥, Za} siMo] EHuEe| HMNEED 0 =s
doig 287t A=k 0 %gtg

Ao 3: FIEE ZAl

HIEY I3

HFoEFEo oisf 7|sste OA0| OfEAH S+ HHZU=X] 7| &5
The National Institute on Aging (NIA)-Alzheimer's AssociationO| Al HA|gH QI AH7|Z=1F MMSE, CDRO|| [z}
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HoaE AL AAL| 8" £ ZatsfAMoA HIEEO| 0 =s
Y & Y=k o By
HgMdo| cist 2
ATEZ0| O3 MO|E CHA HHME|7} SEH0 25 m RS
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1S HST)

Vandenberghe (2010)
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- DSM-IV 7|& & ¢txsto|o x[of wFEol s{Este At
- o Eto] 7|70l 170 ~64 Alo[el Kt
- o3 Fo{ M, AMASH Xchgoh J|E MdAe|EA Ry
HZAAL = o[o|A& (174 ofAh) ==&t Xt
- 943 o M, o2 Z0|E PETS X 22 Xt
- MMSE 15~27¢2l C AHX}
> aMCl
- odg 554 of 4t
- AMZICH I7|E M aMCloll &F35
- o3 Fo{ M, AMASH Rchhoh MAAZ|EA Xk k| olo|
2174 olah) =&et X
- MMSE 27~30¢! CHAHK}
o 42l
- CIX|Zfoff &=o| Y= At
- B2/ /X0 & 1 oM AD TGS g2 K= A 2
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pAD

aMCl

elderly HV
a2l

55M| of &t

young HV
()

25~55A|

AR

27

20

15

10

o1y

69.6+7.03

72.7+7.09

68.7+7.61

37.9+11.5

M LR
o=, 0o

12

i

9

4

pAD: probable Alzheimer disease
aMCI: amnestic mild cognitive impairment

o TMAAH

- 7l=%: FMM

- ARSAH|: 16-slice Biograph PET/CT scanner (Siemens, Erlangen,
Germany), ECAT EXACT HR+ scanner (Siemens), GE Advance scanner
- =288k XY, study¥ CHS

FMM

pAD

aMCI

elderly HV

young HV

single dose

172+16
(n=22)

17121
(n=20)
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QUADAS-2

¢itH(Ref 1D): 282(1838)

1XXHEMLAHE): Vandenberghe (2010)

# | "ip|E R 7|&
49 1: EX}MEL

EEEE

X ME HHES J[EoHAL:

Twenty-seven patients with clinically probable AD and 20 patients with amnestic MCl were recruited via 7
participating academic memory clinics. All patients had to be older than 55 years.

Cognitively intact controls were recruited either through an advertisement in local newspapers asking for
HVs for a scientific study involving brain imaging or were spouses of AD or MCI patients.

O o
1 | ez g5 B2 T 29 E20|E7 O ot e NR
m =2
O o
2 | EA-CHEZ MAE TSR}t W OfL 2
O =24
m o
3 | YT E EXES HiNE Tt O otHe
O 24
A" O ¥
Xt MEHOM H[ERO| x2E 5 A&7 H =S
O 254
Hg/dof| cigt 93
ZEE XA HAL B4, BEXAAR] AFRSAE O2(1 ME)E 7|EtAL
ZahE 3 Ol AFAF o5 T Ato| BHAIEID 230 RS
EEHE ExtEat AAaso] EHNE SMMEEO m =S
Hetsix| g2 27 A=k O %g.“a'
A 2: STHHAHS)
grok ot 7 o|AMe| FSAHAHAIZL AP E AR, ZH2bo| HALO| CHel HISIA| L.
HEE 2"

SHAAL T3 7|35k, OX0| OfEA AL SPMEJA=K 7|&dHA 2!

Following the training, these central independent readers who were blinded to the clinical diagnosis
assigned the 72 [18F]flutemetamol scans from the current study to either raised or normal uptake
categories in a binary way on the basis of visual assessment.

Each reader had an individually randomized list of all images to work from. For each reader, 8 randomly
selected scans of the total set of 72 scans were shown twice within the series of scans to assess
intrareader agreement. If readers disagreed, assignment was achieved by majority verdict, resulting in 1
value for the visual assessment of each of the 42 scans.

SMZA Zabe HDEZE ZA Zato| ot He glo] | W o
1 B A E =Tk B
SEAE O 22
To get a single measure
representing cortical
m ol amyloid load, SUVR was
2 | YAXZE MBEIRE B2, Ol AT HALJ=7t | O OfHR computed for a composite
0 2kl cortical VOI (COM) as the
average of SUVRs in FRO,
LTC, PAR, ANC, and POC.
=IHA 230 e A IEA Ealg] XafE A& FE: m 25
SHAMe £ == siMaPgofM HE-0] X + o
ol=7h O =5
. O 284
H8do gt #
ZxHH A ABH Tl SHAMO| 23 1XFO| BHAIXID 23 m RS2
SIEALRt HAte| =, Zu} sjAo| 2HaE HMEUZEI 0se
@ a
dojg 27t A=k O 2sta

Aot 3: HDES HA
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TERIEE]
HamEO| Cfof 7|25l 120] O/ =HED ST A=A J|SoIAL:

AD: The diagnostic workup leading to a probable AD diagnosis prior to study entry consisted of
clinical-neurological evaluation, conventional neuropsychological assessment, routine blood analysis, brain
imaging with 1 or more modalities (structural magnetic resonance imaging [MRI] in 23 cases, perfusion
singlephoton emission computed tomography [SPECT] in 8 cases, fluorodeoxyglucose PET in 8 cases,
computed tomography [CT] scan in 6 cases), and analysis of cerebrospinal fluid (CSF) biomarkers (5 cases).

MCI: The diagnostic workup in these patients prior to the study encompassed clinical-neurological
evaluation and neuropsychological evaluation, brain imaging according to 1 or more modalities (structural
MRI in 16 cases, perfusion SPECT in 7 cases, fluorodeoxyglucose PET in 2 cases, CT in 1 case), and CSF
analysis in 1 case. The MMSE score range for inclusion was 27 to 30.
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